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Table S4: Comparison of Cognitive outcomes for SUPPORT treatment arms

CPAP vs. Surfactant

BSID-1Il cognitive composite score**

BSID-1Il cognitive composite score ***

BSID-1Il cognitive composite score < 859

BSID-1l cognitive composite score < 809

CPAP
91.3+0.7
90(85,100)
111/502(22.1)

65/502(12.9)

Lower vs. Higher Oxygen Saturation Targets

BSID-1Il cognitive composite score **

BSID-1Il cognitive composite score ***

BSID-1tl cognitive composite score < 851

BSID-111 ¢ognitive composite score < 801

*ARR ( Adjusted relative risk)
** (adjusted mean + standard error)
**¥{median, interquartile range)

1 [no./total no.(%)]

LOWER
91.2+0.38
90(85,100}
105/471(22.3)

68/471(14.4%)

SURF ARR* p
90.4 £+ 0.8 0.33
90(80,100)

126/472(26.7) 0.82{0.66,1.02) 0.08

81/472(17.2) 0.74{0.55,1)  0.05

HIGHER ARR* p
90.5 + 0.7 0.48
90(80,100)

132/503(26.2) 0.85(0.68,1.07} 0.16

78/503(15.5%) 0.91(0.67,1.22)  0.53

Means, relative risks and p values adjusted for stratification factors {study center and gestational age group) and

familial clustering
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Table S5: Reasons for Eye surgery Lower vs. Higher Oxygen Saturation Target Groups

Reason for Eye surgery Lower Higher Total
N=31 N=67 N=98

Retinopathy of 26 (84%) 59 (88%) 85 (87%)

Prematurity

Strabismus 1(3%) 4 (6%) 5 (5%)

Cataract 1(3%) 0 1({1%)

Other 3 (10%) 4 {6%) 7 (7%)
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Figure: Consort Diagram for SUPPORT
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UNIVERSITY OF CALIFORNIA, SAN DIEGO _ _ UCSD

BERKELEY s DAVIS s IRVINE » LOS ANGELES « RIVERSIDE « SANDIEGO » SANFRANCISCO SANTA BARBARA « SANTA CRUZ

YVONNE VAUCHER, M.D., MPH 200 WEST ARBOR DRIVE, MC 8774
PROFESSOR OF PEDIATRICS SAN DIEGO, CA 92103-8774
DEPARTMENT OF PEDIATRICS TEL: (619) 543-3793

DIVISION OF NEONATOLOGY FAX:(619) 543-3812

August 11, 2014

Dear Editor:

Thank you for the helpful review of our combined manuscript “Neurodevelopmental Qutcome
at 18-22 months of the Surfactant Positive Airway Pressure and Pulse Oximetry Trial
(SUPPORT),” (NEJM 12-08506). Following revision we are re-submitting the manuscript as
“Neurodevelopmental Qutcome of the Early CPAP and Pulse Oximetry Trial”. We have
incorporated all editorial suggestions and have addressed the reviewers’ comments. The
number of tables/figure and word limits for the title, abstract, and body of the paper comply
with the NEJM requirements. The Appendix complies with the supplementary material
checklist. Sentences which were added or substantially changed are highlighted.

This study was designed by the SUPPORT subcommittee of the Neonatal Research Network
(NRN). Neurodevelopmental outcome data were collected by all participating NRN centers
using standardized examinations and data collection tools. Data was submitted to the RTi, the
data coordinating center, for data encoding and analysis. Both the NRN and RTI vouch for the
data quality and analysis. The paper was written by the two primary authors, Drs. Vaucher and
Peralta-Carcelen and the SUPPORT subcommittee. Alf NRN co-authors reviewed the manuscript
and approved publication.

As requested, we are attaching a copy of the study protocol. The study’s statistical analysis
plan is described in the body of our submitted paper. Details of the limited ventilation strategy
and the oximeter blinding strategy are included in the supplementary web appendix.

No part of this manuscript is being considered for publication elsewhere. There are no other

manuscripts presently under preparation by the authors or co-authors addressing similar or
related research.

_Response to editorial comments:
D)(4)
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(b)(4)

Thank you for the opportunity to revise and resubmit our manuscript. We believe we have
responded satisfactorily to the editor’s and reviewer’'s comments and recommendations.

Sincerelv,

Yvonne E, Vaucher, M.D., M.P.H.
Division of Neonatology
UCSD School of Medicine
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From: Bennedy, Kathleen &,

To: Higgins, Rosemary (NIHMNICHD) [E]

Subject: RE: Onset of ROP Observational Study (SUPPORT Secondary)
Date: Tuesday, September 11, 2012 1:47:37 PM

Amazing how quickly you get responses, Thanks.

Kathleen A. Kennedy, MO, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov]
Sent: Tuesday, September 11, 2012 12:46 PM

To: Kennedy, Kathleen A

Cc: Archer, Stephanie {NIH/NICHD) [E]

Subject: FW: Onset of ROP Observational Study (SUPPORT Secondary)

Here you go
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mailnih.gov

From Newman, Nancy S @
Sant: Tuesday, September 11, 2012 1:45 PM

To: Higgins, Rosemary (NIH{NICHD) [El

Subject: RE: Onset of ROP Observational Study (SUPPORT Secondary)

HI Rose- | did read the paper when it was originally sent. 1 do not have any comments. The paper is
detailed about the SUPORRT cohort incidence of ROP and | have nothing to add. Thanks for contacting
me.

Nancy

Nancy Newman, BA, RN
Case Westermn Reserve University
Rainbow Babies and Children's Hospital
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From: Higgins, Rosemary (NIH/NICHD) [E] [majlto:higginseggmailnih.gov]
Sent: Tuesday, September 11, 2012 1:37 PM

To: Nancy Newman

Cc: Kennedy, Kathleen A; Archer, Stephanie (NIH/NICHD) [E]

Subject: FW: Onset of ROP Observational Study (SUPPORT Secondary)

Nancy

Did you send back comments or should we take your name off the author masthead??
thanks

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 {(FAX)

higginsr@maiL.nil

From: Kennedy, Kathleen A lmaijio:Ke
Sent: Friday, July 27, 2012 9:53 AM
To: Wrage, Lisa Ann (wrage/@tiorg); dale phelps@urmerochesteredu; Higgins, Rosemary {NIH/NICHD)
[E]; wearlo@peds.uab.edu; Das, Abhik; Roger.Faix@hsc.utahedu; nfiner@ucsd.edu; Gantz, Marie;
alaptook@WIHRLorg; nxsS@ewruedy; wrichi@uesd.edu; kurtschibleri@cehma.org;

ey ‘(‘\ 5 - . " . .‘_\'-'.\I,, .

Cc: Archer, Stephanie (NIH/NICHD) [E]
Subject: Onset of ROP Observational Study (SUPPORT Secondary)

I've attached a draft of the ROP Secondary Study for your review. The manuscript has been
formatted for Pediatrics {(except that | left the figures in the body of the manuscript to make it
easier for you to read). We could add about 200 more words to the manuscript but the abstract is
at its limit. | still need to get a boilerplate from Stephanie.

If you're receiving this, it's because you have been included as an author based on your membership
in the subcommittee for the SUPPORT Trial. Please get your comments/review back to me by Fri
Aug 17 so that | can incorporate them and you can meet the journal’s authorship requirements.

Kathleen A, Kennedy, MD, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708
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From: Kenpedy, iCathisen A

To: Archer Stephanie (NII/NICHDY |E]; Higgins. Rosermary (NIUNICHDLE]

Subject: RE: Boilerplate | Kennedy, Evaluating Retinopathy of Prematurity Screening Guidelines for 24-27 Week
Gestational Age Infants

Date: Tuesday, September 11, 2012 1:31:24 PM

I'm working on a revision of the ROP Secondary paper to send for internal review. After my first
email to the author group, | received comments back from everyone except Wade Rich and Nancy
Newman. } sent ancther email to them, again saying that | needed to get comments back if they
wanted to be included as authors. | received a reply from Wade (nothing to add} but nothing from
Nancy. It's fine with me to remove her name but | don’t want to start a battle with the
coordinators. What's the precedent here? Do you know if this has been a problem before? Do the
coordinators think the authorship rules don’t apply the them? {The journals don't see it that way).

Kathleen A. Kennedy, MD, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708

From: Archer, Stephanie (NIH/NICHD) (E] [mailto-archerst@mail.nih.gov]
Sent: Monday, July 30, 2012 3:39 PM

To: Kennedy, Kathleen A
Subject: Boilerplate | Kennedy, Evaluating Retinopathy of Prematurity Screening Guidelines for 24-27

Week Gestational Age Infants
Hi Kathleen,

Sorry to take so long getting this back to you. Based on what you have in the Methods section, |
think we can just use the boilerplate from the SUPPORT FU paper {attached). It has already gone
through the Pis, so it should be set,

Stephanie

Stephanie Wilson Archer

The Eunice Kennedy Shriver National Institute of Child Health and Human Development
Pregnancy & Perinatology Branch

6100 Executive Boulavard, Room 4803

Rockvilie, MD 20852

Tel. 301-496-0430
Fax 301-496-3790
" @mail.ail

From_Kenned;, TR e
Sent: Friday, July 27, 2012 9:53 AM
To: Wrage, Lisa Ann (wrageiirtiong); dale_phelps@uimc.rochesteredu; Higgins, Rosemary (NIH/NICHD)
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[E]; wearo@pedsuahedy; Das, Abhik; Roger. Faixg@hscutah.cdu; nfiner@ucsd.cdu; Gantz, Marie;
alaptook @ WIHRLorg; nxsS@ewruedu; wrich@uesd.edu; kurt.schiblerggechme.org;
Bradley. Yoder(@hsc.tah.edu

Michele Walshi@UHhospitals.org;
Cc: Archer, Stephanie (NIH/NICHD) [E]
Subject: Onset of ROP Observational Study (SUPPORT Secondary)

I've attached a draft of the ROP Secondary Study for your review. The manuscript has been
formatted for Pediatrics {except that | left the figures in the body of the manuscript to make it
easier for you to read). We could add about 200 more words to the manuscript but the abstract is
at its limit. | still need to get a boilerplate from Stephanie.

If you're receiving this, it’s because you have been included as an author based on your membership
in the subcommittee for the SUPPORT Trial. Please get your comments/review back to me by Fri
Aug 17 so that | can incorporate them and you can meet the journal’s authorship requirements.

Kathleen A. Kennedy, MD, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708
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From: Yaucher, Yyonne

To: Yaucher, Yvonne; Higgins, Rosemary (NIH/NICHD) [E); weaga@peds.uab.edu; Das, Abhik; Gantz, Marie; Finer,
Neil; MPeralta®@peds.uab.edy

Subject: RE: New England Journal of Medicine 12-08506

Date: Monday, September 10, 2012 2:59:44 PM

Attachments: j

Final Consort Diagram

--—--0riginal Message-----

From: Vaucher, Yvonne

Sent: Monday, September 10, 2012 11:22 AM

To: 'Higgins, Rosemary (NIH/NICHD) [E}; wcarlo@peds.vab.edu; Das, Abhik; Gantz, Marie; Finer, Neil;
MPeraltai@peds.uab.edu

Subject: RE: New England Journal of Medicine 12-08506

All,

Yet again.......but this is the last time [ sincerely hope.

Final paper with tables, appendix, consort diagram (as Excel) and letter to editor attached. Waiting to add missing
arrows to consort diagram and convert to pdf.

Appendix is arranged per instructions from NEJM.

Please read letter ASAP as I will upload everything tomosrow AM.
. Thanks again,
Yvonne

--—--0riginal Message-=---

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsri@mail.nih.gov]

Sent: Monday, September 10, 2012 5:21 AM

To: Vaucher, Yvonne; wearlo@peds.uab.edu; Das, Abhik; Ganiz, Marie; Finer, Neil; MPeralta@peds.uab.edu
Subject; RE: New England Journal of Medicine 12-08506

Yvonne and all -
Please resubmit and send us what was submitted. We will send to the NRN investigators and co-authors as
informational.

Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy
and Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail.nih.gov

----- Original Message-----
From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu)
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Sent: Saturday, September 08, 2012 2:35 AM

To: wearlo@peds.uab.edu; Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Finer, Neil: MPeralta@peds.vab.edu;
Higgins, Rosemary (NIH/NICHD) [E]

Subject: Re: New England Journal of Medicine 12-08506

All,

Here is the resubmission with answers to editors comments , tables reformatted, web appendix done per
specifications and reformatted consort diagram. It just meets the word limit for abstract and paper. The consort
diagram is still in Excel. Will put in in PDF.

I'will send the letter to editor/reply to reviewers on Monday,

Rose, Does this have to go out 1o all the authors again before we upload it?

Yvonne

From: <Higgins>, Rose Higgins <hihigginst@mail.nih.govghigginsr@mail.nih.gov<mailto:higgi il.ni >
To:Wally Carlo <wearlo@peds.uab.edu<mailio:wearlo@peds.nab.edu=>>, ¥vonne Vaucher
<yvaucher@ucsd.edu<mailto:yvaucheri@ucsd.edu>>, "Das, Abhik" <adas@rti.org<mailto:adas@rti.org>>, "Gantz,
Marie" <mgantzi@rti.org<mailto:mgantzi@rti.org>>, Neil Finer <nfiner@ucsd.edu<mailto:nfiner@uecsd edu>>,
“wacarlo@uab.edv<mailto:wacarlo@uab.edu>" <wacarlo@uab. edu<mmmuagaﬂg@uﬂmu>> "Myriam Peralta,
M.D." <MPeralta@peds.uab.edu<mailto:MPeralta@peds.vab.edu>>
Ce: "Archer, Stephanie (NIH/NICHD) [E]" <Wally Carlo <wcarlo@peds.uab.edu<mailto:wearlo@peds.uab.edu>>,
Yvonne Vaucher <yvaucher@ucsd.edu<mailto:yvaucher@uesd edu>>, "Das, Abhik"
<adas@rti.org<mailto:adasi@rti.org>>, "Gantz, Marie" <mgantz@rti.org<mailto:mgantz@rti.org>>, Neil Finer
<nfinet@ucsd.edu<mailto:nfiner@uecsd.edy>>, "wacarlo@uab.edu<mailto-wacarto@uab.edu>"

<wacarlof@uab.edu<majlio:wacarlof@uab.edu>>, "Myriam Peralta, M.D."
<MPeralta@peds.uab.edu<mailto: B>

Subject: RE: New England Journal of Medicine 12-08506
I am fine with the changes

Good Luck
Rose

Rasemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy and
Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852

301-435-7909

301-496-3575

301-496-3790 (FAX)

higginsr@mail .nih.gov<mailto:higginsr@mail.nih gov>

From: Wally Carlo, M.D, [mailto:WCarlo@peds.uab.edu]
Sent: Thursday, August 23, 2012 8:58 PM

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil:

wacarlo@uab.edu<mailio:wacario@uab edu>; Myriam Peralta, M.D.
Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Hi Everyone:
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I'am including minor tracked changes,

Wally

From: Vaucher, Yvonne [mailto;yvaucher@ucsd.edu]<mailto:{mailto; . .

Sent: Thursday, August 23, 2012 4:44 PM

To: Wally Carle, M.D,; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu<mailto:wacario@@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E)

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3) NEJM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format 5)Consort diagram

-Title Word/space count (70) is now < 75 but still open to suggestions about wording. I do think
"neurodevelopmental” should be included in the title rather than just "outcome" as the latter is too general -Authors
are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit.

-Most of the edits were OK.

-1 have highlighted text changes which I have made in response to the editor/reviewers and left comments in place -

Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on same page in
portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (1 am working on this) -Appendix needs to be
completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count, We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #35 and Reviewer 2 comment on p. 1L

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 conceming SES
variables and on page 7 re survival of LTFU

=Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

I'would like to resubmit the paper by September 6t
I will be|(b)(6) and thus out of email contact, until September 3rd.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
Division of Neenatal/Perinatal Medicine
Clintical Professor of Pediatrics

UCSD School of Medicine

tele: 619-343-3759
FAX: 619-543-3812
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From: Myriam Perafta, M.D,

To: aucher, Yvonne'; Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Finer, Neil; Higains, Rosemary (NIH/NICHO) FE]
Subject: RE: New England Journal of Medicine 12-08506

Date: Monday, September 10, 2012 1:39:19 PM

Also two questions marks next to primary outcome at the bottom, thanks.

From: Vaucher, Yvonne [mailto: 25

Sent: Saturday, September 08, 2012 1:35 AM

To: Wally Carlo, M.D.; Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Finer, Neil; Myriam Peralia, M.D.;
higginsri@mail.nih.gov

Subject: Re: New England Journal of Medicine 12-08506

Al

Here is the resubmission with answers to editors comments , tables reformatted, web appendix done per
specifications and reformatted consort diagram. It just meets the word limit for abstract and paper. The consort
diagram is stilf in Excel. Will put in in PDF.

I will send the letter to editor/reply to reviewers on Monday.

Rose, Does this have to go out t all the authors again before we upload it?

Yvonne
From: <Higgins>, Rose Higgins <hihigginsr@mail.nih.govghigginsr@mail nih. gov<mailtohigginsri@mail nih gov>
To:Wally Carlo <wcarlo@peds.uab.edu<mailto:wearlo@ peds.uab.edu>>, Yvonne Vaucher

<yvaucher@ucsd.edu<mailto:yvauchergucsd.edu>>, "Das, Abhik" <adas@rti.org<m;: =2, "Gantz,
Marie" <mgantz@rti.org<mailto:mgantziiti.org>>, Neil Finer 'Cnfiner@ucsd edu<m.aﬂm.nﬂns;z;g.md&du>>
"wacarlo@uab. edu-:mamwauﬂmguah&dw" <wacarlo@uab edu< 7 >>, "Myriam Peralta,
M.D." <MPeralta@peds.uab.edu @ope >

Cc: "Archer, Stephanie (NIH/NICHD) [E]" <Wally Carlo <wearlo@peds.vab.edu<mailtovearloGipeds.vab edu>>,
Yvonne Vaucher <yvaucher@ucsd.edv<mailio:yyancher@iuesd edu>>, "Das, Abhik"
<adasf@rti.org<mailto:adasprti.org>>, "Gantz, Marie" <mgantz@rti.org<mailtoamgant@rti.org>>, Neil Finer
<nfiner@ucsd edu<mailiomntineri@uesd.edu>>, "wacarlo@uab.edu<mailto:wacariogiuab,.edu>"

<wacarlo@uab. edu{mmhn.m]g_@uahm> "Myriam Peralta, M.D."

<MPeraltai@peds.uab.edu< o

Subject: RE: New England Joumnal of Mecllcme 12-08506

I am fine with the changes

Good Luck
Rose

Rosemary D, Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For ovemight delivery use Rockville, MD 20852

301-435-7909

301-496-5575
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301-496-3790 (FAX)
higginsr@mail nih.gov<mailto;higginsr@mail.nih gov>

From; Wally Carlo, M.D. [mailto: WCarlogzpeds.uab.edu]
Sent: Thursday, August 23, 2012 8:58 PM

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD} [E]; Finer, Neil;
wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Hi Everyone:
T am including minor tracked changes.

Wally

From: Vaucher, Yvonne [mailto:yvaucheri@ucsd.edu]<mailto:[mailto:yvaucheriucsd.edui>
Sent: Thursday, August 23, 2012 4:44 PM

To: Wally Carlo, M.D_; Das, Abhik; Ganlz, Marie; Higgins, Rosemary (NIH/NICHD) {E]; Finer, Neil;
wacarloi@uab.edu<mailto:wacarlotfuab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Ce: Archer, Stephanie (NIH/NICHD) {E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Original NEIM edited manuscript 3) NEJM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format  5)Consort diagram

-Title Word/space count (70) is now < 75 but still open to suggestions about wording. T do think
“neurodevelopmental” should be included in the title rather than just "outcome” as the latter is too general
-Authors are corrected (Brenda added)

-Absiract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit.

-Most of the edits were OK.

-I have highlighted text changes which I have made in response to the editor/reviewers and left comments in place
-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on same page in
portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (I am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count. We need to cut 1007 words.

-Myriam: Please address Reviewer | comment #5 and Reviewer 2 comment on p. 11,

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

I would like to resubmit the paper by September6th,

I will be|®)©) and thus out of email contact, until September 3rd.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
Division of Neonatal/Pertnatal Medicine
Clinical Professor of Pediatrics
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UCSD School of Medicine

tefe: 619-543-3759
FAX: 619-543-3812

4-10059
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From: Yaucher, Yvonne

To: Higgins, Rosemary (NIH/NICHD) (E); wrarlo@peds.uabvedu; Das, Abhik; Gantz, Marie; Einer, Nell;
MPeralia@peds.uab.edy

Subject; RE: New England Joumal of Medicine 12-08506

Date: Monday, September 10, 2012 2:22:30 PM

Attachments: SUPPORTWeb Appendix 090812Final.docx

All,

Yetagain.......but this is the last time [ sincerely hope.

Final paper with tables, appendix, consort diagram (as Excel) and letter to editor attached. Waiting to add missing
arrows to consort diagram and convert to pdf.

Appendix is arranged per instructions from NEJM.

Please read letter ASAP as I will upload everything tomorrow AM.
Thanks again,
Yvonne

----- Original Message-~---

From: Higgins, Rosemary (NIH/NICHD) [E] {mailto:higginst@mail.nih.gov]

Sent: Monday, September 10, 2012 5:21 AM

To: Vaucher, Yvonne; wearlo@peds.uab.edu; Das, Abhik; Gantz, Marie; Finer, Neil; MPeraltag@peds.uab.edu
Subject: RE: New England Journal of Medicine 12-08506

Yvonne and ali -
Please resubmit and send us what was submitted. We will send to the NRN investigators and co-authors as
informational.

Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy
and Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail.nih.gov

----- Original Message—---

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu]

Sent: Saturday, September 08, 2012 2:35 AM

To: wearlo@peds.uab.edu; Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Finer, Neil; MPeralta@peds.uab.edu;
Higgins, Rosemary (NIH/NICHD) [E]

Subject: Re: New England Journal of Medicine 12-08506

All,
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Here is the resubmission with answers to editors comments , tables reformatted, web appendix done per
specifications and reformatted consort diagram. It just meets the word limit for abstract and paper. The consort
diagram is still in Excel. Will put in in PDF.

I'will send the letter to editor/reply to reviewers on Monday.

Rose, Does this have to go out to all the authors again before we upload it?

Yvonne

From: <Higgins>, Rose Higgins <hihigginsr@mail.nih.govghigginst@mail.nih.gov<mailto:higginsr@mail.nih.gov>
To:Wally Carlo <wcarlo@peds.uab.edu<maijltoiwearlo@peds.uab.edu>>, Yvonne Vaucher
<yvaucher@ucsd.edu<mailto:yvancher@uesd.edu>>, "Das, Abhik" <adas@rti.org<mailto;adas@rti.org>>, "Gantz,
Marie" <mgantz@rti.org<mailto:mgantzi@rii.org>>, Neil Finer <nfiner@ucsd.edu<mailto; >,
"wacarlo@uab.edu<mailto:wacarlo@uab.edu>" <wacatlo@uab.edu<mailta; >>, "Myriam Peralta,
M.D." <MPeralta@peds.uab.edu<mailto:MPeralta@peds.uab.ediyy>>

Ce: "Archer, Stephanie (NIH/NICHD) [E]" <Wally Carlo <wearlo@peds.uab.edu<mailto:wearloi@peds,uab.edu>>,
Yvonne Vaucher <yvaucher@ucsd.edu<mailto:yvaucher@uesd.edu>>, "Das, Abhik"
<adas@rti.org<mailto:adasi@itiorg>>, "Gantz, Marie” <mgantz@rti org<mailto:mgantzghrti.org>>, Neil Finer
<nfiner@uesd.edu<mailto:nfiner@uesd.edu>>, “wacarlo@uab.edu<mailtowacarlo@uab.edy>"
<wacarlo@uab.edu<mailto:wacarlo@uab edy>>, "Myriam Peralta, M.D,"

<MPeralta@peds.uab.edu<mailto:MPeralta@peds.uab edu>>>
Subject: RE: New England Journal of Medicine 12-08506

I am fine with the changes

Good Luck
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy and
Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852

301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mai[.nih.gov<maﬂm;higgjmn@1mmm>
From: Wally Carlo, M.D. [maitto: WCarloi@peds.uab.edu)
Sent: Thursday, August 23, 2012 8:58 PM

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) {E); Finer, Neil;

wacarlo@uab.edu<mailto:wacarlof@uab.edu>; Myriam Peralta, M.D.,
Cc: Archer, Stephanie (NIH/NICHD?) [E]

Subject: RE: New England Journal of Medicine 12-08506
Hi Everyone:
I'am including minor tracked changes.

Wally

From: Vaucher, Yvonne fmailto:yvancher@ucsd.edu]<mailto:[mailto:yvaucher@uesd.edul>

Sent: Thursday, August 23, 2012 4:44 PM
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To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) {E]; Finer, Neil:
wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3) NEIM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format  5)Consort diagram

-Title Word/space count (70) is now < 75 but still open to suggestions about wording, I do think
"neurodevelopmental” should be included in the title rather than just "outcome” as the latter is too general -Authors
are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit.

-Most of the edits were OK.

-1 have highlighted text changes which I have made in response to the editor/reviewers and left comments in place -
Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on same page in
portrait layout. We are working on this,

~Tables need 1o a major reformat to portrait rather than landscape (I am working on this) -Appendix needs to be
completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count. We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 1L

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

I would like to resubmit the paper by September 6th.
I will be(b)(®) and thus out of email contact, until September 3rd.

Yvonne

Yvonne E, Vaucher, M.D., M.P.H,
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele: 619-343-3759
FAX: 619-543-3812
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Table of Contents for Web Appendix

Investigators pp 2-8
Methodology for limited ventilator strategy p9
Methodology for oximeter blinding strategy p9

Table 51) Demographic and Clinical Characteristics of the Follow-up Cohorts pp10-11
Table $2: Outcomes of SUPPORT treatment arms by gestational age strata pp 12-13
Tabte $3: Comparison of cognitive outcomes of SUPPORT treatment arms pp 14-15

Table S4: Reasons for Eye surgery Lower vs. Higher Oxygen Saturation Target Group p 17

References p18
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Investigators

The National Institutes of Health, the Eunjce Kennedy Shriver National Institute of Child Health and Human
Devetopment {NICHD), and the National Heart, Lung, and Blood Institute (NHLBI) provided grant support for

the Neonatal Research Network’s SUPPORT Trial.

Data collected at participating sites of the NICHD Neonatal Research Network (NRN) were transmitted to RTI

International, the data coordinating center {DCC} for the network, which stored, managed and analyzed the

data for this study. On behalf of the NRN, Drs. Abhik Das {DCC Principal Investigator) and Marie Gantz {DCC
Statistician) had full access to all the data in the study and take responsibility for the integrity of the data and

accuracy of the data analysis.

We are indebted to our medical and nursing colleagues and the infants and their parents who agreed to take

part in this study. The fallowing investigatars, in addition to those fisted as authors, participated in this study:

NRN Steering Committee Chairs: Alan H. Jobe, MD PhD, University of Cincinnati {2003-2006); Michael 5.

Caplan, MD, University of Chicago, Pritzker School of Medicine (2006-2011).

Alpert Medical School of Brown University and Women & Infants Hospital of Rhode Istand {U10 HD27904) —
William Oh, MD; Angelita M. Hensman, RN BSN; Bonnie E. Stephens, MD; Barbara Alksninis, PNP; Dawn

Andrews, RN; Kristen Angela, RN; Susan Barnett, RRT; Bill Cashare, MD; Melinda Caskey, MD; Kim Francis, RN;
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Dan Gingras, RRT; Regina A. Gargus, MD FAAP; Katharine Johnson, MD; Shabnam Lainwala, MD; Theresa M.
Leach, MEd CAES; Martha R. Leonard, BA BS; Sarah Lillie, RRT; Kalida Mehta; James R. Moore, MD; Lucy Noel;

Suzy Ventura; Rachel V. Walden; Victoria E. Watson, M5 CAS.

Case Western Reserve University, Rainbow Babies & Children's Hospital (U10 HD21364, M1 RR80) — Avroy A.
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Methodology for limited ventilator strategy

CPAP Arm -

NICU management: CPAP infants could be intubated if they met any of the following criteria: an Fi02 ».50
required to maintain an indicated SpO2 > 88% for one hour, an arterial PaC02 > 65 torr documented on a
single blood gas within 1 hour prior to intubation, or hemodynamic instability defined as a low blaod pressure
for gestational age and/or poor perfusion, requiring votume and/or pressor support for a period of 4 hours or
more. If intubated within the first 48 hours of life, infants were to receive surfactant. Following NICU
admission, each unit utilized its standard method for CPAP delivery, which included the use of a ventilator,
purpose built flow driver, or bubble CPAP circuit. Extubation for CPAP infants was to be attempted within 24
hours if all of the following criteria were met: a PaCO2 < 65 torr with a pH > 7.20, an Sp02 > 88% with an Fi02< S04,
a mean airway pressure {(MAP} < 10 cm H20, ventilator rate < 20 bpm, an amplitude < 2X MAP if on high frequency
ventilation (HFV), and hemodynamically stable, and without a clinically significant patent ductus arteriosus. Re-
intubation criteria were the same as those for intubation. After 3 intubations, CPAP infants were treated using
NICU standard practice.

Surfactant Arm: All infants were to be extubated within 24 hours of meeting all of the following criteria: PaC0Oz< 50
torr and pH > 7.30, FiQz £ .35 with a Sp02 >88%, a MAP < 8 cm Hz0, ventilator rate < 20 bpm, an amplitude < 2X
MAP if on HFV, and hemodynamically stable without evidence of clinically significant PDA. Once extubated,
Surfactant infants were treated using NICU standard practice.

These criteria for both arms were in effect for the first 14 days of life, following which the infant was treated as per
NICU standard practice. For both arms intubation could be performed at any time for the occurrence of repetitive
apnea requiring bag and mask ventilation, clinical shock, sepsis, and/or the need for surgery. !

Methodalogy for oximeter blinding strategy

Infants were also randomized to a prospective comparisen of a lower target Sp02 range {85% to 89%) with a
higher more conventional target Sp02 range {91% to 95%) until the infant was 36 weeks or no longer received
ventilatory support or oxygen. 2
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Table $1: Demographic and Clinical Characteristics of the Follow-up [Cokiorts

Birth weight {grams) ®

Gestational age (weeks)®

SGA {birthweight < 10™%)*

Male®
Non-Hispanic White*
Non-Hispanic Black®

Hispa nic®

Other or unknown®
Multiple gestation®
Antenatal steroids, any*
Cesarean section®

Public insurance only®

Mother married®

Living with both biological parents®

Maternal education < highschool

N=511
849t186
26.3x1.1
n/total(%})
23/511 {(4.5)

256/511{50.1)
196/511{38.4)
200/511(39.1)
98/511(19.2)
17/511(3.3)
138/511(27)
493/511(96.5)
352/511(68.9)
262/511(51.3}
244/511{47.7)
348/510(68.2)

128/506(25.3)

Surfactant

N=479
852+193
26.3%1.1
nftotal(%)
32/479 {6.7)

266/479(55.5)
200/479{41.8)
177/479(37)
85/479(17.7)
17/479(3.5)
114/479(23.8)
456/479(95.2)
315/479{65.8)
257/479(53.7)
221/479(46.1}
329/479(68.7)

116/469(24.7)

10

Lower Higher
Saturation Saturation
N=479 N=511
8581186 8441192
26.311.1 26.211
n/total(%} nftotal{%}
17/479 (3.5)** 38/511(7.4)**

240/479(50.1)
178/479{37.2)
201/479(42)
86/479(18)
14/479(2.9)
124/479(25.9)
462/475(96.5)
332/479(69.3)
253/479(52.8)
222/479(46.3)
332/478(69.5)

115/471{24.4)

282/511(55.2)
218/511{42.7)
176/511(34.4)
97/511(19)
20/511(3.9)
128/511(25)
487/511{95.3)
335/511(65.6)
266/511(52.1)
243/511{47.6)
345/511(67.5)

129/504{25.6)

A Cotnm [mszls mask that table fit an ona
F2Ré In privt viersion and this looks questicrabis.,. -
Rérdnirand shorhn number. of rows npring. .-
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degree®

Income < $30,000/year’
English as primary language ¢
Severe ROP*

gpD1¢

IVH grade 3-4/PvL¢

NEC €

£

Late onset sepsis/meningitis

Postnatal steroids®

260/493(52.7)
426/510(83.5)
62/479{12.9)
193/511(37.8)
70/510(13.7}
56/511{11)*
167/511(32.7)

34/508(6.7)*

Corrected age at follow ug (months) ® 19.9+7.4

5Mean t SD
¢ no./total no.{%)

1 At 36 weeks postmenstrual age

251/461(54.4)
403/478(84.3)
58/434(13.4)
187/479(39)
46/478(9.6)
30/479(6.3)*
154/479(32.2)
55/476(11.6)*

20.1£2.7

239/456(52.4)
402/477(84.3)
38/442(8.6)***
177/479(37)
56/478(11.7)
42/479(8.8)
155/479(32.4)
41/477(3.6)

19.9+2.4

Comparisons adjusted for stratification by center and gestational age and for familial clustering

11

272/498(54 6}
427/511(83.6)
82/471{17.4)***
203/511(39.7}
60/510{11.8)
44/511(8.6)
166/511(32.5)
48/507{9.5)

20.242.7

Alssprobably uieful to spe

[ Commant [0GS2]; per o
| comparisanbitwenn the si group. .
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Table $2: Outcomes for treatment groups by gestational age strata: CPAP vs. SURFACTANT

24 0/7-25 6/7 weeks

Death or NDI

Death before 18-22 ma CA
Death/NDI determined

NDI

BSID-fll cognitive score < 70
Gross mator function level 2 2
Moderate/severe cerebral palsy
Blindness, bilateral

Hearing impairment

26 0/7-27 6/7 weeks

Death or NDI

Death before 18-22 mo CA
Death/NDI| determined

NP

BSID-1Il cognitive score < 70
Gross motor function level = 2

Moderate/severe cerebral palsy

CPAP
109/272(40.1)
73/277(26.4)
272/285(95.4)
36/199(18.1)
23/198(11.6)
17/201(8.5)
14/201{7.0}
2/201(1.0)

11/201(5.5}

CPAP*

64/349(18.3)
45/366{12.3)
349/378(92.3)
19/304(6.3)
13/304(4.3)
9/310(2.9)

7/310(2.3)

Surfactant *
118/265{44.5)
97/273(35.5}
265/280(94.6)
21/168(12.5)
16/167{9.6)
9/172(5.2)
8/172{4.7)
2/172(1.2)

3/172{1.7)

Surfactant*

65/348(18.7)
43/365(11.8)
348/373(93.3)
22/305(7.2}
20/305(6.6)
14/307{4.6)

11/307(3.6)

12

ARR**

0.9 {0.74,1.09)
0.74{0.57,0.96)
1.01{0.97,1.05)
1.37(0.83,2.27)
1.16(0.64,2.12)
1.52(0.7,3.29)

1.32(0.57,3.04}
0.86{0.12,6.02)

3.24{0,9,11.71)

ARR**

0.99(0.72,1.35)
1.05{0.71,1.55)
0.99(0.95,1.03)
0.93(0.5,1.72)
0.74(0.36,1.51)
0.61(0.27,1.4)

0.62{0.24,1.58)

.27

0.02

0.68

0.22

0.62

0.29

0.51

0.88

0.07

0.93

0.82

0.57

0.81

0.41

0.24

0.31

4-10074




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

Blindness, hilateral 2/310{0.6) 5/307{1.6} 0.39{0.08,1.99}) 0.26

Hearing impairment 6/310(1.9) 4/307{1.3) 1.53(0.44,5.26) 0.50
*no.ftotal no. (%)
** Adjusted Refative Risk { 95% Cl)

Relative risk and p values adjusted for stratification factors {study center and interaction between treatmeant and

gestational age group) and familial clustering {except blindness was not adjusted for study center due to small ]

13
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SATURATION TARGETS

240

-25 6/7 weeks

Death or NDI

Death before 18-22 mo CA

Death/NDI determined

NDI

BSIO-1II cognitive score < 70
Grass motor function level = 2

Moderate/severe cerebral palsy

Blindness, bilateral

Blindness, in at least one eye

Hearing impairment

26 0/7-27 6/7 weeks

Death or NDI

Death before 18-22 mo CA

Death/NDI determined

Lower*

115/261(44.1)
91/267(34.1)
261/276(94.6)
24/170{14.1)
17/169{10.1)
13/173(7.5)
10/173(5.8)
1/173{0.8}
1/173 (0.6}

4/173(2.3)

Lower*

70/351(15.9)
49/366(13.4)

351/378(92.9)

Higher*

112/276{40.8)
79/283(27.9)
276/289(95.5}
33/197(16.8)
22/196(11.2)
13/200(6.5}
12/200(6.0)
3/200{1.5)
3/200 (1.5}

10/200(5.0)

Higher*

59/346(17.1)
39/365(10.7)

346/373(92.8}

14

ARR**

1.09(0.89,1.32)
1.23(0.95,1.59)
0.99{0.96,1.03}
0.8(0.49,1.3)
0.86(0.47,1.56)
1.07{0.53,2.17)
0.86(0.39,1.88)
0.39(0.04,3.69)
0.39 (0.04, 3.69)

0.5(0.16,1.53})

ARR**

1.17{0.85,1.6)

1.28(0.86,1.89)

1{0.96,1.04)

0.42

0.12

0.69

0.37

0.62

0.26

0.70

0.41

0.41

0.22

0.33

0.22

0.97
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NDI 21/302(7.0) 20/307(6.5} 0.99(0.54,1.84) 0.98
BSID-1 cognitive score < 70 17/302(5.6) 16/307{5.2) 0.98{0.49,1.97) 0.95
Gross motor function level 2 2 13/306(4.2) 10/311(3.2) 1.32{0.57,3.01) 0.52
Moderate/severe cerebral palsy 10/306(3.3) 8/311(2.6) 1.22(0.47,3.2) 0.68
Blindness, hilateral 4/306{1.3) 3/311{1.0) 1.38{0.31,6.05) 0.67
Blindness, in at least one eye 4/306 {1.3) 5/311 (1.6} 0.83{0.23,2.03) 0.78

*no.ftotal no. (%)
** Adjusted Relative Risk { 95% CI)
Relative risk and p values adjusted for stratification factors (study center and interaction between treatment and

gestational age group) and familial clustering {except blindness was not adjusted for study center due to small

N}

15
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Table 54: Comparison of Cognitive outcomes for SUPPORT treatment arms

CPAP vs. Surfactant CPAP SURF ARR* p
BSID-I cognitive composite score** 91.3+0.7 90.4+08 0.33
BSID-t cognitive composite scare *** 90(85,100) 90{20,100)

BSID-UI cognitive composite score < 859 111/502{22.1) 126/472(26.7) 0.82(0.66,1.02) 0.08
BSID-IN cognitive composite score < 809 65/502{12.9} 81/472{17.2) 0.74({0.55,1) 0.05

Lower vs. Higher Oxypen Saturation Targets

LOWER HIGHER ARR* P
BSID-IN cognitive composite score ** 91.2x08 90.5+ 0.7 0.43
BSID-II cognitive composite score *** 90(85,100}) 50(80,100)
BSID-II cognitive composite scare <859 105/471(22.3) 132/503(26.2) 0.85(0.68,1.07) 0.16
BSID-IN cognitive composite score <809  68/471(14.4%) 78/503(15.5%) 0.91{0.67,1.22) 0.53%

*ARR { Adjusted relative risk)

** {adjusted mean t standard error)

***(median, interquartile range)

1 [no.ftotal no{%)]

Means, relative risks and p values adjusted for stratification factors (study center and gestational age group) and

famitial clustering

16
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Table $5: Reasons for Eye surgery Lower vs. Higher Oxygen Saturation Target Groups

Reason for Eye surgery Lower Higher Total
N=31 N=67 N=98

Retinopathy of 26 (83%) 59 (88%) 85 (87%)

Prematurity

Strabismus 1{3%} 4 (6%) 5 (5%}

Cataract 1(3%) 0 1{1%)

Other 3 (10%) 4 (6%) 7 (7%}

17
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ABSTRACT

BACKGROUND: Early results of the SUPPORT trial showed no significant difference in the outcome of death or
BPD between infants receiving early CPAP versus early surfactant, and showed lower rates of severe
retinopathy but higher mortality with lower (versus higher) oxygen saturation targets. Our pre-specified
hypothesis was that early CPAP and lower oxygen saturation targeting would each decrease death or
neurodevelopmental impairment {(NDI).

METHODS: Infants born at 24 0/7 through 27 6/7 weeks gestation were randomly assigned using a 2X2
factorial design to early CPAP with a limited ventilation strategy versus early surfactant administration and to
lower (85-89%) versus higher (91-95%) oxygen saturation targets. The primary composite outcome was death
or NDI at 18-22 months corrected age.

RESULTS: Death or NDI was determined for 1234/1316 {93.8%) enrolled infants; 93.6% (990/1058) of survivors
were evaluated at 18-22 months corrected age. Death or NDI occurred in 27.9% {173/621)] of infants in the
CPAP group vs. 29.9% {183/613) in the surfactant group (RR 0.93, 95% C1 0.78 to 1.1, p=0.38); and in 30.2%
(185/612)] of the lower oxygen saturation group versus 27.5% (171/622)] of the higher oxygen saturation
groups (RR 1.12, 95% C1 0.94 to 1.32, p=0.21). Mortality was greater in the lower oxygen saturation group
(18.2% versus 22.1%; RR 1.25, 95% Cl 1.004 to 1.55, p=0.046).

CONCLUSION: We found no significant differences in the composite outcome of death or NDI in extremely
premature infants randomized to either early CPAP vs. or early surfactant and lower vs. higher oxygen
saturation target ranges.

Word Count: 249
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BACKGROUND

Extremely premature infants are at high risk for death and neurosensory or developmental impairment in
early childhood. ** The risk of impairment increases with decreasing gestational age, severity of illness and as

*22 Although surfactant administration decreases both death and

consequence of neonatal complications
bronchoputmonary dysplasia (BPD), randomized controlled trials of various respiratory interventions have not
demonstrated significant reductions in mortality and morbidity or improved developmental outcomes with

any of these treatments. *V

Likewise, we previously reported results of the multicenter, randomized
controlied Surfactant Positive Airway Pressure and Pulse Oximetry Randomized Trial (SUPPORT) in extremely
premature infants (24 through 27 weeks gestation), demonstrating that treatment with non-invasive
continuous positive airway pressure (CPAP) shortly after birth, as compared with early intubation and

surfactant administration, did not reduce rates of death or BPD or other major morbidities at 36 weeks

postmenstrual age. **

Although for many preterm oxygen supplementation is necessary for survival, several studies have shown
that oxygen supplementation increases the risk of retinopathy of prematurity, 1°BPD,**?! periventricular
leukomalacia,? and cerebral palsy.”® SUPPORT demonstrated no significant difference in the composite
outcome of death before discharge or severe retinopathy of prematurity (ROP) between infants randomized
to a lower (85-89%) versus higher (91-95%) oxygen saturation target. However, the risk of retinopathy of
prematurity among survivors to discharge was decreased (8.6% vs. 17.9%; RR 0.52; 95% Cl 0.37 to 0.73;
p<0.001)} and the risk of death was increased (19.9% vs. 16.2%; RR 1.27; 95% Ci 1.01 to 1.60; p=0.04) in the

lower oxygen saturation group compared to the higher oxygen saturation group.**

We now report results of our longer term foliow-up of the infants in SUPPORT, assessing whether 1) early,

non-invasive CPAP with a limited ventilation strategy, compared to early surfactant administration and 2}
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lower, compared to higher, oxygen saturation targets would each decrease the incidence of death or

neurodevelopmental impairment at 18-22 months corrected age{CA).

METHODS

Study Design

SUPPORT was a randomized controlled trial including 1316 extremely preterm infants, 24 through 27
completed weeks gestation, born between February 2005 and February 2009 at 20 centers in the United
States participating in the Neonatat Research Network of the Eunice Kennedy Shriver Nationat Institute of Child
Health and Human Development, who were enrolled at delivery. Permuted block randomization was used,
with stratification according to center and gestational age {24 weeks 0 days to 25 weeks 6 days or 26 weeks 0
days to 27 weeks 6 days). Multiple births were randomized to the same treatment group. The infants were
randomly assigned in the delivery room to receive either CPAP immediately following delivery with a limited
ventilation strategy as described previously if subsequent intubation was required or intubation with
surfactant administration within an hour after birth followed by conventional ventilation.*® Using a 2-by-2 |
factorial design, participants were also randomly assigned to a target oxygen saturation of 85 to 89% (lower
oxygen saturation target group) or 91 to 95% (higher oxygen saturation target group) using specially designed
blinded oximeters. 2* Procedures for enrollment, intervention, and data collection have been previously
reported.®** The trial was approved by the institutional review board at each participating site and at RTI
International, the independent data coordinating center for the Neonatal Research Network, Written

informed consent was obtained from the parent or guardian of each child before delivery.
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Assessments

A comprehensive neurodevelopmental assessment was performed on survivors at 18-22 months corrected
age by neurologic examiners and neurodevelopmental testers who were unaware of the treatment
assignments and were evaluated annually for testing reliability. Cognitive function was assessed using the
Bayley Scales of Infant and Toddler Development, 3" ed. {BSID-1I1).% The modified Gross Motor Function
Classification System (GMFCS) was used to classify the gross motor performance using a range from 0 {normal)
to 5 {most impaired).”® Moderate to severe cerebral palsy was defined as a nonprogressive disorder having
abnormal muscle tone in at least one arm or leg associated with abnormal control of movement or posture
which was associated with a GMFCS 22, 2% Hearing impairment, defined as the inability to understand
directions of the examiner and communicate with or without amplification, and visual impairment, defined as

vision < 20/200), were based upon examination and parental report.

Certified research staff collected demographic and neonatal outcome data using standard NRN definitions.
Demographic and outcome data collected included gestational age, birthweight, sex, multiple gestation,
race/ethnicity, history of medical or surgical necrotizing enterocolitis {(modified Bell’s Stage > 2), Grades 3-4
intraventricutar hemorrhage or periventricular leukomalacia, late onset sepsis, ROP, BPD {physiologic), and
use of postnatal steroids. Socioeconomic variables included insurance status, maternal marital status,
maternal education, household income, language spoken at home, and whether the child was living with
biological parents. Socioeconomic data were updated during the 18-22 month visit; these data were used if

data from the neonatal period were not available.

Qutcome
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The pre-specified, primary composite outcome for this trial was death or neurodevelopmental impairment at
18 to 22 months CA. This composite outcome was selected because infants who died before 18 months could
not be classified as having neurodevelopmental impairment. Neurodevelopmental impairment was defined as
having any of the following: BSID il cognitive composite score < 70, GMFCS > 2, moderate or severe CP, or
hearing or bilateral visual impairment. Other pre-specified outcomes at 18 to 22 months CA were mortality
and NDI among survivors. Exploratory secondary outcomes included the individual components of NDI, levels

of cognitive delay and a comparison of outcomes within higher and lower gestational age strata.

Statistical Analysis

The sample size calculations were based on Neonatal Research Network data for infants born in the year 2000;
details have been previously reported. *?* While the sample size for the study was estimated based on
hospital outcomes (i.e., death or BPD for the ventilation intervention, and death or ROP for the oxygenation
intervention), the final sample size for the study was sufficient to detect a 10% absolute reduction in the
composite outcome of death or NDI, using a two-sided significance tevel of 0.05, conservatively assuming an

initial outcome rate of 55% and 15% loss to follow up, as well as adjustment for familial clustering.

Data were entered on standard forms and were transmitted to RTi International, the Data Coordinating Center
for the Neonatal Research Network, which stored, managed and analyzed the data for this study. All analyses
were performed according to the intention-to-treat principle. Unadjusted comparisons of demographic and
birth characteristics between treatment groups were conducted using chi-square tests for categorical
variables and t tests for continuous variables. The primary analyses focused on the percentage of infants in
each group for whom the primary composite outcome of death or NDI at 18-22 months corrected age could

be assigned. Analysis of this and all other categorical outcomes was performed using robust Poisson
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regression in a generalized-estimating-equation model to obtain adjusted relative risks with 95% confidence
intervals. The denominator used to calculate the frequency of each outcome was the number of children for
whom that outcome was known. Continuous outcomes were analyzed using mixed-effects linear models to

obtain adjusted means and standard errors.

Analyses of all neonatal and 18-22 month outcomes were adjusted, as pre-specified, for gestational-age strata,
center, and familial clustering because multiple births were assigned to the same treatment group. Tests were
conducted for the presence of statistical interaction between the two interventions by adding an interaction
term to the models. To test the impact of characteristics that differed between children with and without
follow up, a sensitivity analysis using multiple imputation was conducted, where missing values of the primary
outcome were imputed based on treatment assignment, perinatal characteristics and in-hospital outcomes®
Two-sided p values of < 0.05 were considered significant for all analyses; no adjustments were made for

multiple comparisons.

RESULTS

The primary composite outcome, death or NDI, was determined for 93.8% {1234/1316) of children enrolled in
SUPPORT. (Figure) Two hundred fifty eight children were known to have died before 18-22 months. Of the 68
children missing a neurodevelopmental assessment, 33 were known to be alive. A neurodevelopmental
assessment was performed at 18-22 months corrected age for 990/1058 (93.6%) children. The presence or
absence of NDI was determined for 976/990 {98.6%) of all children seen; 14 had an incomplete evaluation that
precluded assigning a NDI status. The follow-up rate and the mean corrected age at neurodevelopmental

assessment were similar for all treatment groups. (Table 1)
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Compared with mothers of the 990 children who had 3 neurodevelopmental assessment at 18-22 months
corrected age, mothers of the 68 children who were not assessed were less likely to be married (31 vs. 47%,
p=0.01), and more likely to have only public insurance (69 vs. 52%, p=0.008). No other demographic variables

or neonatal characteristics were significantly different between the groups.

Demogrpahic and clinical characteristics of the follow-up population are summarized in Table 1 and Appendix
S1. Almost all mothers received antenatal corticosteroids. At follow up there were more small for gestational
age children and children with severe ROP in the higher vs. the lower oxygen saturation group. Compared to
the Surfactant arm, children in the CPAP arm were more likely to have had necrotizing enterocolitis and less
likely to have been exposed to postnatal corticosteroids. Thirty-two percent of infants in the CPAP arm were

intubated in the delivery room; 65% received surfactant with limited ventitation.

Primary outcome

The frequency of the composite outcome of death or NDI did not significantly differ between the CPAP and
surfactant arms or between the lower and higher oxygen saturation target groups at 18-22 months corrected
age (Table 2 a and b). Results from the sensitivity analysis using multiple imputations were virtually identicat to
the analysis of the non-missing cases.{Results not shown). There were no significant differences in the primary
outcome between treatment groups in subgroup analyses stratified by gestational age at birth {Appendix).

The mortality rate was not significantly different between the CPAP and Surfactant arms but was significantly
higher in the lower versus higher oxygen saturation target group. There was no significant interaction
between the two interventions for either the composite outcome of death or NDI, or for its components {i.e.

death or NDI among survivors) {ali p values > 0.7).
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Other outcomes: The incidences of individual components of NDi [cognitive impairment {BSID-)I cognitive

composite score < 70), gross motor function level > 2, moderate/severe cerebral palsy, hearing impairment,
and blindness] among survivors were not significantly different between the CPAP vs. Surfactant treatment
arms or between the lower vs. higher saturation groups in the entire cohort (Tables 2 and 3). Neither were
there differences in individual components of NDI between treatment arms when stratifjed by gestational age
(Appendix). However, in the lower gestational age stratum, mortality was higher in the Surfactant treatment
arm compared to the CPAP arm. Although the rates of severe retinopathy of prematurity and eye surgery
among survivors to follow-up were greater in the higher versus lower oxygen saturation target group, the
rates of bilateral blindness, blindness of at least one eye, or other vision impairment did not significantly differ
between groups at 18 to 22 months corrected age. {Table 4) There were no significant differences between
the CPAP and Surfactant arms or between the lower and higher oxygen saturation target groups in rates of the
composite outcome of death or individual NDI components (results not shown), mean cognitive scores, or the
percent with cognitive composite scores less than 80 or 85 (Appendix}. Sixty percent {583/977) of children
evaluated at 18-22 months corrected age had normat neuromotor, neurosensory and developmental (i.e.

BSID-IN cognitive composite score 2 85) evaluations.

DISCUSSION
In this large multicenter trial of very high risk, extremely premature infants, we found no significant difference
in the primary composite follow up outcome of death or NDI at 18-22 months corrected age between those

infants randomized to treatment with early CPAP versus early intubation and surfactant administration or

between those randomized to the lower versus higher oxygen saturation target groups. Consistent with our
earlier results, the mortality rate did not differ significantly between infants randomized to CPAP versus

surfactant, and remained significantly higher in the lower compared to the higher oxygen saturation target
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group. ¥ There were no significant differences between the early CPAP versus surfactant group, or between
the higher versus lower oxygen saturation groups, in the frequencies among survivors of NDI or its
components including, severe cognitive impairment (cognitive score < 70), moderate/severe cerebral palsy,

moderate/severe motor impairment {(GMFSC 22), hearing impairment, and bilaterat blindness.

Recent trials have raised concerns about using lower oxygen saturation targets because of the possibility of
increased mortality in extremely premature infants.”**° in SUPPORT, mortality during initial hospitalization
was increased among neonates randomized to the lower oxygen-saturation target as well as in the most
immature gestational age stratum of the surfactant administration group. As previously reported, the causes
of death did not differ significantly between the lower and higher oxygen saturation groups.?* Although
significant differences in mortality persisted at 18 to 22 months corrected age, these differences reflected
higher mortality that had occurred before hospital discharge. Additional information concerning
neurodevelopmental outcome and mortality will be available in 2014 when the results of five individual trials
which randomized infants to higher versus lower oxygen saturation targets, including SUPPORT, are combined

in a meta-analysis.*!

Severe ROP may be associated with poor visual outcomes even with treatment.>2** In this study, infants in the
lower oxygen saturation target arm who survived to discharge had a lower incidence of severe retinopathy of
prematurity (8.6% vs. 17.9% in the higher saturation group).* Although eye surgery was significantly less
frequent in the lower oxygen saturation target group, there were no significant differences between
saturation groups in unilateral and bilateral blindness, nystagmus, strabismus or the use of corrective lenses.

We did not collect detailed data on visual function at the 18 to 22 months visit.
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The strengths of this study include the large initial sample size, providing sufficient power to detect a clinically
significant difference in the pre-specified outcome of death or neurodevelopmental impairment, and the high
percentage of survivors who had comprehensive, standardized neurodevelopmental evaluation at 18-22
months corrected age. Antenatal consent, which is associated with enrollment bias, may limit generalizability
%35 In this study, the incidence of NDI in extremely premature infants is substantially lower than that
previously reported by the NRN. The present study used the Bayley, 3" edition for cognitive assessment,
whereas previous NRN studies used the Bayley, 2™ edition. Changes in Bayley test design and standardization
may account for the lower incidence of NDI reported here.*® Although Bayley scores in this study were higher
than previously reported for extremely premature infants, there were no significant differences between
treatment groups. The present study reports results of a single follow-up visit at 18 to 22 months corrected
age; other disabilities may not be evident until later childhood. A sub-cohort of the SUPPORT study will be
followed at school age to evaluate longer-term neurodevelopmental outcome. In comparing several secondary
outcomes between treatment groups for both arms of this factorial design trial, no adjustments were made
for multiple comparisons; appropriate caution should be used in interpreting the reported results.
Neurodevelopmental outcome differences may have been blunted by there being less difference in oxygen
saturation between the higher and lower saturation target groups . % Although a large proportion of the Early
CPAP intervention arm uitimately required intubation for respiratory care, the purpase of SUPPORT was not to

compare the outcome of CPAP versus intubation per se, but rather to determine whether an initially less

invasive respiratory strategy would improve neurodevelopmental outcome.

In summary, there were no significant differences in the composite outcome of death or NDI at 18-22 months
corrected age between extremely preterm infants who were randomized at delivery to either early CPAP or
early intubation with surfactant administration and to either lower or higher oxygen saturation targets. Thus,

early CPAP with a limited ventilation strategy can be considered an alternative to early surfactant even in

4-10093




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing

information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance. 13

infants as immature as 24 weeks. Lower mortality and comparable rates of neurodevelopmental impairment

and major adverse visual outcomes at 18-22 months corrected age in the higher oxygen saturation group

argue against lower oxygen saturation targets in these extremely preterm infants.

Word Count: 2685
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Figure: Consort Diagram for SUPPORT

Table 1: Demographic and neonatal characteristics of follow-up cohorts

Table 2: Primary outcome (Death or NDI) and component outcomes: CPAP vs, Surfactant

Table 3: Primary outcome {Death or NDI) and component outcomes: Lower vs. Higher Oxygen Saturation

Target groups

Table 4: Visual outcome: Lower vs. Higher Oxygen Saturation Target groups
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Table 1: Demographic and Clinical Characteristics of the Follow-up Cohorts

CPAP Surfactant Lower Higher
Saturation Saturation
N=511 N=479 N=479 N=511
Birth weight (grams)® 849+186 852+193 858186 8444192
Gestational age (weeks) ° 26.3+1.1 26.3+1.1 26.3+1.1 26.2+1
SGA (birthweight < 10™%)> 23/511 (4.5) 32/479 (6.7) 17/479 (3.5)**  38/511(7.4)**

Male® 256/511(50.1) 266/479(55.5) 240/479(50.1) 282/511(55.2)
Multiple gestation® 138/511(27) 114/479(23.8)  124/479(25.9)  128/511(25)
Antenatal steroids, any® 493/511{96.5) 456/479(95.2)  462/479(96.5) 487/511(95.3)
Cesarean section® 352/511(68.9)  315/479(65.8)  332/479(69.3)  335/511(65.6)
Severe ROP* 62/479{12.9) 58/434(13.4)  38/442(8.6)***
gpDT 193/511(37.8)  187/479(39) 177/479(37) 203/511(39.7)
IVH grade 3-4/PVLE 70/510{13.7) 46/478(9.6) 56/478(11.7) 60/510(11.8)
NECE 56/511(11)* 30/479(6.3)*  42/479(8.8) 44/511(8.6)
Late onset sepsis/meningitis® 167/511(32.7) 154/479(32.2)  155/479(32.4) 166/511(32.5)
Postnatal steroids® 34/508(6.7)* 55/476(11.6)*  41/477(8.6) 48/507(9.5)
Corrected age at follow up {months) 19.9+2.4 20.122.7 19.912.4 20.2+2.7

*Mean + sD

€ ho./total no.(%)

é
birthweight < 10" centile

1 At 36 weeks postmenstrual age; Comparisons adjusted for stratification by center and gestational age and
for familial clustering

*p<0.05, ** p<0.01, ***p<0.001 (Comparison for groups within each intervention arm)
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Table 2: Rates and Relative Risks of Death or NDI in the CPAP versus Surfactant Groups

CPAP* Surfactant* ARR** p

Death or NDI 173/621(27.9) 183/613(29.9) 0.93(0.78,1.1) 0.38
Death hefore 18-22 mo CA 118/643(18.4) 140/638(21.9) 0.83(0.67,1.04) 0.10
Death/NDI determined 621/663(93.7) 613/653(93.9) 1{0.97,1.03) 0.83
NDI 55/503(10.9) 43/473(9.1) 1.16(0.79,1.71) 0.44
BS!ID-1l} cognitive score < 70 36/502(7.2) 36/472(7.6) 0.95{0.61,1.5) 0.84
Gross motor function level = 2 26/511(5.1) 23/479(4.8) 0.98(0.57,1.69) 0.95
Moderate/severe cerebral palsy  21/511(4.1) 19/479(4) 0.93(0.51,1.72) 0.82
Blindness, bilateral 4/511(0.8) 7/479(1.5) 0.53(0.16,1.78) 0.31
Hearing impairment 17/511(3.3) 7/479(1.5) 2.27(0.96-5.37} 0.06
*no./total no. (%)
** Adjusted Relative Risk ( 95% Cl)
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Lower* Higher* ARR** p
Death or NDI 185/612{30.2) 171/622(27.5) 1.12(0.94,1.32) 0.21
Death before 18-22 mo CA 140/633(22.1) 118/648(18.2) 1.25(1,1.55) 0.046
Death/NDI determined 612/654{93.6) 622/662(94) 1{0.97,1.03) 0.79
NDI 45/472(9.5) 53/504{10.5) 0.87(0.6,1.28) 0.49
BSID-IIl cognitive score < 70 34/471(7.2) 38/503(7.6) 0.91(0.58,1.43) 0.69
Gross motor function level 2 2 26/479(5.4) 23/511(4.5) 1.17(0.68,2.01) 0.56
Moderate/severe cerebral palsy 20/479(4.2) 20/511(3.9) 1{0.54,1.83) >0.99
Blindness, bilateral 5/479(1) 6/511(1.2) 0.9{0.28,2.9) 0.86
Hearing impairment 12/479(2.5) 12/511(2.3) 1.16{(0.54,2.49) 0.70

*no./total no. (%)

** Adjusted Relative Risk (95% CI)

Relative risk and p values adjusted for stratification factors (study center and gestational age group)

and familial clustering (except blindness was not adjusted for study center due to small N)
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Table 4: Visual Outcome at 18-22 Months CA for Lower vs. Higher Oxygen Saturation Targets

Groups
Lower* Higher* ARR** p

Strabismus 46/478 (9.6) 41/510 (8) 1.2 (0.8, 1.8) 0.38
Nystagmus 22/479 (4.6) 13/510 (2.5) 1.81(0.89,3.69) 0.10
Tracks 180 degrees 462/476 (97.1) 493/507 (97.2) 1(0.98, 1.02) 0.93
Corrective lenses both eyesY| 21/468 (4.5) 20/493 (4.1) 1.15{0.63, 2.1) 0.65
Blind, some function, both eyesf| 3/450 (0.7) 2/475 (0.4) 1.57 (0.27,896) 0.61
Blind, no useful vision, both eyesf] 2/449 {0.4) 4/477 (0.8) 0.54 (0.1, 2.96) 0.48
Other abnormal eye findings{| 6/453 (1.3) 12/485 (2.5) 0.55(0.21,1.46) 0.23
Blind in at least one eyeY) 5/479 {1.0) 8/511 (1.6) 0.67 (0.22,2.02) 048
Eye surgery€ 31/477 (6.5) 67/509 (13.2) 0.53{0.35,0.78) 0.002

*no./total no. (%)
** Adjusted Relative Risk (95% Cl)

flversus normal

€ See web appendix for reasons for surgery
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Dear Editor:

Thank you for the helpful review of our combined manuscript
“Neurodevelopmetnal Outcome at 18-22 months of the Surfactant Positive Airway
Pressure and Pulse Oximetry Trial (SUPPORT),” (NEJM 12-08506). Following
revision we are re-submitting the manuscript as “Neurodevelopmental Outcome
of the Early CPAP and Pulse Oximetry Trial”. We have incorporated all editorial
suggestions and have addressed the reviewers’ comments. The number of
tables/figure and word limits for the title, abstract, and body of the paper comply
with the NEJM requirements. The Appendix complies with the supplementary
material checklist. Sentences which were added or substantially changed are
highlighted.

This study was designed by the SUPPORT subcommittee of the Neonatal Research
Network (NRN). Neurodevelopmental outcome data were collected by all
participating NRN centers using standardized examinations and data collection
tools. Data was submitted to the RTI, the data coordinating center, for data encoding
and analysis. Both the NRN and RTI vouch for the data quality and analysis. The
paper was written by the two primary authors, Drs. Vaucher and Peralta-Carcelen
and the SUPPORT subcommittee. All NRN co-authors reviewed the manuscript and
approved publication.

As requested, we are attaching a copy of the study protocol. The study’s statistical
analysis plan is described in the body of our submitted paper. Details of the limited
ventilation strategy and the oximeter blinding strategy are included in the
supplementary web appendix.

No part of this manuscript is being considered for publication elsewhere. There are
no other manuscripts presently under preparation by the authors or co-authors
addressing similar or related research.

_Response to editorial caomments:

(b)(4)
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(b)(4)

of the Freedom of Information and Privacy Act
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(b)(4)

Thank you for the opportunity to revise and resubmit our manuscript. We believe
we have responded satisfactorily to the editor's and reviewer's comments and
recommendations.

Sincerely,

Yvonne E. Vaucher, M.D., M.P.H.
Professor of Pediatrics

Division of Neonatology

UCSD School of Medicine
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From: Myriam Peralta, M.D,

To: Vaucher, Yvopne"; Wally Carlo, M.D.; Das,Abhik; Gantz, Marie; Einer, Neil: Higgins, Rosemary (NIH/NICHD) {E]
Subject: RE: Mew England Journal of Medicine 12-08506

Date: Monday, September 10, 2012 1:38:21 PM

Yvonne: a minor comment on the consort diagram. You are missing the arrows on the side of early surfactant after
the target oxygen saturation boxes. Also there is a question mark left on the first box on death on the left side that
tieeds to be deleted. Thanks.

From: Vaucher, Yvonne {mailto:yvaucher@ucsd.edu]

Sent: Saturday, September 08, 2012 1:35 AM

To: Wally Carle, M.D.; Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Finer, Neil; Myriam Peralta, M.D.;
higginsr@mail.nih.gov

Subject: Re: New England Journal of Medicine 12-08506

All,

Here is the resubmission with answers to editors comments , tables reformatted, web appendix done per
specifications and reformatted consort diagram. It just meets the word limit for abstract and paper. The consort
diagram is still in Excel. Will put in in PDF,

I will send the letter to editor/reply to reviewers on Monday.

Rose, Does this have to go out t all the authors again before we upload it?

Yvonne

From: <Higgins>, Rose Higgins <hihigginsr@mail.nih.govghigginsr@mail.nih.gov<mailto:higginsrigmail nih.gov>
To:Wally Carlo <wcarlo@peds.uab.edu<mailtg:weartof@peds. uab.edu>>, Yvonne Vaucher
<yvaucher@ucsd.edu<gmailtoy vaucher@ucsd.edu>>, “Das, Abhik" <adas@rti.org<mailio;adasi@rti.org>>, "Gantz,
Marie" <mganiz@iti.org<mailto:mgantzi@rti.org>>, Neil Finer <nfiner@ucsd.edu<mailto:nfinergjucsd.edu>>,
"wacarlof@uab.edu<mailio:wacarlof@uab.edu>" <wacarlo@uab.edu<mailto:wacarlo@uab,edu>>, "Myriam Peraita,
M.D." <MPeraltai@peds.uab.edu<gailto:MPeralta@peds.uab edy>>
Cc: "Archer, Stephanie (NIH/NICHD) [E]" <Wa]ly Carlo <wcarlo@peds.uab.edu<mailto:wearlo@peds. uab edu>>,
Yvonne Vaucher <yvaucher@ucsd edu ¢ 77 >, "Das, Abhik"
<adas(@rti.org<mai idirti.org>>, "Gantz, Marie” <mgantz{@rti.org<mailto:mgantzigirti.org>>, Neil Finer
<nfiner@ucsd. edu<mmug.n_ﬁn§gg,m5_d.;d_u>> “wacarlo@uab.edu<mailio:wacarloguab edu>"
<wacarlo@uab.edu<mailto:wacarlo@uab edu>>, "Myriam Peralta, M.D."
<MPeralta@peds.nab.edu<maitio:MPeralla@peds.uab. edy>>>

Subject: RE: New England Journal of Medicine 12-08506
1 'am fine with the changes

Good Luck
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NECHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
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301-435-7909
301-496-5575
301-496-3790 (FAXD)
higginsr@mail.nih.gov<

From: Wally Carlo, M.D. [mailto,WCarlo@ipeds.uab.edu)

Sent: Thursday, August 23, 2012 8:58 PM

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary {(NIN/NICHD) [E); Finer, Neil:
wacarlo@uab.edu<mailio:wacarlo@uab.edy>; Myriam Peralta, M.D.

Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Hi Everyone:
I am including minor tracked changes.

Wally

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu]<

Sent: Thursday, August 23, 2012 4;44 PM

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Hi ggins, Rosemary (NTH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu<nailto:wacarlo@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Joumnal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3) NEIM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format  5)Consort diagram

-Title Word/space count (70} is now < 75 but still open to suggestions about wording, I do think
"neurodevelopmental” should be included in the title rather than Just "eutcome" as the latter is too general
-Authors are corrected {Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit.

-Most of the edits were OK,

-I have highlighted text changes which I have made in response to the editor/reviewers and left comments in place
-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on same page in
portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (! am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count, We need to cut 1007 words.

-Myriam: Please address Reviewer | comment #5 and Reviewer 2 comment on p.- 11.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

I would ]j i
1 will bef ®)©) and thus out of email contact, until September 3¢d.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
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From: Yaucher, Yyonne

To: wearlo@peds.pab.edu; Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Finer, Neil; MPeralta@peds.uab.edy; Higgins,
Rosemary {NJH/NICHD) (E]

Subject: Re: New England Journal of Medicine 12-08506

Date: Saturday, September 08, 2012 2:35:30 AM

Attachments: SUPPORTConsontDiagramyev090127. xisx

All,

Here is the resubmission with answers to editors comments , tables reformatted, web appendix done per
specifications and reformatted consort diagram. 1t just meets the word limit for abstract and paper. The consort
diagram is still in Excel. Will put in in PDF.

I'will send the letter to editor/reply to reviewers on Monday.

Rose, Does this have to go out t all the authors again before we upload it?

Yvonne

From: <Higgins>, Rose Higgins <hihigginsr@mail.nih.govghigginsr@mail.nih.gov<mailto:higginsr@mail.nih.gov>
To:Wally Carlo <wcarlo@peds.uab.edu<mailto:wearlo@neds.uab edu>>, Yvonne Vaucher
<yvaucher@ucsd.edu<mailto: >3, "Das, Abhik" <adas(@rti.org<mailto:adas@rti.org>>, "Gantz,
Marie” <mgantz@rti.org<mailio:mgantz@rti.org>>, Neil Finer <nfiner@ucsd.edu<mailto:nfiner@ucsd.edu>>,
"wacarlo@uab.edu<mailto:wacarlo@uab.edu>" <wacarlo@uab.edu<mailto:wacarlo@uab.edy>>, "Myriam Peralta,

M.D." <MPeralta@peds.uab.edu<mailto:MPeralta@peds uab.edu>>

Ce: "Archer, Stephanie (NIH/NICHD) [E]* <Wally Carlo <wcearlo@peds.uab.edu<mailto; >,
Yvonne Vaucher <yvauchen@ucsd.edu<mailto: >, "Das, Abhik"
<adas@rti.org<mailto:adas@rti.org>>, “Gantz, Marie® <mgantzi@rti.org<mailfo:mgantz@rii.org>>, Neil Finer
<nfiner@ucsd.edu<majlio:nfiner@ucsd.edu>>, “wacarlo@uab.edu<mailto:wacarlo@uab edy>"
<wacarlo@uab.edu<mailtg:wacarlo@uab.edu>>, “Myriam Peralta, M.D."

<MPeralta@peds.uab.edu<mailto:MPeralta@peds.uab.edu>>>
Subject: RE: New England Journal of Medicine 12-08506

[ am fine with the changes

Good Luck
Rose

Rosemary D, Higgins, MD
Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Bivd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail nih.gov<mailio:higginst@mail.nil .

From: Wally Carlo, M.D. [mailto:WCarlo@peds.uab,edu)
Sent: Thursday, August 23, 2012 8:58 PM

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E); Finer, Neil;
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wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.

Ce: Archer, Stephanie (NIH/NICHD) [E]
Subject: RE: New England Journal of Medicine 12-08506

Hi Everyone:
I am including minor tracked changes.

Wally

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu]<mailto:[mailto: >
Sent: Thursday, August 23, 2012 4:44 PM :

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I'have attached 1YNEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3) NEJM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format  5)Consort diagram

-Title Word/space count {70) is now < 75 but still open to suggestions about wording. 1 do think
“neurodevelopmental” should be included in the title rather than just “outcome” as the latter is too general
-Authors are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count {2807) now exceeds 2700 word limit.

-Most of the edits were OK,

-I have highlighted text changes which I have made in response to the editor/reviewers and left comments in place
-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on same page in
pottrait layout. We are working on this,

-Tables need to a major reformat to portrait rather than landscape (I am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count, We need to cut 1007 words,

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 1L

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

[ would like to resubmit
I will bel(®)(6) |and thus out of email contact, until September 3rd.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele; 619-543-3759
FAX: 619-543-3812
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Investigators

The National Institutes of Health, the Eunice Kennedy Shriver National Institute of Child Health and Human
Development (NICHD), and the National Heart, Lung, and Bloed Institute {NHLBI) provided grant support for

the Neonatal Research Network’ s SUPPORT Trial.

Data collected at participating sites of the NICHD Neonatal Research Network (NRN) were transmitted to RT!
International, the data coordinating center (DCC) for the network, which stored, managed and analyzed the
data for this study. On behalf of the NRN, Drs. Abhik Das (DCC Principal Investigator} and Marie Gantz (DCC
Statistician) had full access to all the data in the study and take responsibility for the integrity of the data and

accuracy of the data analysis.

We are indebted to our medical and nursing colleagues and the infants and their parents who agreed to take

part in this study. The following investigators, in addition to those listed as authers, participated in this study:

NRN Steering Committee Chairs: Alan H. Jobe, MD PhD, University of Cincinnati {2003-2006); Michael S.

Caplan, MD, University of Chicago, Pritzker School of Medicine (2006-2011).

Alpert Medical Schaol of Brown University and Women & Infants Hospital of Rhode Island {U10 HD27904) —
William Oh, MD; Angelita M. Hensman, RN BSN; Bonnie E. Stephens, MD; Barbara Alksninis, PNP; Dawn

Andrews, RN; Kristen Angela, RN; Susan Barnett, RRT: Bill Cashore, MD; Melinda Caskey, MD; Kim Francis, RN;

4-10111




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

Dan Gingras, RRT; Regina A. Gargus, MD FAAP; Katharine Johnson, MD; Shabnam Lainwala, MD; Theresa M.
Leach, MEd CAES; Martha R. Leonard, BA BS; Sarah Lillie, RRT; Kalida Mehta; James R. Moore, MD; Lucy Noel;

Suzy Ventura; Rachel V., Walden; Victoria E. Watson, MS CAS.

Case Western Reserve University, Rainbow Babies & Children's Hospital {U10 HD21364, MO1 RR80) - Avroy A.
Fanaroff, MD; Bonnie 5. Siner, RN; Arlene Zadell RN; Julie Difiore, BS; Monika Bhola, MD; Harriet G. Friedman,

MA; Gulgun Yalcinkaya, MD.

Cincinnati Children's Hospital Medical Center, University of Cincinnati Hospital, and Good Samaritan Hespital
(U10 HD27853, M01 RR8084) — Edward F. Donovan, MD; Vivek Narendran, MD MRCP; Kate Bridges, MD;
Barbara Alexander, RN; Cathy Grisby, BSN CCRC; Marcia Worley Mersmann, RN CCRC; Holly L Mincey, RN BSN;

Jody Hessling, RN; Teresa L. Gratton, PA.

Buke University School of Medicine, University Hospital, Alamance Regionat Medical Center, and Durham
Regional Hospital (U10 HD40492, MO1 RR30) - Ronald N. Goldberg, MD; C. Michael Cotten, MD MHS; Patricia
Ashley, MD; Kathy J. Auten, MSHS; Kimberley A. Fisher, PhD FNP-BC IBCLC; Katherine A. Foy, RN, Sharon F.
Freedman, MD; Kathryn E. Gustafson, PhD; Melody B. Lohmeyer, RN MSN; William F. Malcolm, MD; David K.

Wallace, MD MPH.

Erory University, Children’s Healthcare of Attanta, Grady Memorial Hospital, and Emory Crawford Long
Hospital (U10 HD27851, RR25008, MO1 RR39) — Barbara J. Stoll, MD; Susie Buchter, MD; Anthony ). Piazza,

MD; David P. Carlton, MD; Linda Black, MD; Ann M, Blackwelder, RNC BS MS; Sheena Carter, PhD; Elisabeth
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Dinkins, PNP; Sobha Fritz, PhD; Ellen C. Hale, RN BS CCRC; Amy K. Hutchinson, MD; Maureen Mulligan LaRossa,

RN; Gloria V. Smikle, PNP MSN.

Eunice Kennedy Shriver National Institute of Child Health and Human Development — Stephanie Wilson Archer,

MA.

Indiana University, University Hospital, Methodist Hospital, Riley Hospital for Children, and Wishard Health
Services (U10 HD27856, MO1 RR750) — Brenda B. Poindexter, MD MS; James A. Lemons, MD; Leslie D. Wilson,
BSN CCRC; Faithe Hamer, BS; Ann B. Cook, MS$; Dianne E. Herron, RN; Carolyn Lytle, MD MPH; Heike M.

Minnich, PsyD HSPP.

National Heart, Lung, and Blood Institute — Mary Anne Berberich, PhD; Carol J. Blaisdell, MD; Dorothy B. Gail,

PhD; James P, Kiley, PhD.

RTl International (U10 HD36790) —W. Kenneth Poole, PhD; Jamie E. Newman, PhD MPH; Betty K. Hastings:
Jeanette O'Donnell Auman, 85; Carolyn Petrie Huitema, MS; James W. Pickett I, BS; Dennis Wallace, PhD;

Kristin M. Zater ka-Baxter, RN BSN.

Stanford University and Lucile Packard Children's Hospital (U10 HD27880, ULL RR25744, MO1 RR70} — Krisa P.
Van Meurs, MD; David K. Stevenson, MD; M. Bethany Ball, 8BS CCRC; Barbara Bentley, PsychD MSEd; Elizabeth
F. Bruno, PhD; Alexis §. Davis, MD M$; Maria Elena DeAnda, PhD; Anne M. DeBattista, RN, PNP; fean G. Kohn,

MD MPH; Mefinda S. Proud, RCP; Renee P. Pyle, PhD; Nicholas H. 5t. John, PhD: Hali E. Weiss, MD.
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Tufts Medical Center, Floating Hospital for Children {U10 HD53118, M(1 RR54) — Ivan D. Frantz ll, MD; John
M. Fiascone, MD; Anne Furey, MPH; Brenda L. MacKinnon, RNC; Ellen Nylen, RN BSN; Ana Brussa, MS OTR/L;

Cecelia Sibley, PT MHA.

University of Alabama at Birmingham Health System and Children’s Haspital of Alabama (U10 HD34216, M01
RR32) - Namasivayam Ambalavanan, MD; Monica V. Collins, RN BSN MaEd; Shirley S. Cashy, RN BSN. Vivien A.
Phillips, RN BSN; Kirstin I. Bailey, PhD; Fred ). Biasini, PhD; Maria Hopkins, PhD; Kristen C. Johnston, MSN
CRNP; Sara Krzywanski, MS; Kathleen G. Nelson, MD; Cryshelle S, Patterson, PhD; Richard V. Rector, PhiD;

Leslie Rodriguez, PhD; Amanda Soong, MD ; Sally Whitley, MA OTR-L FAOTA; Sheree York, PT DPT MS PCS.

University of California — San Diego Medical Center and Sharp Mary Birch Hospital far Women (U10 HD40461)
- Maynard R. Rasmussen, MO; Paul R. Wozniak, MD; Kathy Arnell, RNC; Rene Renee Bridge, RN; Clarence

Demetrio, RN; Martha G. Fuller, RN MSN;

University of lowa Children’s Hospital (U10 HD53109, ULL RR24979, MO1 RRS9) — Edward F. Bell, MD; John A.

Widness, MD; Jonathan M. Klein, MD; Tarah T. Colaizy, MD MPH; Karen J. Johnson, RN BSN; Diane L. Eastman,

RN CPNP MA.

University of Miami, Holtz Chifdren's Hospital (U10 HD21397, M01 RR16587) ~ Shahnaz Duara, MD; Ruth

Everett-Thomas, RN MSN; Maria Calejo, MEd; Alexis M. Diaz, BA; Silvia M. Frade Eguaras, BA; Andrea Garcia,
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MA; Kasey Hamlin-Smith, PhD; Michelle Harwood Berkowits, PhD; Sylvia Hiriart-Fajardo, MD; Elaine 0.

Mathews, RN; Helina Pierre, BA; Arielle Riguard, MD; Alexandra Stroerger, BA.

University of New Mexico Health Sciences Center (U10 HD53089, MO1 RR997) — Kristi L. Watterberg, MD;
Robin K. Ohls, MD; fulie Rohr, MSN RNC CNS; Conra Backstrom Lacy, RN; Jean Lowe, PhD; Rebecca Montman,

BSN.

University of Rochester Medical Center, Golisana Children’s Hospital {10 HD40521, M01 RR44) — Nirupama
Largia, MD; Dale L. Phelps, MD; Gary David Markowitz, MD; Linda J. Reubens, RN CCRC; Diane Hust, MS RN CS;
Lisa Augostino; Julie Babish Johnsan, MSW; Erica Burnell, RN; Harris Gelbard, MD PhD; Rosemary L. Jensen;
Emily Kushner, MA; Joan Merzbach, LMSW; Jonathan Mink, MD PhD; Carlos Torres, MD; David Wang, MD;

Kelley Yost, PhD.

University of Texas Southwestern Medical Center at Dallas, Parkland Health & Hospital System, and Children's
Medical Center Dallas (U10 HD40689, MO1 RR633) ~ Pablo J. Sanchez, MD; Charles R. Rosenfetd, MD; Walid A.
Salhab, MD; Sally S. Adaims, MS RN CPNP; James Allen, RRT; Laura Grau, RN; Alicia Guzman; Gaynelle Hensley,
RN; Elizabeth T. Heyne, PsyD PA-C; Melissa H. Lepps, RN; Linda A. Madden, RN CPNP; Melissa Martin, RN;
Nancy A. Miller, RN; Janet S. Margan, RN; Araceli Solis, RRT; Lizette E. Torres, RN; Catherine Twell Boatman,

M35 CIMI; Diana M Vasil, RNC-NIC; Kerry Wilder, RN.

University of Texas Health Science Center at Houston Medical Schoal and Children's Memarial Hermann

Hospital (U10 HD21373) — Kathleen A. Kennedy, MO MPH; Jon E. Tyson, MD MPH; Nora |. Alaniz, BS; Patricia
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Evans, MD; Beverly Foley Harris, RN BSN; Charles Green, PhD; Margarita Jiminez, MD MPH; Anna E. Lis, RN
BSN; Sarah Martin, RN BSN; Georgia E. McDavid, RN; 8renda H. Morris, MD; Margaret L. Poundstone, RN BSN;
Stacy Reddoch, BA; Saba Siddiki, MD; Patti L. Pierce Tate, RCP; Laura L. Whitely, M0; $haron L. Wright, MT

(ASCP).

University of Utah Medical Center, Intermountain Medical Center, LDS Hospital, and Primary Children's
Medical Center {U10 HD53124, MO1 RR64) — Shawna Baker, RN; Karie Bird, RN; Jill Burnett, RN; Laura Cole,
RN; Karen A, Osborne, RN BSN CCRC; Cynthia Spencer, RNC; Mike Steffens, PhD; Kimberlee W eaver-Lewis, RN

BSN; Karen Zanetti, RN.

Wake Forest University, Baptist Medical Center, Brenner Children's Hospital, and Forsyth Medical Center (U10
HD40498, MO1 RR7122) — Robert G. Dillard, MD; Lisa K. Washburn, MD; Nancy ). Peters, RN CCRP; Barbara G.

lackson, RN BSN; Korinne Chiu, MA; Deborah Evans Allred, MA LPA; Donald J. Goldstein, PhD; Raquet Halfond,
MA; Carroll Peterson, MA; Ellen L. Waldrep, MS; Cherrie D. Welch, MD MPH; Melissa Whalen Morris, MA; Gail

Wiley Hounshell, PhD.

Wayne State University, Hutzel Women's Hospital, and Children’s Hospital of Michigan {U10 HD21385) -
Seetha Shankaran, MD; Beena G. Sood, MD MS; Rebecca Bara, RN BSN; Elizabeth Billian, RN MBA; Laura A.

Goldston, MA; Mary lohnson, RN BSN.

Yale University, Yale-New Haven Children’s Hospital, and Bridgeport Hospital (U10 HD27871, UL1 RR24139,

MOL RR125) - Vineet Bhandari, MD DM; Harris C. Jacobs, MD: Pat Cervone, RN; Patricia Gettner, RN; Monica
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Konstanting, RN BSN; JoAnn Poulsen, RN; Janet Taft, RN BSN; Christine G. Butler, MD; Nancy Close, PhD;

Walter Gilliam, PhD; Sheila Greisman, RN; Elaine Remano, MSN; Joanne Williams, RN BSN.

Data and Safety Monitoring Committee — Gordon Avery, MD, chair, Children’s National Medical Center ;
Christine A. Gleason, MD, chair, University of Washington; Marilee C. Allen, MD, lohns Hopkins University
Schaol of Medicine; Shrikant I. Bangdiwala, PhD, University of North Carolina; Carol J. Blaisdell, MD, National
Heart, Lung, and Blood Institute; Robert J. Boyle, MD, University of Virginia Health System; Traci Clemons,
PhD, The EMMES Corpor ation; Mary E. D’Alton, MD, Columbia University; Abhik Das {ex officio}, PhD, RTI
International; Dorothy B. Gail, PhD, Nationaf Heart, Lung, and Blood Institute; Carl Hunt, MD, National Heart,
Lung, and Blood Institute; Martin Keszler, MD, Georgetown University Hospital; W. Kenneth Poole {ex officio),
PhO, RTI International; Carol K. Redmond, ScD, University of Pittsburg; Michael G. Ross, MD, MPH; UCLA
School of Medicine and Public Health; Merran A. Thomson, MD, Hammersmith Hospital, UK; Steven J. Weiner,
M3, The George Washington University; Marian Willinger (ex officio}, PhD, Eunice Kennedy Shriver National

Institute of Child Health and Human Development.

Retinopathy of Prematurity Adjudication Committee - Gary David Markowitz, MD, University of Rochester;

Amy K. Hutchinson, MD, Emory University; David K. Wallace, MD, MPH, Duke University; Sharon F. Freedman,
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Methodology for limited ventilator strategy

CPAP Arm -

NICU management: CPAP infants could be intubated if they met any of the following criteria: an FiQ2 .50
required to maintain an indicated SpO2 > 88% for one hour, an arterial PaCO2 > 5 torr documented an a
single blood gas within 1 hour prior to intubation, or hemodynamic instability defined as a low blood pressure
for gestational age and/or poor perfusion, requiring volume and/or pressor support for a period of 4 hours or
more. If intubated within the first 48 hours of life, infants were to receive surfactant. Following NICU
admission, each unit utilized its standard method for CPAP delivery, which included the use of a ventilator,
purpose built flow driver, or bubble CPAP circuit. Extubation for CPAP infants was to be attempted within 24
hours if all of the following criteria were met: a PaC02< 65 tarr with a pH > 7.20, an $Sp0z > 88% with an FiOz < 50%,
a mean airway pressure {MAP) < 10 cm H20, ventilator rate < 20 bpm, an amplitude < 2X MAP if on high frequency
ventilation (HFV), and hemodynamically stable, and without a clinically significant patent ductus arteriosus. Re-
intubation criteria were the same as those for intubation. After 3 intubations, CPAP infants were treated using
NICU standard practice.

Surfactant Arm;: All infants were to be extubated within 24 hours of meeting all of the following criteria: PaC0z2< 50
torr and pH > 7.30, FiQz2 < .35 with a Sp0z >88%, a MAP < 8 om H:0, ventilator rate < 20 bpm, an amplitude < 2X
MAP if an HFV, and hemodynamically stable without evidence of clinically significant PDA. Once extubated,
Surfactant infants were treated using NiICUf standard practice,

These criteria for both arms were in effect for the first 14 days of life, following which the infant was treated as per
NICU standard practice. For bath arms intubation could be performed at any time for the occurrence of repetitive

apnea requiring bag and mask ventilation, clinical shock, sepsis, and/or the need for surgery.

Methodology for oximeter blinding strategy

Infants were also randomized to a prospective comparison of a lower target 5p02 range (85% to 89%) with a
higher more conventional target Sp0O2 range (91% to 95%) until the infant was 36 weeks or no longer received |
ventilatory support or axygen. 2
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Table S1: Demographic and Clinical Characteristics of the Follow-up ICohorts - - Comn

CPAP Surfactant Lower Higher
Saturation Saturation

N=511 N=479 N=479 N=511
Birth weight (grams)® 8491136 8521193 8581186 8441192
Gestational age (weeks)® 26.311.1 26.311.1 26.31.1 26.241

n/total{%} nftotal(%) n/ftotal{%} n/total(%)
SGA [birthweight < 10"3%)* 23/511 (4.5) 32/479 6.7) 17/479 (3.5)**  38/511(7.4)**
Male* 256/511{50.1)  266/479(55.5) 240/479(50.1) 282/511({55.2}
Non-Hispanic White* 196/511{38.4)  200/475(41.8) 178/479(37.2) 218/511(42.7)
Non-Hispanic Black® 200/511(39.1)  177/479(37) 201/479(42) 176/511{34.4)
Hispanic( 98/511(19.2) 85/479(17.7) 86/479(18) 97/511(19})
Other or unknown® 17/511{3.3} 17/479(3.5} 14/479(2.9) 20/511{3.9)
Multiple gestation€ 138/511{27) 114/479{23.8) 124,/479{25.9) 128/511(25)
Antenatal steroids, an\;€ 493/511(96.5)  456/479(95.2) 462/479(96.5} 487/511(95.3)
Cesarean section® 352/511(68.9) 315/479(65.8)  332/479{69.3)  335/511{65.6)
Public insurance onl\f 262/511{51.3)  257/479(53.7) 253/479{52.8) 266/511{52.1)
Mother married® 244/511{47.7)  221/479(46.1) 222/479(46.3) 243/511({47.6)
Living with both biological parents® 348/510{68.2) 329/479(68.7}  332/478(69.5) 345/511{67.5)
Maternal education< highschool 128/506{25.3) 115/469{24.7) 115/471(24.4) 129/504(25.6)

10
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degree®

Income < $30,000/year®
English as primary language
Severe ROP®

BPD"®

IVH grade 3-4/PvL¢

NEC ¢

€

Late onset sepsis/meningitis

Postnatal steroids®

Corrected age at follow up {months) ¢

#Mean + 5D
¢ no./total no.(%)

1 At 36 weeks postmenstrual age

260/493(52.7)
426/510(83.5)
62/479(12.9)
193/511{37.8)
70/510(13.7}
56/511(11)*
167/511(32.7)
34/508(6.7)*

199424

251/461(54.4)
403/478(84.3)
58/434(13.4)
187/479{39)
46/478(9.6)
30/479(6.3)*
154/479(32.2)
55/476(11.6)*

20.1+2.7

239/456(52.4)
402/477(84.3)
38/442{8.6)***
177/479(37)
56/478(11.7)
42/479(3.8)
155/479(32.4)
41/477(8.6)

199124

Comparisons adjusted for stratification by center and gestational age and for familial clustering

11

272/498(54.6)
427/511(83.6}
82/471{17 4j***
203/511{39.7)
60/510{11.8)
44/511(8.6}
166/511(32.5)
48/507(9.5)

20.242.7

probably usiful to Epecfy t

______________ - - 1 Cominent [6GS2): Perisir format &z inbla k. -
covitpirion batwasn the .
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Table 52: Qutcomes for treatment groups by gestational age strata: CPAP vs. SURFACTANT

24 0/7-25 6/7 weeks

Death or NDI

Death before 18-22 mo CA
Death/NDI determined

NDi

BSIO-1I cognitive score < 70
Gross motor function level z 2
Moderate/severe cerebral palsy
Blindness, bilateral

Hearing impairment

26 0/7-27 6/7 weeks

Death or NDI

Death before 18-22 mo CA
Death/NDI determined

NDI

BSID-tIl cognitive score < 70
Gross motor function level = 2

Moderate/severe cerebral palsy

CPAP*

109/272{40.1)

73/277(26.4)

272/285(95.4)

36/199(18.1)

23/198{11.6)

17/201(8.5)
14/201(7.0)
2/201(1.0)

11/201(5.5)

CPAP*

64/349(18.3)
45/366(12.3)
349/378(92.3)
15/304{6.3}
13/304{4.3)
9/310(2.9)

7/310(2.3)

Surfactant*
118/265(44.5)
57/273{35.5)
265/280{94.6)
21/168(12.5)
16/167{9.6)
9/172(5.2)
8/172(4.7)
2/172(1.2)

3/172(1.7)

Surfactant*

65/348(18.7)
43/365(11.8)
348/373(93.3)
22/305(7.2}
20/305/(6.6)
14/307(4.6)

11/307(3.6)

12

ARR**

0.9 {0.74,1.09)
0.74(0.57,0.96)
1.01{0.97,1.05)
1.37(0.83,2.27)
1.16{0.64,2.12)
1.52(0.7,3.29)

1.32{0.57,3.04)
0.86(0.12,6.02)

3.24{0.9,11.71)

ARR**

0.99(0.72,1.35)
1.05(0.71,1.55)
0.99(0.95,1.03)
0.93(0.5,1.72)
0.74(0.36,1.51)
0.61(0.27,1.4)

0.62{0.24,1.58}

0.27

0.02

0.68

0.22

0.62

0.29

0.51

0.88

0.07

0.93

0.82

0.57

0.81

0.41

0.24

0.31
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Blindness, bilateral 2/310{0.6) 5/307(1.6) 0.39(0.08,1.99) 0.26

Hearing impairment 6/310{1.9) 4/307{1.3) 1.53(0.44,5.26} 0.50
*no./total no. {%)
** Adjusted Relative Risk { 95% CI)

Relative risk and p values adjusted for stratification factors {study center and interaction between treatment and

gestational age group) and familial clustering {except blindness was not adjusted for study center due to small N}

13
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Table 53: Outcomes for treatment groups by gestational age strata: LOWER VS, HIGHER OXYGEN

SATURATION TARGETS

24 0/7-25 6/7 weeks

Death or NDI

Death before 18-22 mo CA
Death/NDi determined

NDI

BSID-III cognitive score < 70
Gross motor function level 2 2
Moderate/severe cerebral palsy
Blindness, hilateral

Blindness, in at least one eye

Hearing impairment

26 0/7-27 6/7 weeks

Death or NDI
Death before 18-22 mo CA

Death/NDI determined

Lower*

115/261{44.1)
91/267(34.1)
261/276{94.6)
24/170(14.1)
17/165(10.1)
13/173(7.5)
10/173(5.8)
1/173(0.6)
1/173(0.6)

4/173(2.3)

Lower*

70/351(19.9)
49/366(13.4)

351/378(92.9)

Higher*

112/276{40.6)
75/283(27.9)
276/289(95.5)
33/197(16.8)
22/196(11.2)
13/200(6.5}
12/200(6.0)
3/200(1.5)
3/200 (1.5)

10/200(5.0}

Higher*

59/346{17.1)
39/365(10.7)

346/373(92.8}

14

ARR**

1.09(0.89,1.32)
1.23{0.95,1.59})
0.99{0.96,1.03)
0.8{0.49,1.3)
0.86(0.47,1.56)
1.07(0.53,2.17}
0.86{0.39,1.38)
0.39(0.04,3.69)
0.39(0.04, 3.69}

0.5(0.16,1.53)

ARR**

1.17{0.85,1.6)

1.28(0.86,1.89)

1(0.96,1.04}

0.42

0,12

0.69

0.37

0.62

0.86

0.70

0.41

041

0.22

0.33

0.22

0.97
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NDI

BSID-I} cognitive score < 70
Gross motor function level 2 2
Moderate/severe cerebral palsy
Blindness, bilateral

Blindness, in at least one eye

*no./total no. (%)

** Adjusted Relative Risk { 95% CB

Relative risk and p values adjusted for stratification factors (study center and interaction between treatment and

21/302(7.0)
17/302(5.6)
13/306{4.2)
10/306(3.3)
4/306(1.3)

4/306 (1.3)

20/307(6.5)
16/307(5.2)
10/311{3.2)
8/311(2.6)
3/311(1.0)

5/311(1.6)

0.99(0.54,1.84)
0.98(0.49,1.97)
1.32(0.57,3.01)
1.22(0.47,3.2)

1.38{0.31,6.05)

0.83{0.23,3.03)

0.98

0.95

0.52

0.68

0.67

0.78

gestational age group} and familial clustering (except blindness was not adjusted for study center due to small

N}
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Table $4: Comparison of Cognitive outcomes for SUPPORT treatment arms

CPAP vs. Surfactant CPAP
BSID-lI cognitive composite score* * 91,3107

BSID-Il cognitive compasite score *** 90{85,100)
BSID-IIl cognitive composite score < 85  111/502(22.1)

BSID-IIl cognitive composite score <809 65/502{12.9)

Lower vs. Higher Oxygen Saturation Targets
LOWER

BSID-If cognitive compasite score ** 91.2+0.8
BSID-NlI cognitive composite score *** 90(85,100}
BSID-IN cognitive composite score < 85%  105/471(22.3)

BSID-IIl cognitive composite score <809 68/471(14.4%}

*ARR [ Adjusted relative risk)
** (adjusted mean t standard error)
**¥{median, interquartile range}

1 [no./total no.(5))

SURF ARR* p
90.4£0.8 0.33
90(80,100)

126/472(26.7) 0.82{0.66,1.02) 0.08

81/472(17.2) 0.74{0.55,1) 0.05

HIGHER ARR* p
90.540.7 0.48
90{30,100)

132/503(26.2) 0.85(0.68,1.07) 0.16

78/503(15.5%) 0.91(0.67,1.22) 053

Means, relative risks and p values adjusted for stratification factors (study center and gestational age group) and

familial clustering

16
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Table S5: Reasons for Eye surgery Lower vs. Higher Oxygen Saturation Target Groups

Reason for Eye surgery Lower Higher Total
N=31 N=67 N=98

Retinopathy of 26 (83%) 59 (88%) 85 {87%)

Prematurity

Strabismus 1(3%) 4 (6%) 5 {5%)

Cataract 1{3%) 0 1(1%)

Other 2 (10%) 4 {6%} 7 (7%)

17

4-10126




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

References

1. Finer NN, Carlo WA, Walsh MC, et al. Early CPAF versus surfactant in extremely preterm infants, N Engl } Med
2013:362:1970-9.

2. Carlo WA, Finer NN, Walsh MC, et al. Target ranges of oxygen saturation in extremely preterm infants, N Engl | Med
2010;362:1959-69.

18

4-10127




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

awo21nQ Atewllld

140ddNS Joj wesdeyg posuo)

awonNQ awodINQ AJewiid
=P Aewngd ﬁAT
(20T
o)
059Z=N ECTEN PaZ=N 6PZ=N m
3AUI0N =
N0 1ON 3WAANNY ION gwmm =N BWONNO IQN IO AN <+
/ A A A
AUOINY (N ON —  SWONNQO |AN ON AWONNY |IANON  |— —1 PWOoNNg |ION ON
¥aT=N SZT=N £5Z=N FSZ=N
W 7g-g1 @ dn mojjo4 W ze-3T @ dn mojoy W Z£-2T @ dn mojjo4 W 7g-8T @ dn mopo4
4 i S i\
£ uonewIoyul oN g uonewom| oN £ UONBWLIOJU ON €1 uoneuLIou| oN
£ dAE umouy | - ZT 2A[E UMouy CT aMje umowy  — 1 T 3M[E umouy
‘n/4 01150 ‘N4 013507 iN/4 013507 ‘N/4 011501
af eydsip-1sod ¢ a81eyasip 50d § adseydrsip 150d ¢

sdieyasip-aud g9 sdieyasip aud g9 aBreyosip 2.d /4 a8ieya)p 3sod §

WZZ-8Y 01 101id P3IQ WZZ-8T 03 JOoud PaIg WZz-8T 04 soud paIa sEieyosip 21d 29
i ) Wyz-81 01 J010d paiq

\ M A /
3 J—/
SEE=N BTE=N LTE=N 9EE=N
%496-16 Loleinies %68-598 uoneinies %G6-T6 UORRINES %68-58 UcileIneS
uabixg 1a8ie) uadixg 198ie) uaBAo 108iey uaBAxg w8ie)
£99=N
uepepns Aueg dvdd Apeg
A
9TET=N
jew) uoddng



. This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

Neurodevelopmental Outcome of the Early CPAP and Pulse Oximetry Trial| | .-

Yvonne E. Vaucher, MD MPH; * Myriam Peralta-Carcelen, MD MPH%; * Neil N. Finer, MDY, Waldemar A, Carlo,
MD*; Michele C. Walsh, MD MS?; Marie G. Gantz, PhD®; Abhot R. Laptook, MD®; Bradley A. Yoder, MDS; Roger
G. Faix, MD® Abhik Das, PhD’; Kurt Schibler, MD®; Wade Rich, RRT?; Nancy S. Newman, RN*; Betty R. Vohr,
MD?®; Kimberly Yolton, PhD?; Roy J. Heyne, MD®; Deanne E. Wilson-Costello, MD?; Patricia W. Evans, MD™%;
Ricki F. Goldstein, MD'; Michael J. Acarregui, MD'2; Ira Adams-Chaproan, MD*%; Athina Pappas, MD; Susan
R. Hintz, MD MS Epi'*; Anna M. Dusick, MD FAAP®; Elisabeth C. McGowan, MDY; Richard A. Ehrenkranz,
MDls; Anna Bodnar, MD'-’; Charles R. Bauer, MD**; Janell Fulter, MDN; T. Michael O'Shea, MD MPHn; Gary ).
Myers, MD?*; Rosemary D. Higgins, MD? for the SUPPORT Study Group of the Eunice Kennedy Shriver National
Institute of Child Health and Human Development Neonatal Research Network

*Both authors contributed equally to the manuscript

Corresponding author and reprints:

! Department of Pediatrics, University of California at San Diego, San Diego, CA

? Department of Pediatrics, University of Alabama at Birmingham, Birmingham, AL

* Department of Pediatrics, Rainbow Babies & Children’s Hospital, Case Western Reserve University, Cleveland, OH

* Statistics and Epidemiology Unit, RT) International, Research Triangle Park, NC

* Department of Pediatrics, Women & Infants Hospital, Brown University, Providence, RI

® Department of Pediatrics, Division of Neonatology, University of Utah School of Medicine, Salt Lake City, UT

? Statistics and Epidemiology Unit, RTI International, Rockville, MD

® Department of Pediatrics, Cincinnati Children’s Hospital Medical Center and University of Cincinnati, Cincinnati, OH
* Department of Pediatrics, University of Texas Southwestern Medical Center, Dallas, TX

Y pepartment of Pediatrics, University of Texas Medical School at Houston, Houston, TX

! Department of Pediatrics, Duke University, Durham, NC

¥ pepartment of Pediatrics, University of lowa, (owa City, 1A {current affiliation Children’s Hospital at Providence,
Anchorage, AK)

 pepartment of Pediatrics, Emory University School of Medicine and Children’s Healthcare of Atlanta, Atlanta, GA
“ Department of Pediatrics, Wayne State University, Detroit, Ml

5 Department of Pediatrics, Division of Neonatal and Developmental Medicine, Stanford University School of Medicine
and Lucile Packard Children's Hospital, Palo Alto, CA

'® Department of Pediatrics, Indiana University School of Medicine, Indianapolis, IN

7 Department of Pediatrics, Division of Newbom Medicine, Floating Hospital for Children, Tufts Medical Center, Boston,
MA

 Department of Pediatrics, Yale University Schoal of Medicine, New Haven, CT

* University of Miami Miller School of Medicine, Miami, FL

2 University of New Mexico Health Sciences Center, Atbuquerque, Ni

H Wake Forest University Schoot of Medicine, Winston-Salem, NC

*2 Department of Pediatrics, University of Rochester Medical Center, Rochester, NY

= Eunice Kennedy Shriver ational Institute of Chitd Health and Human Development, National Institutes of Health,
Bethesda, MD

4-10129




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

2
Neil Finer, MD Telephone: 619-543-3759
University of California, San Diego Fax: 619-543-3812
Division of Neonatology Email:yvaucher@ucsd.edu
200 West Arbor Orive

5an Diege, CA, 92013

Word count: 2668

Text: MeSH terms:

Cerebral palsy

Infant, Newborn

Infant, Low Birth Weight

infant, Extremely Low Birth Weight
Infant, Premature

Infant, Extremely Low Gestational Age
Infant mortality |
Intellectual disability

Intensive care, neonatal

Neurodevetopmental outcome

Oximetry

Randomized controlled trial

Continuous Positive Airway Pressure

Intubation, intratracheal

Pulmonary surfactants/therapeutic use

Oxygen inhalation therapy/methods

Oxygen administration & dosage

Retinopathy of prematurity, epidemiology

Child development

Developmental disabilities, epidemiology

Psychomotor disorders, epidemiology

Follow-up studies

4-10130




! ‘ This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

ABSTRACT

BACKGROUND: Early results of the SUPPORT trial showed no significant difference in the outcome of death or
BPD between infants receiving early CPAP versus early surfactant, and showed lower rates of severe
retinapathy but higher mortality with lower (versus higher} oxygen saturation targets. Our pre-specified
hypothesis was that early CPAP and lower oxygen saturation targeting would each decrease death or
neurodevelopmental impairment {(ND1).

METHODS: Infants born at 24 0/7 through 27 6/7 weeks gestation were randomly assigned using a 2X2
factorial design to early CPAP with a limited ventilation strategy versus early surfactant administration and to
lower (85-89%) versus higher {91-95%) oxygen saturation targets. The primary composite outcome was death
or NDI at 18-22 months corrected age.

RESULTS: Death or NDI was determined for 1234/1316 (93.8%) enrolled infants; 93.6% (990/1058) of survivors
were evaluated at 18-22 months corrected age. Death or NDI occurred in 27.9% {173/621)] of infants in the
CPAP group vs. 29.9% (183/613) in the surfactant group {RR 0.93, 95% C10.78 to 1.1, p=0.38); and in 30.2%
(185/612)] of the lower oxygen saturation group versus 27.5% {171/622)] of the higher oxygen saturation
groups (RR 1.12, 95% €1 0.94 10 1.32, p=0.21). Monrtality was greater in the lower oxygen saturation group
(18.2% versus 22.1%; RR 1.25, 95% €l 1.004 to 1.55, p=0.046}.

CONCLUSION: We found no significant differences in the composite outcome of death or NDI in extremely
premature infants randomized to either early CPAP vs. or early surfactant and lower vs. higher oxygen
saturation target ranges.

Word Count: 249
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BACKGROUND

Extremely prematur e infants are at high risk for death and neurosensory or developmental impairment in
early childhood. ** The risk of impairment increases with decreasing gestational age, severity of iiness and as

12 althaugh surfactant administration decreases both death and

consequence of neonatal complications
brenchopulmonary dysplasia (BPD), randomized controlled trials of various respiratory interventions have not

demonstrated significant reductions in mortality and morbidity or improved developmental outcomes with

any of these treatments, "%’ Likewise, we previously reported results of the] mutticenter, randomized - { comment [cas2]: ox2

controlted Surfactant Positive Airway Pressure and Pulse Oximetry Randomized Trial (SUPPORT) in extremely
premature infants (24 through 27 weeks gestation), demonstrating that treatment with non-invasive
continuous positive airway pressure (CPAP) shortly after birth, as compared with early intubation and

surfactant administratio n, did not reduce rates of death or BPD or other major morbidities at 36 weeks

postrmenstruat bge. 4 . - { Comment [C654F: CK asshortened? felse can
; Tt ToT s T T T T T T I TtTTTTT TS ST T T T T T s Tl addba:kothermorbidiliis,butneedtulewurd

T | slighty for clarity
Y

Although for many preterm oxygen supplementation is necessary for survival, several studies have shown {Commant [yew S ok

that oxygen supplementation increases the risk of retinapathy of prematurity, °8PD,?* periventricular
leukomatacia,? and cerebral palsy. 2 SUPPORT demonstrated no significant difference in the composite
outcome of death before discharge or severe retinopathy of prematurity {ROP) between infants randomized
to a lower {85-89%) versus higher {31-95%) oxygen saturation target. However, the risk of retinopathy of
prematurity among survivors to discharge was decreased (8.6% vs. 17.9%; RR 0.52; 95% C| 0,37 to 0.73;
p<0.001) and the risk of death was increased (19.9% vs. 16.2%: RR 1.27; 95% CI 1.01 to 1.60; p=0.04} in the

tower oxygen saturation group compared to the higher oxygen saturation group.**

We now report results of our longer term follow-up of the infants in SUPPORT, assessing hvhetherf learly, .- { Comment [06S8]: 017

JOK .

nen-invasive CPAP with a limited ventilation strategy, compared to early surfactant administration and 2}
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5
lower, compared to higher, oxygen saturation targets would each decrease the incidence of death or
neurodevelopmental impairment at 18-22 months corrected age(CA).
METHODS
Study Design
SUPPORT was a randomized controlled trial including 1316 extremely preterm infants, 24 through 27
completed weeks gestation, born between February 2005 and February 2009 at 20 centers in the United
States participating in the Neonatal Research Network| of the Eunice Kennedy Shriver National Institute of Child  _ - W Comment [OGS8): Note we generally aim to
"""""""""""""""" TToT T T avold abkreviations that would not be familisr to
i i i ~ most readers
Health and Human D evelopment, who were enrolled at delivery. Permuted block randomization was used, { Commentlmy 9 ox " kil |

with stratification according to center and gestational age (24 weeks 0 days to 25 weeks 6 days or 26 weeks 0
days to 27 weeks 6 days). Multiple births were randomized to the same treatment group. The infants were
randomly assigned in the delivery room to receive either CPAP immediately following delivery with a limited

ventilation strategy as described previously if subsequent intubation was required or intubation with

surfactant administratio n within an hour after birth followed by conventional |ventilation,1.13 Using a 2-by-2 . - | Comment [OGS10]: Suggest raview the details
cT ST T oo Tt T . of the limited vent strategy and ra the oximater
4 blinding strategy , in supp web appandix |30 readers
factorial design, participants were also randomly assigned to a target oxygen saturation of 85 to 89% (lower ' { dont nesd to go to prior publicatlons ta review

. this..] and then rafer to Supp Web appandix for

oxygen saturation target group} or 91 to 95% (higher oxygen saturation target group} using specially designed

blinded oximeters. 2* Procedures for enrollment, intervention, and data collection have been previously
reported.'®* The trial was appraved by the institutional review board at each participating site and at RTI
International, the independent data coordinating center for the Neonatal Research Netwark. Written

informed consent was obtained from the parent or guardian of each child before delivery.
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Assessments

A comprehensive neurodevelopmental assessment was performed on survivors at 18-22 months corrected
age by neurologic examiners and neurodevelopmental testers whao were unaware of the treatment
assignments and were evaluated annually for testing reliability. Cognitive function was assessed using the
Bayley Scales of Infant and Toddler Development, 3™ ed. (BSI10-1).%° The modified Gross Motor Function
Classification System (GMFCS) was used to classify the gross motor performance using a range from 0 {normal)
to 5 {most impaired)‘z"’ Moderate to severe cerebral palsy was defined as a nonprogressive disorder having
abnormal muscle tone in at least one arm or leg associated with abnormal control of movement or posture
which was associated with a GMFCS 22. 7** Hearing impairment, defined as the inability to understand
directions of the examiner and communicate with or without amplification, and visual impairment, defined as

vision < 20/200), were based upon examination and parental report.

Certified research staff collected demographic and neonatal outcome data using standard NRN definitions.
Demographic and outcome data collected included gestational age, birthweight, sex, multiple gestation,
race/ethnicity, history of medical or surgical necrotizing enterocolitis {modified Bell's Stage 2 2), Grades 3-4
intraventricular hemorrhage or periventricular leukomaiacia, late onset sepsis, ROP, BPD {physiologic), and
use of postnatal steroids. Socioeconomic variables included insurance status, maternal marital status,
maternal education, household income, language spoken at home, and whether the child was living with
biological parents. Socioeconomic data were updated during the 18-22 month visit; these data were used if

data from the neonatal period were not available.

DQutcome
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The pre-specified, primary compasite outcome for this trial was death or neurodevelopmental impairment at
18 to 22 months CA. This compaosite outcome was selected because infants who died before 18 months could
not be classified as having neurodevelopmental impairment. Neurodevelopmental impairment was defined as
having any of the following: BSID 11l cognitive composite score < 70, GMFCS = 2, moderate or severe CP, or
hearing or bilateral visual impairment. Other pre-specified outcomes at 18 to 22 menths CA were mortality

and NDI among survivors. Exploratory secondary outcomes included the individual components of NDI and

levels of cognitive delay. Qutcores were also compared for higher and lower gestational a ge Istratz{ ~

.- | comment [08512): Clrit it prospecitied |
B MI}\WISJ Cwnpnrkuhbym‘ﬂonal ]

strata wad mtpru;n:lﬁud

Statistical Analysis

The sample size calculations were based on Neonatal Research Network data for infants born in the year 2000;

| been previously reported. ™" While the sample size for the study was estimated basedon . - { Comment [cas24): OK? )
" { comment fyev asloc T

hospital outcomes (i. e., death or BPD for the ventilation intervention, and death or ROP for the oxygenation
intervention}, the final sample size for the study was sufficient to detect a 10% absolute reduction in the
composite outcome of death or NDJ, using a two-sided significance level of 0.05, conservatively assuming an

initial outcome rate of 55% and 15% loss to follow up, as well as adjustment for familial clustering.

Data were entered on standard forms and were transmitted to RT| International, the Data Coordin ating Center
for the Neonatal Research Network, which stored, managed and analyzed the data for this study. All analyses
were performed according to the intention-to-treat principle. Unadjusted comparisons of demographic and
birth characteristics between treatment groups were conducted using chi-square tests for categorical
variables and t tests for continuous variables. The primary analyses focused on the percentage of infants in
each group for whom the primary composite outcome of death or NDI at 18-22 months corrected age could

be assigned. Analysis of this and all other categorical outcomes was performed using robust Poisson
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regression in a generalized-estimating-equation model to obtain adjusted relative risks with 95% confidence

intervals. The denominator used to calculate the frequency pf each outcome was the number of children for - { Comment [08516): oK?
"~ {Comment [yev a71i 08

whom that outcome was known. Continuous cutcomes were analyzed using mixed-effects linear models to

obtain adjusted means and standard errors.

Analyses of aHl neonatal and 18-22 month outcomnes were adjusted, as pre-specified, for gestational-age strata,
center, and familial clustering because multiple births were assigned to the same treatment group. Tests were
conducted for the presence of statistical interaction between the two interventions by adding an interaction
term to the models. To test the impact of characteristics that differed between children with and without
follow up, a sensitivity analysis using multiple imputation was conducted, where missing values of the primary
outcome were imputed based on treatment assignment, perinatal characteristics and in-haspital outcomes®

Two-sided p values of < 0.05 were considered significant for all analyses; no adjustments were made for

multiple komparisons,

_ -~ -| Comment [OGS18]: OK to delate the sentence
N that followsd ghvan ¢ £ the stat ?

" comment Tyov 19; ok

RESULTS

The primary composite outcome, death or NDJ, was determined for 93.8% {1234/1316) of children enrolled in
SUPPORT. {Figure) Two hundred fifty eight children were known to have died before 18-22 months. Of the 68
children missing a neurodevelopmental assessment, 33 were known to be alive. A neu rodevelopimental
assessment was performed at 18-22 months corrected age for 99071058 (93.6%) children. The presence or
absence of NDI was determined for 976/990 (98.6%)} of all children seen; 14 had an incomplete evaluation that
precluded assigning a NDI status. The follow-up rate and the mean corrected age at neurodevelopmental

assessment wer e similar for all treatment groups. (Table 1}
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Compared with mothers of the 990 children who had a neurodevelopmental assessment at 18-22 months
corrected age, mothers of the 68 children who were not assessed were less likely to be married (31 vs. 47%,
p=0.01), and more likely to have only public insurance {69 vs. 52%, p=0.008). Na other demographic variables

or neonatal characteristics were significantly different between the groups.

S1. Almost all mothers received antenatal corticosteroids. At follow up there were more small for gestational

age children and children with ROP in the higher vs. the lower oxygen saturation group. Compared to the
Surfactant arm, children in the CPAP arm were more likely to have had necrotizing enterocolitis and less tikely
to have been exposed to postnatal corticosteroids. Thirty-two percent of infants in the CPAP arm were

intubated in the delivery room; 65% received surfactant with fimited ventilation.

Primary outcome

The frequency of the composite outcome of death or NDI did not significantly differ between the CPAP and
surfactant arms or between the lower and higher oxygen saturation target groups at 18-22 months corrected
age (Tabfe 2 a and b). Results from the sensitivity analysis using multiple imputations were virtually identical to
the analysis of the non-missing cases.{Results not shown). There were no significant differences in the primary
outcome between treatment groups in subgroup analyses stratified by gestational age at birth {Appendix A)
The mortality rate was not significantly different between the CPAP and Surfactant arms but was significantly
higher in the lower versus higher oxygen saturation target group. There was no significant interaction
hetween the two interventions for either the caomposite outcome of death or NI, or for its components (i.e.

death or NDI among survivors} (all p values > 0.7).

.~ { commant [cG520]: ox?

" {commart o i o
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10
Other oytcomes: The incidences of individual components of NDI [cognitive impairment {BSID-IIl cognitive
composite score < 70), gross motor function level 2 2, moderate/severe cerebral palsy, hearing impairment,
and blindness] among survivors were not significantly different between the CPAP vs. Surfactant treatment

arms or between the lower vs. higher saturation groups in the entire cohoit (Tables 2 and 3). Neither were

... .- commentCES22): Correct a: ectea? i ]
there differences between treatment arms when stratified by gestational agel{See Appendix). However, inthe *- o

-

lower gestational age stratum, mortality was higher in the Surfactant treatment arm compared to the CPAP

arm. Although the rates of severe retinopathy of prematurity and eye surgery among survivors to follow-up
were greater in the higher versus lower oxygen saturation target group, the rates of bilateral blindness,

blindness of at least one eye, or other vision impairment did not significantly differ between groups at 18 to

Comment [OG524]: Az raised by reviewar [snd
ack edged in your di lon], available data re
visual cutcomes are relatively cride.. If you have
move Info re the vis outcomas (as guaned by
raviewer}, recommend include in supp appendix

composite scores less than 80 or 85 (See Appendix). Sixty percent (583/977) of children evaluated at 18-22

months corrected age had nermal neuromotor, neurosensary and developmental (i.e. BSID-IMl cognitive

composite score = 85} evaluations.

DISCUSSION

In this large multicenter trial of very high risk, extremely premature infants, we found no significant difference
in the primary composite follow up outcome of death or NDI at 18-22 months corrected age between those
infants randomized to treatment with early CPAP versus early intubation and surfactant administration or

between those randomized to the lower versus higher oxygen saturation target groups. Consistent with our

earlier results hﬁﬁngqr’ga_ligv_rgt_e_d_tq not differ significantly between infants randomized to CPAP versus .. - | Comment [0GS28]: OX2and i yes, insert cross }
““““““ T - Vo e

" {Gomment (yev Zi added st and of sentanis |
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11
surfactant, and remained significantly higher in the lower compared to the higher oxygen saturation target
group. *# There were no significant differences between the early CPAP versus surfactant group, or between
the higher versus lower oxygen saturation groups, in the frequencies among survivers of NDJ or its
components of severe cognitive impairment (cognitive score < 70), moderate/severe cerebral palsy,

moderate/ severe motor impairment {GMFSC 22), hearing impairment, and bilateral blindness.

Recent trials have raised concerns about using lower oxygen saturation targets because of the possibility of

increased mortality in extremely premature infants. 2+

In SUPPORT, death during initial hospitalization was
increased among neonates randomized to the lower oxygen-saturation target as well as in the most immature
gestational age stratum of the surfactant administration group). As previously reported, the causes of death
did not differ significantly between the lower and higher oxygen saturation groups.” Although significant
differences in mortality in both intervention arms persisted at 18 to 22 months corrected hgel, these
differences reflected the higher mortality which occurred before hospital discharge. Additional information
concerning neurodevelopmental outcome and mortality will be available in 2014 when the results of five

individual trials which randomized infants ta higher versus lower oxygen saturation targets, including

SUPPORT, are combined in a meta-analysis..*

Severe ROP may be associated with poor visual outcomes even with treatment. 3%* In this study, infants in the

lower oxygen saturation target arm who survived to discharge had a lower incidence of severe retinopathy of

frequent in the fower oxygen saturation target group, there were no significant differences between
saturation groups in unilateral and bilateral blindness, nystagmus, strabismus or the use of corrective lenses..

We did not collect detailed data on visual function at the 18 to 22 months _Lfisitl

-| Comment [QGS30]: This additiona! subgroup

analysis might better to balong in a separate short
para addressing the CPAP findings and then noting
this one subgroup finding, .

It is important also to acknowledge the large
numbar of comparisons you performed and the
need to intarprat subgroup fioudings with caution

Comment [0GS31]: | think it is impertant to
acknowladge axplicitly that the vast majority of
deaths had cccurrad as of the time of the earlier
publication {en review of that there were 130
deaths in the lower sat group by hosp discharga vs
107 in higher sat group; at this 13-22 mo f/u, there
were 140 and 111, respectively; thus the
“continudng” lower morality is driven by the fact
that mest deaths occur early.. A3 rilsed by reviewer
2,1 think usaful ta clarify in results the nymber of
deatsh occuring bafore versus after hosptial
discharge, and then to include brisf commant here
rée Tihs [espac in visw of statistician’s comment ra
acknowiadging the marginal pvaive {the point that
this confirmmd an sardisr finding must also take into
account that the nurmbers did not change much
from the earlier time point..) )

__ . - | comment (0e832]: K7

* 7 Coiment [yev 33): o

. - { comment [06S34]: oK?
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The strengths of this study include the large initial sample size, providing sufficient power to detect a clinically
significant difference in the pre-specified outcome of death or neurodevelopmental impairment, and the high
percentage of survivors who had comprehensive, standardized neurodevelopmental evaluation at 18-22
months corrected age. Antenatal consent, which is associated with enrollment bias, may limit generalizabitity
*3% I this study, the incidence of NDI in extremely premature infants is substantially lower than that
previously reported by the NRN. The present study used the Bayley, 3™ edition for cognitive assessment,
whereas previous NRN studies used the Bayley, 2™ edition. Changes in Bayley test design and standardization
may account for the lower incidence of NDI reported here.* Although Bayley scores in this study were higher
than previously reported for extremely premature infants, there were no significant differences between

treatment groups. The present study reparts results of a single follow-up visit at 18 to 22 months corrected

age; other disabilities may not be evident until later chitdhood. A sub-cohort of the SUPPORT study will be

followed at school age to evaluate longer-term neurodevelopmental |outcome|. In comparing several secondary . - -| Comment [0GS36]: s space allows, suggest

_________________ ) reiterate some limitations noted earliar that would
| still apply te the ffu results—eag issus of crossover

outcomes between treatment groups for both arms of this factorial design trial, no adjustments were made | from CPAP to ntubation {given pre-birth

N rancdmziation] and (a5 raise dby editorialist for

\ prior papar| that 0F sats actually ran higher

for multiple comparisons; appropriate caution should be used in interpreting the reported results. + | thanplanned, and less diff batween groups

N than planned.

Neurodevelopmental outcome differences may have been blunted by there being less difference in oxygen {(Comment bwv 3731 pens” |
saturation between the higher and lower saturation target groups . * Although a large proportion of the Early

CPAP intervention arm ultimately required intubation for respiratory care, the purpose of SUPPORT was not to

compare the outcome of CPAP versus intubation per se, but rather to determine whether an initially less

invasive respiratory strategy would improve neurodevelopmental outcome. **

In summary, there were no significant differences in the composite outcome of death or NDI at 18-22 months
cormvected age between extremely preterm infants who were randomized at delivery to either early CPAP or

early intubation with surfactant administration and to either lower or higher oxygen saturation ta rgets. Thus,
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early CPAP with a limited ventilation strategy can thus be considered an alternative to early surfactant even in

infants as immature as 24 weeks, Lower mortality and comparable rates of neurodeveiopmental impairment . - { Comment [CG$38): Would be inclined just to
““““““““““““““““““““““ y note this Jusion without r hasizing this
A . N N subgroup comparison which you will have discussad
and major adverse visual outcomes at 18-22 months corrected age in the higher oxygen saturation group *_ | obove..

" Cammant TR 39% 0

argue against lower oxygen saturation targets in these extremely preterm infants.

Word Count: 2692
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Figure: Consort Diagram for SUPPORT
Table 1: Demographic and neonatal characteristics of fallow-up cohorts
Table 2: Primary outcome (Death or NDI) and compeonent outcomes: CPAP vs. Surfactant

Table 3: Primary outcome {Death or NDI) and component outcomes: Lower vs. Higher Oxygen Saturation

Target groups

Table 4: Visual outcome: Lower vs. Higher Oxygen Saturation Target groups
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Table 1: Demographic and Clinical Characteristics of the Follow-up |Cohorts| o

Birth weight (grams)®
Gestational age {weeks) ®
$GA {birthweight < 10%%)*
Male®

Multiple gestation®
Antenatal steroids, any®

Cesarean section®

Severe ROP®

BPo™!

IVH grade 3-4/PvL*

NECS

Late onset sepsis/meningitis®

Postnatal steroids®

CPAP
N=511
8491186
26.3+1.1

23/511 (4.5)

256/511({50.1}
138/511(27)
493/511(96.5)

352/511(68.9)

62/479(12.9)
193/511(37.8)
70/510{13.7)
56/511(11)*
167/511(32.7)

34/508(6.7)*

Surfactant

N=479
852+193
26.321.1

32/479 (6.7)

266/479(55.5)
114/479{23.8)
456/479(95.2)

315/479(65.8)

58/434{13.4)
187/479(29)
46/478(9.6)
30/479(6.3)*
154/479(32.2)

55/476{11.6)*

17

Lower Higher
Saturation Saturation
N=479 N=511
8581186 8444192
26.3+1.1 26.2¢1
17/479 (3.5)** 38/511(7.4)**

240/479(50.1)
124/479(25.9)
462/479(96.5)

332/479(69.3)

38/442(8.6)***
177/479(37}
56/478(11.7)
42/479(8.8)
155/479(32.4)

41/477(8.6)

Corrected age at follow up {months) 19.9+2.4 20.1x2.7 19.9+2.4

% Mean + SD

¢ no.ftotal no.(%)

282/511(55.2)
128/511(25)
487/511(95.3)

335/511(65.6}

82/471(17.4)***
203/511(39.7)
60/510{11.8)
44/511(8.6)
166/511(32.5}
48/507(9.5)

20.2%2.7

1 At 36 weeks postmenstrual age; Comparisons adjusted for stratification by center and gestational age and

for familial clustering

*p<0.05, ** p<0.01, ***p<0.001 {Comparison for groups within each intervention arm}

See web appendix, Table S1 for additional cohort demographics

Comment [OGS40]: Wa ask that table fit on one
pagain print varslon and this looks questionable..
Recommend shorten numbar of rows in print
varsion 1o focus on what you consider the more
important variables (g would remove English as
prmary lenguags, whether both parents at home
for marmiage status. .} et:..} REcmomend include
retaln tablke with all varlables in web appendix ang

in taxt can rafer to this for more details re baseline
data ..

Alze would note in footnote that data are mean +
SDar n (%) [or just % depending oh space in tha
print version, ) land then can remove the datalls
after &ach entry..

. = 7| Comment [0GS42]): Per our format for table 1.

Also probably usetul to specify that this s for
comparizon betwaen the two groups
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Table 2: Rates and Relative Risks of Death or NDlin the CPAP versus Surfactant|Groups,

Death or NDI

Death before 18-22 mo CA
Death/NDI determined

NDI

BSID-Ifl cognitive score < 70
Gross motor function level = 2
Moderate/severe cerebral palsy
Blindness, bilateral

Hearing impairment

*no.ftotal no. (%)

** Adjusted Relative Risk { 95% CI)

173/621(27.9)
118/643(18.4)
621/663(93.7)
55/503(10.9)
36/502(7.2)
26/511(5.1)
21/511{4.1)
4/511(0.8)

17/511(3.3)

Surfactant®

183/613(29.9)
140/638(21.9}
613/653(93.9)
43/473(9.1)
36/472(7.6)
23/479(4.8)
19/479(4)
7/479{1.5)

7/479{1.5}

ARR**

0.93(0.78,1.1)
0.83{0.67,1.04)
1(0.97,1.03)
1.16(0.79,1.71)
0.95(0.61,1.5)
0.98(0.57,1.69)
0.93{0.51,1.72)
0.53(0.16,1.78)

2.27{0.96-5.37)

0.38

0.10

0.83

.44

0.24

0.95

0.82

0.31

0.06

- Comment [CGS43]: Won't work 1o havea and b

pottion of 12hle.. Either this needs to he 2 separate
tables {as i partially adited to include OR, if doas
not look too unwieldy, could consider combining by
having 7 columns—fe rates in each pair of
treatmants and thelr ARR [95% Clj and delate
column of p values [can Include as you wish in an

jed wrsion In } y walk sppandi

| Comment [05S44): A5 in above tabls, just note
in footnote that you are reporting noftotal no (%) se
don’t need to list for each antry

{ Comment [yex 45]: Tabies soparared )
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Table 3: Rates and Relative Risks of Death
or NDl in the Lower versus Higher Oxygen

Saturation §Groups§

Death or NDI

Death before 18-22mo CA

Death/NDI determined

NDI

BSID-I cognitive score < 70
Gross motor function level = 2
Moderate/severe cerebral palsy
Blindness, bilateral

Hearing impairment

*na./total no. (%)

** Adjusted Relative Risk (95% CI)

185/612(30.2}
140/633(22.1)
612/654{93.6)
45/472(9.5)
34/471(7.2}
26/479(5.4)
20/479{4.2)
5/479{(1)

12/479(2.5)

Higher*

171/622(27.5)
118/648(18.2)
622/662(94)
53/504(10.5)
38/503(7.6)
23/511(4.5)
20/511(3.9)
6/511(1.2)

12/511(2.3)

1.12(0.94,1.32)
1.25{1,1.55)
1{0.97,1.03)
0.87(0.6,1.28)
0.91{0.58,1.43)
1.17{0.68,2.01)
1{0.54,1.83)
0.9{0.28,2.9)

1.16{0.54,2.49)

19

- - Comment [0GS4A6]: Ax in above table, just note
in fothote that you are reporting neftotal no (%) so
don't nead to list for each sntry

NOTE that if these tablke numbers change, need to
change call outs in text accordingly..

0.21

0.046

0.79

0.49

0.69

0.56

>0.99

0.86

0.70

Relative risk and p vaiues adjusted for stratification factors (study center and gestational age group)

and familial clustering {except blindness was not adjusted for study center due to small N}
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Table 4: Visual Outcome at 18-22 Months CA for Lower vs. Higher Oxygen Saturation Targets

Groups
Lower* Higher* ARR** p

Strabismus 46/478 (9.6) 41/510 (8) 1.2 (0.8, 1.8} 038
Nystagmus 22/479 (4.6} 13/510 (2.5) 1.81{0.85,369 0.10
Tracks 180 degrees 462/476 (37.1) 493/507 (97.2) 1(0.98, 1.02) 0.92
Corrective lenses both eyes¥) 21/468 {4.5) 20/493 {4.1) 1.15(0.63, 2.1) 0.65
Blind, some function, both eyesq| 3/450 (0.7} 2/475 (0.4) 1.57{0.27,896) 0.61
Blind, no useful vision, both eyesy) 2/449 (0.4) 4/477 (0.8) 0.54 (0.1, 2.96) 0.48
Other abnormal eye findings1 6/453 {1.3) 12/485 (2.5) 0.55(0.21,1.46) 0.23
Blind in at least one eyeY| 5/479 (1.0) 8/511(1.6) 0.67{0.22,2.02) 0.48
Eve surgery€ 31/477 (6.5) 67/509 (13.2) 0.53(0.35,0.78) 0.002

*no./total no. {%)
** Adfusted Relative Risk {95% Cl)

qversus normal

£ See web appendix for reasons for surgery
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From: Gantz, Marje

To: Higgins, Roserary (NIH/NICHD) [E]
Ce: Das, Abhik

Subject: RE: WINFROP and SUPPORT

Date: Fridday, September 07, 2012 3:27:20 PM
Hi Rose,

When you sent the document to Richard, it was sent with the recommendation that his analysis be
combined with the ROP analysis | am working on, but after further discussions, we thought it would
be a better fit with the growth secondary. { saw emails from Neil, Wally and Abhik that they
approved of combining it with the growth secondary, but ! wasn’t sure if the decision had been
made final or if it had been communicated to Richard.

Marie

Harie Gatz, M)

Senior Research Statistician

KM Intermatiowl

Miganiz @ riierg

$8-054435

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto: higginsr@mail.nih.gov]
Sent: Friday, September 07, 2012 2:04 PM

To: Gantz, Marie

Cc:! Das, Abhik

Subject: RE: WINFROP and SUPPORT

Marie
This was sent to Richard - is this what you mean??

Rosemary D. Higgins, MD
Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mailnit

From: Gantz, Marie [mailto:mgantz@rti.org)
Sent: Friday, September 07, 2012 11:55 AM
To: Higgins, Rosemary {NIH/NICHD) [E]
Cc: Das, Abhik

Subject: RE: WINFROP and SUPPORT
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Rose,

Have you let Richard Ehrenkranz know about the recommendation to combine his WINROP analysis
with the growth secondary? | told him { would foliow up with him this week, but | didn’t know
where we currently stood.

Thanks,
Marie

Harie Gantz, P,
Seaiec Rescarch Salistician
&1 International

ik
b BT R
meBgs,Abhlk S R
Sent: Friday, August 31, 2012 9:10 AM
To: Wally Carlo, M.D.; Higgins, Rosemary (NIH/NICHD) [E); nfiner@ucsd.edu; wacarlo@uab.edu
Ce: Gantz, Marie
Subject: RE; WINFROP and SUPPORT

Agree as well,
Thanks

Abhik

From: Wally Carlo, M.D. [mailto:WCarlo@peds.uab.edu]

Sent: Friday, August 31, 2012 9:02 AM

To: Higgins, Rosemary (NIH/NICHD) [E]; nfiner@ucsd.edy; wacarlo@uab.edu
Cc: Gantz, Marie; Das, Abhik

Subject: RE: WINFROP and SUPPORT

| agree. | am ok without a cafl if we all agree.

Wally Carfo, M.D.

Edwin M. Dixon Professor of Pediatrics
University of Alabama at Birmingham
Oirector, Division of Neonatology
Director, Newborn Nurseries

1700 6th Avenue South

176F Suite 93808

Birmingham, AL 35233-7335

Phone: 205 934 4680

FAX. 205934 3100

Cell: 205 |(0)E)

menggms' Rosema?(_NIH;NICHD) [ﬁ e
Sent: Friday, August 31, 2012 7:57 AM
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To: nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu)
Cc: moantz@rti.org; Abhik Das (adas@rti.org)
Subject: WINFROP and SUPPORT

Hi Marie spoke with Richard Ehrenkranz about potentially combining his SUPPORT secondary
proposal to use the WINROP algorithm along with the SUPPORT growth data. Marie felt that this
may better be dene with the growth secondary study- would you be ok with this??

Do we need another call?

Thanks k

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Bivd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail.nit
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From: Vaucher, Yvonne

To: Einer, Neil

Cc: Gantz, Marie; Das, Abhik; Higains, Rosemary {NIH/NICHD) [F]
Subject: Re: PAS 2013

Date: Saturday, September 01, 2012 12:51:54 AM

Thanks all, Marie, let's star with the same analyses as with the SUPORT paper.
Yvonne

Sent from my iPad

On Aug 28, 2012, at 2:10 PM, "Finer, Neil" <nfineri@ucsd.edu> wrote:

> Many thanks

> Neil

=

> On 8/28/12 1:36 PM, "Gantz, Marie" <mgantz@iti.org> wrote:
=

>> Will do. Thanks.

-

>> Marie

e

>> Marie Gantz, Ph.D.

>> Senior Research Statistician

>> RT1 International

>> mgantz@rti.org

>> 828-254-6255

o= g

b Original Message--—-

>> From: Finer, Neil [mailto:nfinergucsd.edy]

=> Sent: Tuesday, August 28, 2012 2:23 PM

>>To: Das, Abhik; Gantz, Marie

»> Ce: Vaucher, Yvonne; Higgins, Rosemary (NIH/NICHD) [E]
>> Subject: Re: PAS 2013

>

>> Please make sure Wade is involved with this Neil

b

>> From: <Das>, Abhik Das <adas@prti.org<mailto:adas@rti.org>>

>> Date: Tuesday, August 28, 2012 11:20 AM

>> To: Marie Gantz <mgantz@rti.org<majlto:mgantz@rti.org>>

>> Ce: Yvonne Vaucher <yvaucher@ucsd.edu<mailto:yvaucher@uesd.edu>>, UCSD
>> Pediatrics <nfiner@ucsd.edu<mailto:nfingr@ucsd.edu>>, Rosemary Higgins
>> <higginsr@mail.nih.gov<mailto;higginsr@mail.nih gov>>

>> Subject: PAS 2013

=

>> Marie:

el

>> | am assigning you to work with Yvonne on her proposal entitled ‘Compare
>> early childhood neurodevelopmental outcome of 24-25 week gestation ELBW
>> children enrolled vs. those not-enrolled in SUPPORT Trial'.

g

>> Thanks
b5
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>> Abhik

5N

>

=2 Abhik Das Ph.D.

>> Senior Research Statistician

>»> RTI International

>> 6110 Executive Blvd., Suite 902
=>> Rockville, MD 20852-3903

>> e-mail: adas@rti.org<mailto:adas@rtiorg>
>> Phone: 301-770-8214

=>Fax:  301-230-4646

-
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From: Yaucher, Yvonne
To: Higgins, Resemary (NIH/NICHD) [EF]
. Fi Nei
Subject: Re: Support FU paper
Date: Saturday, September 01, 2012 12:14:16 AM

I hape to have the paper ready by the end of the week.

Yvonne

Sent from my iPad

On Aug 31, 2012, at 6:36 AM, "Higgins, Rosemary (NIH/NICHD) [E]" <higginsr@mail.nih.gov> wrote:
> How close are we to resubmission?

> Thanks
> Rose
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From: Yaucher, Yvonne

To: Gantz. Marie

Cc: Myriam Peralta, M.D.; Das, Abhik; Wally Carlo, M.D.; Higgins, Rosemary (NIH/NICHD) [E]: Finer. Meil;
wacaro®uab.edu; Archer, Stephanie (NIH/NICHD) [F]

Subject: Re: New England Journal of Medicine 12-08506

Date: Friday, August 31, 2012 11:12:30 PM

Thanks Marie.

We need to fit the tables on one portrait page. They are presently landscape to fit in all the Information. The editor
had some suggestions which seem ok 10 me. Do you have any other recommendations before | reformat the tables?

Sent from my iPad
OCn Aug 31,2012, at 3:39 PM, "Gantz, Maric" <mgantz/ rti.org<mailio:mganizi{rii.org=> wrote:

My suggested edits and responses to the reviewer are attached, as well as an additional table T produced (o address
the issue about ditfercnces between SES variables at discharge and FU.

Also, | have attached some output [ sent Myriam in November about the reasons for eye surgery and a version | just
created with the information additionally broken out by Sp(32 target group. The issue is that there are differences
between eye surgery reported at FU and ROP surgery reported on the SUPPLO. 1 just wanted to let everyone see Lhis
in case you think we need to delve into it further, since we are including a table of eye surgery reasons in the
appendix. 1've made one correction to the current eve surgery reason table in the attached version of the tables,
Reasons for eye surgery in this table are from the U data only (form NF04).

Marie

Mari¢ Gantz, Ph.D.

Senior Research Statistician

RTI Internalional
mgantzirti.org<mailte: mgantz:d@ i org>
828-254-6255

Irom: Myriam Peralta, M.D. [mailio:MPeraita dipedyugb.edu]

Sent: Friday, Augusl 24, 2012 6:55 PM

To: "Vaucher, Yvonne'; Das, Abhik; Wally Carlo, M.[3.; Gantz. Maric: Higgins. Rosemary (NIH/NICHD) |E];
Finer, Neil; wacarlo uab edu<mamwmz_g_u.m.cdu>

Ce: Archer, bttphdmc (NITH/NICHD} [E]

Subject: RE: New England Journal of Medicine 12-08506

Hi Yvonne | added some information to table 3 regarding blindness in at least one eye and 1 added a table in the
Appendix with reasons for the ey¢ surgery. Let me know what do you think. 1 will try to add a comment regarding
this in the paper but will try to limit as much as possible over the weekend and send it to you by Monday thanks.

From: Vaucher, Yvonne | mailto:y aucherfucsd edu)

Sent; Friday, August 24, 2012 2:57 PM

To: Das, Abhik; Wally Carlo, MD GanL? Marte; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlofdiuab.edu<nai >; Myriam Peralta. M.[).; Vaucher, Yvonne

Cc: Archer, Stephanie {NIHIN[CHD) [H

Subject: RE: New England Joumnal of Medicine 12-08506

All

The cditor addressed many of the reviewer’s questions in their comments and rewrites which I either OK'd or
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cammented on additionally, 1 will write the point by point letter with the resubmission.

Editors comments: each addressed in adjacent comments included in revised version included in previous email.

Reviewer 1
1.  Rewritten by the editor

2. Rewritten per editor’s suggestion

3. <20/200. Correct as is

4.  Done

5. Myriam’s input needed

6.  Will do when reformatting tables

7.

Reviewer 2: (The page numbers in m y draft may be different and the reviewers questions were somewhat unclear )

P 6. I will check with Wade about when FUP consent was obtzined. Wade is out today.

p.6 Use of later SES variable is not available in the neonatal period: Marie’s input needed

p.6. Explanation of components of NDI needed as not all readers will be familiar with the assessment. Unchanged
by the editor ( if this is what the reviewer is referring o)

p.7 Is this question in reference to the multiple imputation analyses? Marie’s input needed

p-10 We can add this to the figure or to the tables (easier to add to the tables)

8.  p.dl Myriam’s input needed
Statistical reviewer 1:

Multiple testing issuediscussed at length by Abhik/Marie and the group. Sentence eliminated re number of
significant p values and Wally’s sentence advising cantion in interpretation added in discussion, Marie’s input
needed
Again: Please read for what can be shortened by about 100 words.

Yvonne

From: Das, Abhik [mailio:adasigrti.org]
Sent: Friday, August 24, 2012 8:01 AM
To: Vaucher, Yvonne; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;

wacarlo@uab.edu<mailto:wacatlof@uab.edu>; Myriam Peralta, M.D.
Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506
Yvonne:

Don’t you need a point by point response to the reviewers in a cover letter? I did not see that in these attachments.
Thanks

Abhik

From: Vaucher, Yvonne [mailto:yvaucher@uesd.edu]
Sent: Thursday, August 23, 2012 5:44 PM
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To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlof@uab.edu<mailto:wacaglof@uab gdu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD} [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3} NEJM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format  5)Consort diagram

-Title Word/space count (70) is now < 75 but still open to suggestions about wording. I do think
“neurodevelopmental” should be included in the title rather than just “outcome™ as the latter is too general
-Authors are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit.

-Most of the edits were OK.

-I have highlighted text changes which | have made in response to the editor/reviewers and left comments in place
-Figure needs to be professionally redone for spacing, ete in PDF format including title and legend on same page in
portrait layout, We are working on this,

-Tables need to a major reformat to portrait rather than landscape (I am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count. We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 1.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

I would like to resubmit the paper by September 6th.
I will be OOT hiking in the high sierras breathing rarified air, and thus out of email contact, until September 3rd.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele: 619-543-3759
FAX: 619-543-3812

<PaperSUPPORTResubmissionwegscommentsNEIMO&1012YEVRevision08201 2without TablesEdits

acceptedwe_MG.docx>

<MG Responses to reviewers 2012083 1.doc>

<T6 With FU vs LTFU (no FU SES} - 31AUG12.doc>

<Eye surgery reasons -~ 07NOV11.doc>

<Eye surgery reasons by oxim - 31AUG12.doc>

<All Tables 1_2_3_Appendices A_B_LanscapeEditorcomments082312_fromMP20120824_MG.docx>
<All Tables 1_2_3_Appendices A_B_LanscapeEditorcomments082312_fromMP20120824 MG.docx>
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From: Einer, Neil

To: Gantz, Marie; Myriam Peralta, M.D.; Yaucher, Yvoane; Das, Abhil; Wally Cado, M.Q.; Higains, Rpsernary
J{NIH/NICHD) [E]; wacarto@uab.edy

Cc: Archer, Stephanie (NIH/NICHD] [E]

Subject: Re: New England Journal of Medicine 12-08506

Date: Friday, August 31, 2012 7:08:34 PM

Thanks Marie

[ will need time to review all of this
Hopefully we can resubmit early next week
Neil

From: <Gantz>, Marie Gantz <mgantzi@rti.org<mailto:mgantzi@ii.org>>

Date: Friday, August 31, 2012 3:39 PM

To: "Myriam Peralta, M.D." <MPeralta@peds.vab.edu<mailto:MPeralta@peds.uab.edu>>, Yvonne Vaucher
<yvaucher@uesd.edu<maijlto;yvaucheri@ucsd.edu>>, Abhik Das <adas@rti.org<mailto:adas@yii.org>>, Wally
Carlo <wcarloi@peds.vab.edu<mailto:wcarlo@peds.uab.edu>>, Rosemary Higgins
<higginsr@mail.nih.gov<mailto:higginsr@mailnih.gov>>, UCSD Pediatrics
<nfiner@uesd.edu<mailto:nfineri@ucsd.edu>>, “wacarlo@uab.edu<mailta:wacarlo@uah.edu>"
<wacarlo@uab.eduv<mailto:wacado@uab.edu=>>

Cc: Stephanie Archer <archerst@mail.nih.gov<mailto; il.ni b
Subject: RE: New England Journal of Medicine 12-08506

My suggested edits and responses 1o the reviewer are attached, as well as an additional table I produced to address
the issue about differences between SES variables at discharge and FU.

Also, I have attached some output I sent Myriam in November about the reasons for eye surgery and a version I just
created with the information additionally broken out by SpQ2 target group. The issue is that there are differences
between eye surgery reporied at FU and ROP surgery reported on the SUPP10. [ just wanted to let everyone see this
in case you think we need to delve into it further, since we are including a table of eye surgery reasons in the
appendix. I’ve made one correction to the current eye surgery reason table in the attached version of the tables.
Reasons for eye surgery in this table are from the FU data only (form NF04),

Marie

Marie Gantz, Ph.D.

Senior Research Statistician

RTI International
mgantz(@rti.org<mailto:mganiz@rti.org>
828-254-6255

From: Myriam Peralta, M.D. [mailto:MPeraltai@peds.uab.edu]
Sent: Friday, August 24, 2012 6:55 PM

To: 'Vaucher, Yvonne'; Das, Abhik; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E];
Finer, Neil; wacarlo@uab.edu<mailio:wacaro@uab.edu>

Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Hi Yvonne I added some informatien to table 3 regarding blindness in at least one eye and I added a table in the
Appendix with reasons for the eye surgery. Let me know what do you think. [ will try to add a comment regarding
this in the paper but will try to limit as much as possible over the weekend and send it to you by Monday thanks.

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edy]
Sent: Friday, August 24, 2012 2:57 PM

To: Das, Abhik; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E}; Finer, Neil;
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wacarlo@uab.edu<mailto;wacarlo@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne
Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

The editor addressed many of the reviewer’s questions in their comments and rewrites which I either OK’d or
commented on additionally. 1 will write the point by point letter with the resubmission.

Editors comments: each addressed in adjacent comments included in revised version included in previous email.
Reviewer 1
1. Rewritten by the editor
2. Rewritten per editor’s suggestion

3. <20/200. Cotrect as is

4.  Done

5. Myriam’s input needed

6. Will do when reformatting tables

7.

Reviewer 2: (The page numbers in m y draft may be different and the reviewers questions were somewhat unclear )
P 6. [ will check with Wade about when FUP consent was obtained. Wade is out today.

p.6 Use of later SES variable is not available in the neonatal period: Marie’s input needed

p.6. Explanation of components of NDI needed as not all readers will be familiar with the assessment. Unchanged
by the editor ( if this is what the reviewer is referring to)

p.7 Is this question in reference to the multiple imputation analyses? Marie’s input needed
p.10 We can add this to the figure or to the tables (easier to add to the tables)

8. p.1l Myriam’s input needed
Statistical reviewer 1;

Multiple testing issuediscussed at length by Abhik/Marie and the group. Sentence eliminated re number of
significant p values and Wally’s sentence advising caution in interpretation added in discussion, Marie’s input
needed

Again: Please read for what can be shortened by about 100 words.

Yvonne

From: Das, Abhik [mailto:adas@rti org]

Sent: Friday, August 24, 2012 8:01 AM

To: Vaucher, Yvonne; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.

Ce: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Joumnal of Medicine 12-08506

Yvonne:

Don’t you need a point by point response 1o the reviewers in a cover letter? I did not see that in these attachments.
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Thanks
Abhik

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu)

Sent: Thursday, August 23,2012 5:44 PM

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu<mailto:wacarlo@uab.edu>; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached T)NEIM Editor letter with reviewer comments, 2) Original NEJM edited manuscript 3) NEJM
edited manuscript with my responses to the editor and reviewers 4) Tables in paper and appendix separately as
they are in landscape format $)Consort diagram

-Titte Word/space count (70) is now < 75 but still open to suggestions about wording. I do think
“neurodevelopmental” should be included in the title rather than just “outcome” as the latter is too general
-Authors are corrected {(Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count (2807) now exceeds 2700 word limit,

-Most of the edits were QK.

-I have highlighted text changes which I have made in response to the editor/reviewers and left comments in place
-Figure needs to be professionally redone for spacing, ete in PDF format including title and legend on same page in
portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (I am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700 maximum word
count, We need to cut 1007 words.

-Myriam: Please address Reviewer | comment #5 and Reviewer 2 comment on p. 11.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6 concerning SES
variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation methodology?

1 would like to resubmit the paner by Sentember &th

I will be[P)E) Iand thus out of email contact, until September 3rd.

Yvonne

Yvonne E. Vaucher, M.D., M.P.H.
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD Schoot of Medicine

tele: 619-543-3759
FAX: 619-543-3812
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From: Einar, Meil

To: ' + Wally Carlo (wacarfo@uab e}
Ce: mgantz@rti.org; Abhik Das (adas@rti.org)

Subject; RE: WINFROP and SUPPORT

Date: Friday, August 31, 2012 9:25:38 AM

I'am OK with this approach
Neil

From: Higgins, Rosemary (NIH/NICHD) [E} [mailta:higginsr@mail.nih.gov]
Sent: Friday, August 31, 2012 5:57 AM

To: Finer, Neil; Wally Carlo (wacarlo@uab.edu)

Cc: mgantz@rti.org; Abhik Das (adas@rti.org)

Subject: WINFROP and SUPPORT

Hi Marie spoke with Richard Ehrenkranz about potentially combining his SUPPORT secondary
proposal to use the WINROP algorithm along with the SUPPORT growth data. Marie felt that this
may better be done with the growth secondary study- would you he ok with this??

Do we need another call?

Thanks k '

Rose

Rosemary D. Higgins, MD
Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For ovemnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3780 (FAX)
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From: Wrage, Lisg Ann
To: Bricn: Das, A
(b)(6)

Ce: ; Gantz, Marie; Pablo Sanchez; Higains, Rosemary (NZH/NICHD) [E]
Subject: RE: SUPRORT pre-post comparison
Date: Thursday, August 30, 2012 3:45:22 PM

Great, that was quick and helpful. F'l} get back to you as other questions come up.
Lisa

From: Luc Brion [mailto:Luc.Brion@UTSouthwestern.eds
Sent: Thursday, August 30, 20_12 3143 PM

To: Wrage, Lisa Ann; Das, Abhik
Cc:|(b)(6) @gmail.com; Gantz, Marie; Pablo Sanchez; Higgins, Rosernary (NIH/NICHD) [E]
Subject: RE: SUPPORT pre-post comparison

Lisa:

Thanks for your email,

| would classify as

1) ‘retinal detachment’ either partial or complete retinal detachment {stage 4 or 5 ROP}
2) retinal ablation as ‘surgery’.

if you have any additional question please let me know.
Luc

tuc P. Brion, MD

Professor of Pediatrics

Director, Fellowship Training Program in Neonatal-Perinatal Medicine
University of Texas Southwestern Medical School Program

The University of Texas Southwestern Medica! Center at Dallas

5323 Harry Hines Boulevard, STOP 9063

Dallas, TX 75390-9063

Office: (214) 648-3903

Fax: (214) 648-2481

++++++CONFIDENTIALITY NOTICE++++++

All information inciuded in this Communication, including attachments, is strictly confidentiat and infended soiely for use by
the addressee(s) identified above, and may contain privileged, confidential, proprietary and/or trade secret information
entitled to protection and/or exempt from disclosure under applicable law. If you are not the intended recipient, please take
notice that any use, distribution, or copying of this Communication is unautherized and may be unlawful. If you have
received this Communication in error, please notify the sender and delete this Communication from your computer, Please
note that any views or opinions presented in this email are solely those of the author and do not necessarily represent those
of UT Southwestemn, Univeirsity of Texas Southwestern Medica)nl Center 5323 Harry Hines Blvd,, Dailas TX 75390

www utsouthivestern.edu ( bitp://www.utsouthwestern.edu/

From' Wrage, Lrsa Ann

Sent: Thursday, August 30, 2012 2:41 PM

To: Luc Brion; Das, Abhik

Cct dQﬂmieyﬁa@gmai.Lc_Qm; Gantz, Marig; Pablo Sanchez; Higgins, Rosemary (NIH/NICHD) [E]
Subject: RE: SUPPORT pre-post comparison

RE: severe ROP definition:

| believe so, | just need clarification as to:

1) for ‘retinal detachment” should | use partial or complete retinal detachment (stage 4 or 5 ROP)
*or* just complete retinaf detachment (stage 5 ROP}, and
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2) is it correct to classify retinal ablation as ‘surgery’.

Thank you for the short list of secondary outcomes, very helpful.
Lisa

From: Luc Brion iito: i
Sent: Thursday, August 30, 2012 3:36 PM
To: Das, Abhik: Wrage, Lisa Ann
gmail.com; Gantz, Marie; Pablo Sanchez; Higgins, Rosemary (NIH/NICHD) [E]
Subject: RE: SUPPORT pre-post comparison

Lisa and Abhik:
I lust spoke with Jackie:
Can we define severe ROP as in either eye ROP surgery, retinal detachment, or Avastin injection/anti-VEGF.

Primary outcomes;
a. The use of intubation in DR
b. Theincidence of composite of death or BPD at 36 weeks {0, requirement at 36 weeks of
postmenstrual age).
¢. Theincidence of compaosite of severe ROP or death befare discharge

Here is the subset of most important secondary outcome variables:
*  BPD (defined by oxygen requirement at 36 weeks)
*  Mortality rate before discharge
* Severe ROP
¢  Surfactant administration
*  Pneumothorax
*  Pulmonary hemorrhage
*  Use of postnatal steroids for BPD
®  Duration of ventilation among survivors;
®  Duration of oxygen supplementation among survivors
® Severeintraventricular hemorrhage (grade il or Iv)
*  Necrotizing enterocolitis (stage 2 or greater)
*  Length of stay

Luc P. Brion, MD

Professor of Pediatrics

Director, Fellowship Training Pragram in Neonatal-Perinatal Medicine
University of Texas Southwestern Medical School Program

The University of Texas Southwestern Medical Center at Dallas

5323 Harry Hines Boulevard, STOP 9063

Dallas, TX 75390-9063

Office: (214) 648-3903

Fax: {214} 648-2481

luc.brion@utsouthwesterm.edy

++++++CONFIDENTIALITY NOTICE++++++
All information included in this Communication, including attachments, Is strictly confidential and intended solely for use by

4-10163
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the addressee(s) identified above, and may contain priviteged, conficential, proprietary and/or trade secret information
entitled to protection and/ar exempt from disclosure under applicable law. If you are not the intended recipient, please take
notice that any use, distribution, or copying of this Communication is unautharized and may be unlawful, If you have
received this Communication in error, please notify the sender and delete this Communication from your computer. Piease
note that any views or opinions presented in this email are solely those of the author and do not necessarily represent those
of UT Southwestern. University of Texas Southwestern Medical Center 5323 Harry Hines Bivd., Dallas TX 75390

{ http://vwww.utsouthwestern.edu/ )

F_l‘;:ll'l'l.' bas, Abhlk[m ﬁi|£Q. :adas@rti.org)
Sent: Thursday, August 30, 2012 2:22 PM
To: W is3

Luc:

Perhaps you can also weigh in on the questions raised by Lisa and Jackie can chime in later as her
communications improve? The main issue to settle at first seems to be creating consistent ROP
definitions across time period because of changes to the GDB forms over time.

Thanks

Abhik

From: Wrage, LisaAnn
Sent: Thursday, August 30, 2012 3:19 PM

To: | !

¢[00 legmail.com; Das, Abhik; Gantz, Marie
Subject: RE: SUPPORT pre-post comparison

Ok — thanks for the info. | will hold off temporarily as | don’t think that will be too efficient. There
are some other things I can do while | am waiting on her reply to my guestions. I'm not sure where
she is, but it sounds like she’s been dealing with Isaac or another similarly bad storm. | will hope for
the best for her that her power/internet service comes back soon!

Lisa

l-:rom Luc BribF_ i
Sent: Thursday, August 30, 2012 3:03 PM
To: Wrage, Lisa Ann

Cc:

Lisa:

FYl, the best way to reach Jackie at this point is texting her on her cell phone,
Her internet access is limited because of a prior storm in the area.

Luc

Luc P. Bricn, MD

Professor of Pediatrics

Director, Fellowship Training Program in Neonatai-Perinatat Medicine
Unéversity of Texas Seuthwestern Medical School Program

The University of Texas Southwestern Medical Center at Dallas

5323 Harry Hines Boulevard, STOP 9063
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Dallas, TX 75390-9063
Office: (214) 648-3903
Fax: (214) 648-2431

++++++CONFIDENTIALITY NOTICE++++++
All information induded in this Communication, including attachments, is strictly confidential and intended solely for use by
the addressee(s) identified above, and may contain privileged, confidential, proprietary and/or trade secret information
entitted to protection and/or exempt from disciosure under applicabte law. If you are not the intended recipient, please take
notice that any use, distribution, or copying of this Communication is unauthorized and may be unlawfui. If you have
received this Communication in error, please notify the sender 2nd deiete this Communication from your computer. Please
note that any views or opinions presented in this emait are solely those of the author and do not necessarily represent those
of UT Southwestermn. University of Texas Southwestern Medical Center 5323 Harry Hines Bivd., Dallas TX 75390
wwwutsouthwestern.edu { hitpl//www.utsouthwestern,eduf )

From: Wrage, Lisa Ann [

Sent: Thursday, August 30, 2012 1:32 PM
To: Luc Bricn

Subject: RE: SUPPORT pre-post comparison

Thanks!

Frorn- Luc Brion
Sent; Thursday, August 30, 2012 2:30 PM

To: Wrage, Lisa Ann
Cc: Higgins, Rosemary (NIH/NICHD) [E); Gantz, Marie; [2)©) @gmail.com; Das, Abhik; Pablo
Sanchez

Subject: RE: SUPPORT pre-post comparison

Lisa:

As you requested, | attach the abstract and the PowerPoint presentation from Jackie's PAS
presentation in 2012.

Best regards,

tuc

Luc P. Brion, MD

Professor of Pediatrics

Director, Felfowship Training Program i Neonatal-Perinatal Medicine
University of Texas Southwestern Medical Schoo! Program

The University of Texas Southwestern Medical Center at Dailas

5323 Harry Hines Boulevard, STOP 9063

Dalfas, TX 75390-9063

Office: (214) 648-3903

Fax: (214} 648-2481

++++++CONFIDENTIALITY NOTICE+++ +++

Alt information included in this Coemmunication, including attachments, is strictiy confidential and intended sciely for use by
the addressee(s) identified abave, and may contain privileged, confidential, proprietary and/or trade secret informaticn
entitled to protection andfor exempt from disclosure under applicable law. If you are not the intended recipient, please take
notice that any use, distribution, or copying of this Communication is unautherized and may be unlawful. If you have
received this Communication in error, please notify the sender and delete this Communication from your computer. Please
note that any views or opinions presented in this email are sofely those of the author and do not necessarily represent those
of UT Southwestemn. University of Texas Southwestarn Medice.;l Center 5323 Harry Hines Blvd., Dallas TX 75390

www utsouthwestern.edu { http://www.utsguthwestern .edyf

From' Wrage, Llsa Ann
Sent: Thursday, August 30, 2012 1:20 PM
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To: Luc Brion

Cc: Higgins, Rosemary (NIH/NICHD) [E]; Gantz, Marie;
Sanchez

Subject: RE: SUPPORT pre-post comparison

—]

2 agmail.com; Das, Abhik; Pablo

Absolutely, thanks for the reply.
Lisa

From: Luc Brion ilto:

Sent: Thursday, August 30, 2012 2:19 PM

To: Wrage, Lisa Ann

Cc: Higgins, Rosemary (NIH/NICHD) [E]; Gantz, Marie;
Sanchez

Subject: RE: SUPPORT pre-post comparison

==

b)(6) mai ; Das, Abhik; Pablo

Lisa;

Thanks a lot for your help in running the statistics for this PAS abstract.

| just spoke with Jackie on the phaone.

Could you please include me in your emails on this abstract, since | am the Pl on this study.
Thanks a lot and best regards,

Luc

tuc P, Brion, MD

Professor of Pediatrics :

Director, Feliowship Fraining Program in Neonatal-Perinatal Medicine
University of Texas Southwesterm Medical Schos! Program

The University of Texas Southwestern Medical Center at Dallas

5323 Harry Hines Boulevard, STOP 9063

Dallas, TX 75390-9063

Office: (214) 648-3903

Fax: (214) 648-2481

++++++CONFIDENTIALITY NOTICE++++++
All information included in this Communication, including attachments, is strictly confidential and intended solely for use by
the addressee(s} identified above, and may contain privileged, canfidential, proprietary and/or trade secret information
entitied to protection and/or exempt from disclosure under applicable law. 1f you are not the intended recipient, please take
notice that any use, distribution, ar copying of this Communication is unauthorized and may be unfawful. If you have
received this Communication in error, please notify the sender and delete this Communication from your computer. Please
note that any views or opinions presented in this emait are sofely those of the author and do not necessarily represent those
of UT Southwestern. University of Texas Southwestern Medical Center 5322 Hany Hines Bhvd., Dallas TX 75390

bttp:/fwww utsouthwestern.edu/ )

(

From: Pablo Sanchez
Sent: Thursday, August 30, 2012 1:03 PM

To: Das, Abhik

Cc: Higains, Rosemary (NIH/NICHD) [E); Gantz, Marie; Wrage, Lisa Ann; Luc Brion;

about this--thanks--pablo

From: Das, Abhik [adas@rti.org]
Sent: Thursday, August 30, 2012 12:45 PM
To: Pablo Sanchez
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Cc: Higgins, Rosemary (NIH/NICHD) [E]; Gantz, Marie; Wrage, Lisa Ann
Subject: RE: SUPPORT pre-post comparison

Pablo:

We don’'t seem to have the right email address for Jackie. Can you please add her to this email
chain?

Thanks a lot

Abhik

From: Das, Abhik

Sent: Thursday, August 30, 2012 1:44 PM

To: Wrage, Lisa Ann; 'JACLYN LEVAN'

Ce: 'Pablo.Sanchez@UTSouthwestern.edu'; "Higgins, Rosemary (NIH/NICHD) [E]'; Gantz, Marie
Subject: RE: SUPPORT pre-post comparison

Jackie and Pablo;

As Lisa alludes, we have a tight PAS timeline {this is not the only analysis for PAS that she or any
other RT1 statistician is involved in} and this is a complicated analysis. So, please let us know if you
receive this email and engage with Lisa on her questions so that we can move this forward.

Thanks

Abhik

Sent: Thursday, August 30, 2012 1:39 PM

To: Das, Abhik; 'JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTSouthwestern.edu'; 'Higgins, Rosemary (NIH/NICHD) [E]'
Subject: RE: SUPPORT pra-post comparison

Hi fackie,
I've tried to send an introductory email a few times, for some reason it has been bounced back to me as undeliverable to your
email address. This time | am just replying to all to see if that, for some reason, makes a difference.

I'have had a chance to read over your outline and | have started looking at the data that we will need for the analysis. {have a
question about one of your primary outcomes: severe ROFP or death, Specifically | want to make sure that 1 am using the
data avaifable for the pre-SUPPORT and post-SUPPORT groups to define severe ROP as you want it defined (retinal
detachment or ROP surgery). It looks like for the pre-SUPPORT group | will have information as to highest stage of ROP
reached in either eye (and stage 4 or 5 = partial or complete retinal detachment) and | have information on whather retinal
ablation or surgery was performed in either eye {do you consider retinal ablation’ to be ‘surgery” for your definition of severe
ROFP?).  For the post-SUPPORT graup | wift have whether or not sevare ROP was determined in either eye (with severe ROP
defined as ROP surgery, retinal detachment, or Avastin injection/anti-VEGF), will this be sufficient to use for this group?

Otherwise for this group | will have whether or not they had retinal ablation, surgery, or other therapies, but | won't have
specifics on if they had stage 4 or 5 ROP,

Also, due to tight timelines for the abstracts we generally do a subset of the requested analyses —if you could prioritize or
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otherwise let me know what specifically would be crucial for the abstract that would be helpful. And 1 see that you have
already done some sirmilar analyses for a single center, it could potentially be helpful to me me to see those abstracts as well,
if you could share,

Iam iooking forward to continuing to wark on this with you. Feel free to contact me with any questions you may have.
Thank you,
Lisa

Lisa Wrage, MPH
Research Statistician
Statistics & Epidemiology
RTI International

wrage@rti.org
919-220-2653

me.: 6;5, Abh|k e e
Sent: Tuesday, August 28, 2012 2:26 PM
To: JACLYN LEVAN

Cc: Wrage, Lisa Ann; Pablo.Sanchez@UTSouthwestern,edu; Higgins, Rosemary (NIH/NICHD) [E]

Subject: SUPPORT pre-post comparison
Hello Jackie:

[ am assigning Lisa Wrage from RT as the statistician for this study. Please work with her on the
analysis.

Thanks

Abhik

Abhik Das, Ph.p.

Senior Research Statistician

RTI International

6110 Executive Blvd., Suite 902
Rockville, MD 20852-3903
e-mail: i

Phone; 301-770-8214

Fax: 301-230-4646

UT Southwestern Medical Center
The future of medicine, today.
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From: Luc Brien

To: Wrage, Lisa Ann

Ce: Higgins, Resemary (NIH/NICHD} [E]; Ganiz, Marie;
Subject: RE: SUPPORT pre-post comparison

Date: Thursday, August 30, 2012 2:31:23 PM

Attachments: PAS Presentation rev 042812, oot

- I; j5si

Lisa:

As you requested, | attach the abstract and the PowerPoint presentation from Jackie’s PAS
presentation in 2012.

Best regards,

Lug

Luc P. Brion, MD
Professor of Pediatrics

Director, Fellowship Training Program in Neonatal-Perinatal Medicine
University of Texas Southwestern Medical School Program

The University of Texas Southwesterr: Medical Center at Dallas

5323 Harry Hines Boulevard, STOP 9063

Dallas, TX 75350-5063

Office: (214) 648-3903 |

Fax: {214) £48-2431

++++++CONFIDENTIALITY NOTICE++++++
All information included in this Communication, including attachments, is strictly confidential and intended solely for use by
the addressee(s) identified above, and may contain privileged, confidential, proprietary and/for trade secret information
entitled to protection and/or exempt from disclosure under applicable law. If you are nat the intended recipient, please take
notice that any use, distribution, or copying of this Communication is unauthorized and may be unlawful. If you have
received this Communication in ervor, please notify the sender and delete this Communication from your computer, Please
note that any views or opinions prasented in this emait are sofely those of the author and do not necessarily represent those
of UT Southwestern, Unive(rsity of Texas Southwestern Medica)! Center 5323 Harry Hines Bivd., Dallas TX 75390
www.utsouthwestern.edu ( hitp://www.utsouthwestern.edu/

From: Wrage, Lisa Ann [mailto:wrage@rtiorg]
Sent: Thursday, August 30, 2012 1:20 PM

To: Luc Brion

Cc: Higains, Rosemary (NIH/NICHD) [E]; Gantz, Marig; [©)©) dgmail.com; Das, Abhik; Pablo
Sanchez

Subject: RE: SUPPORT pre-post comparison

Absolutely, thanks for the reply.
Lisa

F;om: Luc Brion o

Sent: Thursday, August 30, 2012 2:19 PM

To: Wrage, Lisa Ann

Cc: Higgins, Rosemary (NIH/NICHD) [E]; Gantz, Marie; [(0)(6) Bamail.com; Das, Abhik; Pablo
Sanchez

Subject: RE: SUPPORT pre-post comparison

Lisa;

Thanks a lot for your help in running the statistics for this PAS abstract,

| just spoke with jackie on the phone.

Could you please include me in your emails on this abstract, since | am the Pl on this study,
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Thanks a fot and best regards,
Luc

Luc P. Brion, MD

Professor of Pediatrics

Director, Fellowship Training Program in Neonatal-Perinatal Medicine
University of Texas Southwestern Medical Schoeol Program

The University of Texas Southwestern Medical Center at Dalias

5323 Harry Hines Boulevard, STOP 9063

Dallas, TX 75390-9063

Offica: (214) 648-3903

Fax: (214) 648-2481

++4++4++CONFIDENTIALITY NOTICE+ +++++

All information inciuded in this Communication, including attachments, is strictly confidential and intended solely for use by
the addressee(s) identified above, and may contain privileged, confidential, proprietasy and/or frade secret information
entitled to protection and/or exemat from disciosure under applicable law. ¥ you are not the intended redipient, please take
notice that any use, distribution, or copying of this Communication is unauthorized and may be unlawful. If you have
received this Communication in error, please notify the sender and delete this Communication from your computer, Please
note that any views or opinions presented in this email are sclely those of the author and do nof necessarily represent those
of UT Southwestern. University of Texas Southwestern Medical Center 5323 Harry Hines Blvd., Dallas TX 75390
www.utsouthwestern.edu { http.//wwwatsouthwestern.edu/ )

From: Pablo Sanchez

Sent: Thursday, August 30, 2012 1:03 PM

To: Das, Abhik

Cc: Higgins, Rosemary {NIH/NICHD) [E]; Gantz, Marie; Wrage, Lisa Ann; Luc Brion;

b)(8)

(
Abhik: her e-mail is|®)©) @gmail.com and her cell i -1 will speak with luc

about this--thanks--pablo

From: Das, Abhik [adas@rti.org]

Sent: Thursday, August 30, 2012 12:45 PM

To: Pablo Sanchez

Cc: Higgins, Rosermary (NIH/NICHD) [E]; Gantz, Marie; Wrage, Lisa Ann
Subject: RE: SUPPORT pre-post comparison '

Pablo:

We don’t seem to have the right email address for Jackie. Can you piease add her to this email
chain?

Thanks a lot

Sent: Thursday, August 30, 2012 1:44 PM

To: Wrage, Lisa Ann; 'JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTScuthwestern.edu’; 'Higgins, Rosemary (NIH/NICHD} [E]'; Gantz, Marie
Subject: RE: SUPPORT pre-post comparison
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Jackie and Pablo:

As Lisa alludes, we have a tight PAS timeline {this is not the only analysis for PAS that she or any
other RTI statistician is involved in} and this is a complicated analysis. So, please let us know if you
receive this email and engage with Lisa on her questions so that we can move this forward.

Thanks

Abhik

From: Wrage, Lisa Ann

Sent: Thursday, August 30, 2012 1:39 PM
To: Das, Abhik; "JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTSouthwestern.edu'; 'Higgins, Rosemary (NIH/NICHD) [E]’
Subject: RE: SUPPORT pre-post comparison

HiJackie,
Fve tried to send an introductory emait a few times, for some reason it has been bounced back to me as undeliverable to your
email address. This time | am just replying to all to see if that, for some reason, makes a difference.

I'have had a chance to read over your outline and | have started looking at the data that we will need for the analysis. | have a
question about one of your primary outcomas: severe ROP or death. Specifically f want to make sure that | am using the
data available for the pre-SUPPORT and post-SUPPORT groups to define severe ROP as you want it defined (retinal
detachment or ROP surgery). It looks like for the pre-SUPPORT group | will have information as to highest stage of ROP
reached in either eve (and stage 4 or 5 = partial or complete retinal detachment) and 1 have information on whether retinal
ablation or surgery was performed in either eve {do you consider ‘retinal ablation’ to be ‘surgery’ for your definition of severe
ROP?). For the post-SUPPORT group | will have whether or not severe ROP was determined in ether eye {with severe ROP
defined as ROP surgery, retinal detachment, or Avastin injection/anti-VEGF), will this be sufficient to use for this group?

Otherwise for this group | will have whether or not they had retinal ablation, surgery, or other therapies, but | won't have
specifics on if they had stage 4 or 5 ROP.

Also, due to tight timelines for the abstracts we generally do a subset of the requested analyses — if you could prioritize or
otherwise let me know what specifically would be cruciat for the abstract that would be helpfut. And | see that you have
already done some similar analyses for a single center, it could potentially be helpful to me me to see those abstracts as well,
if you could share.

I am logking forward to continuing to work on this with you. Feel free to contact me with any questions you may have.
Thank you,
Lisa

Lisa Wrage, MPH
Research Statistician
Statistics & Epidemiclogy
RTI Internationa!
wrage @t org
919-220-2653

Sent: Tuesday, August 28, 2012 2:26 PM
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To: JACLYN LEVAN

Cc: Wrage, Lisa Ann; Pablo.Sanchez@UTSouthwestern.edu; Higgins, Rosemary (NIH/NICH D) [E]

Subject: SUPPORT pre-post comparison

Helio Jackie:

I am assigning Lisa Wrage from RTl as the statistician for this study. Please work with her on the
analysis,

Thanks

Abhik

Abhik Das, Ph.D.

Senior Research Statistician

RTI International

6110 Executive Blvd., Suite 902
Rocekville, MDD 20852-3903
e-mail: arti

Phone: 301-770-8214

Fax: 301-230-4646

UT Southwestern Medical Center
The future of medicine, today.
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Impact of Initiating
the NICHD SUPPORT Trial
on Management and Outcomes of
Gestational Age-Matched
Non-Participants
Jaclyn LeVan, DO, Myra Wyckoff, MD,
Mambarath Jaleel, MD, Pablo Sinchez, MD,

Chul Ahn, PhD, Jeannette Burchfield, RNC,
Lucy Christie, RNC, and Luc Brion, MD

University of Texas Southwestern at Dallas, TX
Division of Neonatal-Perinatal Medicine
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Background

Patients enrolled in randomized trials may
have different outcomes compared with
non-participants. This can result from:

* Bias

* Trial Effect:
* Placebo effect
 Hawthorne effect
* Treatment effect

* Protocol effect
e Care effect.
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The NICHD Neonatal Research
Network SUPPORT Trial

* Infants < 28 wks gestational age (GA)
randomized to

* High or low target oxygen saturation
range: blinded

* Intubation and surfactanf or Continuous
Positive Airway Pressure (CPAP) 5 cm
H,O0 initiated in delivery room: un-blinded

* Rich et al showed evidence for bias but not
for trial effect.
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Does Initiation of a Randomized Trial
Affect Care of Non-Participants?

 To our knowledge no study has assessed
whether observation of short term un-blinded
outcomes in a randomized trial affects patient
care in non-enrolled patients. |

* This study was designed to assess whether
initiation of the SUPPORT trial affected delivery
room (DR) management in non-enrolled patients
in the absence of any changes in standard of
care or initiation of new protocol.
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Primary Hypothesis

Initiation of the SUPPORT Trial will result in
a 33% relative risk reduction in delivery
room intubation rate among non-

participants at Parkland Hospital

* In eligible, non-enrolled 24-2757 week GA
infants

* In non-eligible 28-34%7 weeks GA infants.
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Design/Methods

* Retrospective before-and-after cohort study
* Inclusion criteria
* Inborn infants <35 weeks born
* 01/2003-06/2005 (Before SUPPORT)
* 07/2005-02/2009 (During SUPPORT)
« 03/2009-06/2010 (After SUPPORT)
« EXxclusion criteria
* Infants in SUPPORT trial
* Infants who received comfort care
* Major congenital anomalies
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Primary Outcome

* Frequency of intubation in delivery
room (DR) adjusted for baseline
variables.

* Variables were selected based on
published data and data from our own
unit.
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Statlstlcs

« Sample size (power 80%, alpha 0.05):

o 24-27 wk: 97 patients per epoch to detect a
reduction in intubation from 60% to 40%

« 28-34 wk: 1100 patients to detect a
reduction in intubation from 10 to 6.7%

 Primary outcome:
« Stepwise logistic regression
« Secondary outcomes:
« ANOVA and Scheffe
 Chi-square (Fisher exact test; Bonferroni)
« Significant p value indicated as *
« Serial time analysis: 15-month subepochs
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Results for 24-27 %7 Week Infants

EPOCH 1 2 3 P
N=161 | N=135 | N=76

Intubation in DR 136 (85) |82 (61)* 46 (61)* | <0.001
CPAP in DR 48 (30) |76 (56)* |48 (63)* | <0.001
Intubation in NICU 7(4) (15(11) [10(13)**| 0.033
< 4 hrs of age

Total Intubation 141 (88) |97 (72)* |56 (73)** | 0.002
Surfactant 121 (75) {80 (59)** | 50 (66) 0.001
Pneumothorax 11(7) (13 (10) (14 (18)**| 0.022

*p <0.001, ** p <0.025 vs. Epoch 1
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Results for 24-27 97 Week Infants

EPOCH 1 2 3 P
N=161 | N=135 | N=76

Intubation in DR | 136 (85) |82 (61)* |46 (61)* | <0.001

CPAP in DR 48 (30) |76 (56)* |48 (63)* | <0.001

Intubation in NICU 7(4) (15(11) [10(13)**| 0.033
< 4 hrs of age

Total Intubation | 141 (88) |97 (72)* |56 (73)**| 0.002

Surfactant 121 (75) |80 (59)** | 50 (66) 0.001

Pneumothorax 11(7) [13(10) |14 (18)** | 0.022

*p <0.001, ** p < 0.025 vs. Epoch 1

1111111




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

DR Intubation Rate Significantly Decreased
over Time in 24-27 %7 Week Infants

* p <0.0125 vs. Epoch 1 (Fisher Exact Test)

Percentage

e
T

Before SUPPORT During SUPPORT _ After SUPPORT
15-Month Subepochs
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Baseline Characteristics
28-34 %7 Week Infants
EPOCH 1 2 3
N=951 | N=1657 N=549 |
GA (weeks) 32.1+1.8 32.2+1.8 32.4+1.8*
Birth weight (gm) | 1824+468 | 1904+486** | 1932+472**
Large for GA 103 (11) | 239 (14) 64 (12)
Small for GA 101 (11) 139 (8) 49 (9)
Gender (Female) 422 (46) 716 (44) 247 (46)
Multiple Birth 182 (19) | 333(20) 122 (22)

*P=0.003 vs. Epoch 1; ** p <0.001 vs. Epoch 1
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Results for 28-34 ¢7 Week Infants

EPOCH 1 2 3 P
N=951 | N=1657 | N=549
— ————
Intubationin DR | 177 (19) | 162 (10)*| 47 (9)* | <0.001
CPAP in DR 314 (33) | 588 (36) | 194 (35) 0.41
Intubation in 43 (5) 82 (5) 28 (5) 0.84
NICU <4 hrs
Total Intubation | 220 (23) | 242 (15)* | 75 (14)* | <0.001
Surfactant 105 (11) | 131 (8)** | 50 (9) <0.001
Pneumothorax 29 (3) 40 (2) 12 (2) 0.33

*P<0.001, *™ p <0.025 vs. Epoch 1
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DR Intubation Rate Slgnlflcantly Decreased
over Time in 28-34 7 Week Infants

Percentage

Before SUPPORT During SUPPORT ___ After SUPPORT

15-Month Subepochs
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StepW|se Loglstlc Regressmn
Assessing Factors Associated with
DR Intubation Among All Infants

P value OR Cl

Epoch 2 vs. Epoch 1 <0.001 0.36 (0.28, 0.47)
Epoch 3 vs. Epoch 1 <0.001 0.31 (0.21, 0.45)
Birth Weight Z score 0.003 0.85 (0.77, 0.95)
GA (per week) <0.001 0.64 (0.61, 0.67)
Gestational 0.001 0.60 (0.45, 0.80)
Hypertension

Abruption 0.017 2.20 (1.15, 4.22)
Bag-mask ventilation | <0.001 9.33 (6.98, 12.49)
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Summary

* Initiation of the SUPPORT trial at Parkland
Hospital was associated with
 Reduction in the rates of
DR intubation and

* Intubation within 4 hours of life
in preterm infants < 35 weeks

* Increase in the use of CPAP in the DR in
infants < 28 weeks.

* These changes persisted after the end of
recruitment to the SUPPORT trial.
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Conclusion

* The decrease in DR intubation in non-enrolled
patients happened despite the absence of

* A change in standard of care
* Initiation of a new protocol
* Any previously described trial effect.

* Our data suggest that observation of short
term un-blinded outcomes in a randomized

trial may affect patient care in non-enrolled
patients.

* This could be a new type of trial effect.
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SUPPORT Trlal
Intubation vs. CPAP

* Primary Outcome:

* No significant difference in rates of the
composite primary outcome of death or BPD.

» Secondary Outcomes in CPAP group:

 More infants alive and off mechanical
ventilation by day 7

* Fewer days of ventilation
 Less frequent use of postnatal steroids for BPD
* No change in the frequency of pneumothorax
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SUPPORT Trlal
Participants vs. Non-Participants

* Rich, et al. Pediatrics 2010, 2012.

* Higher antenatal consultation
* Higher proportion of antenatal steroids

 Significantly lower rates of death, severe
IVH/PVL, and BPD in univariate comparison but
not after taking baseline variables into account

Enroliment bias from consent
* No evidence for trial effect
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SUPPORT vs. NON-SUPPORT at Parkland

SUPPORT |[NON-SUPPORT | P Value
N=69 N= 135
GA 25.5%0.96 259*+1.1 0.007
Birth Weight 864.7 £164.5 | 905.5%+238.4 0.16
Gender (Male) 39 % 47% 0.78
Small for GA 1.4% 10.6% 0.02
Ethnicity 0.09
Hispanic 76% 58%
Non-Hispanic 24% 42%
PIH 18% 20% 0.75
Antenatal Steroids 65% 39% 0.001
Abruption 3% 8% 0.14
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Post-hoc AnaIyS|s of
Pneumothorax

* The majority of pneumothoraces occurred in
patients who were intubated in the delivery
room and received surfactant within the first
2 hours of life.

* The increase in frequency during the 3™
epoch was associated with high mean airway
pressure during weaning off high-frequency
oscillation.
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P th '
24 — 27 57 Week Infants

EPOCH 1 2 3

Number 7 10 10

DR intubation 6 9 8

Surfactant (n; median 6;73 8:68 10;68
time)

PIE

HFOV

1
On SIMV 6
0
1

LN N
= N~

CPAP
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P thor '
24 — 27 57 Week Infants

EPOCH 1 2 _ 3 P
Number 7(5%) 10(10%) 10(16%) 0.05
SIMV
MAP(cm) [74%*13]| 8.2%0.8 8.3%x0.6 0.38
HFOV
MAP (cm) None | 114209 | 14.2%+27 0.06
Amplitude None | 244%+15 | 22.0%3.7 0.22
FiO2 None [(0.96%+0.090.73+0.38| 0.22
AP:MAP<2 None 0 (0) 4 (80) 0.048
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Factors Associated with Pneumothorax
in Infants < 35 wk GA
(Excluding PDA ligation)

Pvalue | OR Ci
Epoch 3 vs. Epoch 1 | <0.001 3.70 (1.7, 7.9)

Epoch 2 vs. Epoch 1 0.21 1.62 (0.8,3.4)

GA (per week) 0.02 0.86 | (0.75, 0.98)

Not significant:
e Intubation in the DR

« CPAP in the DR
 Time of surfactant administration
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Very Low Blrth Welght Infants

EPOCH P
‘Number 419 | 578 | 180 15?
DR Intubation 57% | 36%* | 43%* | 41%* | <0.0001
Surfactant 48% | 37%* | 46% | 49% 0.001
First Surfactant * 0.003
16-30 min 1% 0.5% 0% 0%
31-60 min 36% 32% | 28% | 44%
61-120 min 51% | 48% 50% | 21%
>120 min 12% | 20% | 23% | 35%
Pneumothorax 4.3% | 6.2% |(10.6%*| 1.9% | 0.003

*p <0.005 vs. Epoch 1
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EPOCH 1
01/03-06/05

Timeline

EPOCH2 EPOCH3 EPOCH 4
07/05-02/09 03/09-06/10 01/11-03/12
(SUPPORT)

/

/ [ [/ >
6/05 / / T 1212909 / 4 / 5/1{11
Volume guarantee
with surfactant
administration
Neopuff DR CPAP if
GA < 32 wk
Caffeine
Amp:MAP ratio 2-3:1
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infants 24%7-27%7 weaks (wk) gestatiunal age {GA) to delivery room (DR} TPAF vs, intubation and sarky surfactant administration,
Praliminary data on short-term raspiratory outcomes chowed that DR intubation rate in non-participants decreased and DR CPAP rate
increased during Ehe first 2.5 years of trial recruttment at our mstitukion.

Objective: To compare rates of DR intubation in non-participants before, during and after SUPPORT trial

Deslgn/Mathods: The was a retrospective cohort study using our prospective neonatal databases. We included 2477.27%7 wh Ga
infants who were not enralied in the trial (Group 1) 30 those 28%7-34%7 wk (Group 2), born during 3 epochs [before (01,03-06/05),
during {07/05-02/09), and after SUPPORT trial {3/03-6/101]. In our center, surfactant is given for significant respiratory distress
syndroma (RDS) based on chest radlsgraph and 02 requiremeant.

Results: The freguency of DR intubation in both grouwps significantly decreased during epochs 2 & 2. In Group 1, the rates of early
NICU intubation {< 4 hrs of aga) and of pneumotharax increased in epoch 3; in multivariate analysis pnaumothorax was associatad with
epoch and with surfactant for RDS. The rate of death or BP0 (02 requirement at 28 days) was slgnificantly associated with need for
respiratory suppott (DR Intubation, DR CPAP, surfactant for RDS), with fow GA and low weight for GA, but not with @poch,

Group 1: 24 §/7+ 27 §/7 wk

IEpoch 1|Epoch AEpcch AP value

N 180 [230 g

DR, Intubation 7E%  155% o =0.000Y
[CR CPAP 7%  Jpi% |62% <0001
Surfactant oo |56% 4% j0.03
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Preumothorax 7% 10% fLB% [0.02
Ceath or BPD K24 W50 7% J0.26
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i 1g12 Ji755 [S8B
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reumathorax Yo 3% 2% jo.32
Caath or BRD B 2% 3% )44

Conclusiang; After mnitiation of the SUPPORT trial at our institution, thera was a significant decrease in the DR intwbatwon rate n
praterm infants not enrollad in the trial, without any change in the rate of death or BFD.
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From: Pablp Sanchez

To: Das, Abhik; Wrage, Lisa Agn; JACEHYN LEVAN

Cc: Higgins, Rosemary {NIH/NICHD} [E]; Gantz, Marie
Subject: RE: SUPPCRT pre-post comparison

Date: Thursday, August 30, 2012 1:51:00 PM

Hi Abik--Jackie was a fellow and left--1 will get her new email, but Ltuc is coordinating the study
and | will speak with him so we can move forward--thanks!-pablo

From: Das, Abhik [adas@rti.org]

Sent: Thursday, August 30, 2012 12:43 PM

To: Wrage, Lisa Ann; JACLYN LEVAN

Cc: Pablo Sanchez; Higgins, Rosemary (NIH/NICHD) [E]; Gantz, Marie
Subject: RE: SUPPORT pre-post comparison

tackie and Pablo:

As Lisa alludes, we have a tight PAS timeline (this is not the only analysis for PAS that she or any
other RTl statistician is involved in) and this is a complicated analysis. So, please let us know if you
recelve this email and engage with Lisa on her questions so that we can move this forward,

Thanks

Abhik

From: Wrage, Lisa Ann

Sent: Thursday, August 30, 2012 1:39 PM

To: Das, Abhik; "JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTSouthwestern.edu’; 'Higgins, Rosemary (NIH/NICHD) [E]'
Subject: RE: SUPPORT pre-post comparison

Hi Jackie,
I've tried to send an introductory email a few times, for some reason it has been bounced back to me as undeliverable to your
emal address. This time | am just replying to all to see if that, for some reason, makes a difference.

!t have had a chance to read over your outline and | have started looking at the data that we will need for the analysis. | have a
question about one of your primary outcomes: severa ROP or death. Specifically | want to make sure that | am using the
data available for the pre-SUPPORT and post-SUPPORT groups to define severe ROP as you want it defined (retinal
detachment or ROF surgery}. It [ooks like for the pre-SUPPORT growp i will have smformation as to highest stage of ROP
reached in either eye {and stage 4 or 5 = partiai or complete retinal detachment) and | have information on whether retinal
ablation or surgery was performed in either eyve (do you consider ‘retinal ablation’ to be ‘surgery’ for your definition of severe
ROP?).  For the post-SUPPORT group | will have whether or not severe ROP was determined in either eye {with severe ROP
defined as ROP surgery, retinal detachment, or Avastin injection/anti-VEGF}, will this be sufficient to use for this group?

Otherwise for this group [ will have whether or not they had retinal ablation, surgery, or other therapies, but | won't have
specifics on if they had stage 4 or 5 ROP.

Also, due to tight timalines for the abstracts we genarally do a subset of the requested anakyses — if you could prioritize or
otherwise tet me know what specifically would be crucial for the abstract that would be helpful. And | see that you have
already done some simifar analyses for a single center, it could potentially be helpful to me me to see those abstracts as well,
if you could share,
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I am looking forward to continuing to work on this with you. Feel free to contact me with any guestions you may have,
Thank you,
Lisa

Lisa Wrage, MPH
Research Statistician
Statistics & Epidemiology
RTi International

wrage@rij org
919-220-2653

Fm“; Da;,Abmk R — e e
Sent: Tuesday, August 28, 2012 2:26 PM
To: JACLYN LEVAN

Cc: Wrage, Lisa Ann; Pablo.Sanchez@UTSouthwestern.edu; Higgins, Rosemary (NIH/NICHD) [E]
Subject: SUPPORT pre-post comparison

Hello Jackie:

I'am assigning Lisa Wrage from RT) as the statistician for this study. Please work with her on the
analysis.

Thanks

Abhik

Abhik Das, Ph.D.

Senior Research Statistician

RTI International

6110 Executive Blvd., Suite 902
Rockville, MD 20852-3903
e-mail; i

Phone: 301-770-8214

Fax: 301-230-4646

UT Southwestern Medical Center
The future of medicine, today.
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From: Das, Abhik

To: Bablg Sanchez@UTSouthysestern ady

Cc: Higgins, Rosemary (NIH/NICHD' [F}; Gantz, Marie; Wrage. Lisa Ann
Subject: RE: SUPPORT pre-past comparison

Date: Thursday, August 30, 2012 1:45:47 PM

Importance: High

Pablo:

We don't seem to have the right email address for Jackie, Can you please add her to this email
chain?

Thanks a lot

Abhik

From: Das, Abhik

Sent: Thursday, August 30, 2012 1:44 PM

To: Wrage, Lisa Ann; 'JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTSouthwestern.edu’; "Higgins, Rosemary (NIH/NICHD) [E]'; Gantz, Marie
Subject: RE: SUPPORT pre-post comparison

Jackie and Pablo:

As Lisa alludes, we have a tight PAS timeline {this is not the only analysis for PAS that she or any
other RTt statistician is invoived in} and this is a complicated analysis. So, piease let us know if you
receive this email and engage with Lisa on her questions so that we can move this forward.

Thanks

Abhik

S$ent: Thursday, August 30, 2012 1:39 PM

To: Das, Abhik; 'JACLYN LEVAN'

Cc: 'Pablo.Sanchez@UTSouthwestern.edu’; 'Higgins, Rosemary (NIH/NICHD) [E]'
Subject: RE: SUPPORT pre-post comparison

Hi Jackie,
I've tried to send an introductory email 2 few times, for sorne reason it has been bounced back to me as undefiverable to your
emal address. This time | am just replying to all to see if that, for some reason, makes a difference.

I have had a chance to read over your outline and | have started looking at the data that we will need for the anaiysis. Thavea
question about one of your primary outcomes: severe ROP or death. Specifically | want to make sure that | am using the
data available for the pre-SUPPORT and post-SUPPORT groups to define severe ROP as you want it defined {retinal
detachment or ROP surgery). It looks like for the pre-SUPPORT group | will have information as to highest stage of ROP
reached in either eye (and stage 4 or 5 = partial or complete retinal detachment) and | have information on whether ratinal
ablation or surgery was performed in either eye (do you consider ‘retinal ablation’ 1o be "surgery’ for your definition of severe
ROFP?). For the post-SUPPORT group P will have whether or not severe ROP was determined in either eye {with severe ROP
defined as ROP surgery, retinal detachment, or Avastin injection/anti-VEGF), will this be sufficient to use for this group?
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Otherwise for this group | wili have whether or not they had retinal ablation, surgery, or other therapies, but { won't have
specifics on if they had stage 4 or S ROP.

Also, due to tight thmelines for the abstracts we generally do a subset of the requested analyses —if you could prioritize or
otherwise let me know what specifically would be crucial for the abstract that would be helpful. And | see that you have
already done some similar analyses for a single center, it could potentially be helpfu! to me me to see those abstracts as well,
if you could share,

I am iogking forward to continuing to work on this with you. Feel free to contact me with any questions you may have.
Thank you,
Lisa

Lisa Wrage, MPH
Research Statistician
Statistics & Epidemiology
RTl International
wrage@rti.org
918-220-2653

F_mm E;;s, Abh|k o el e .
Sent: Tuesday, August 28, 2012 2:26 PM
Tot JACLYN LEVAN

Cc: Wrage, Lisa Ann; Pablo.Sanchez@UTSouthwestern.edu; Higgins, Rosemary (NIH/NICHD) [E]
Subject: SUPPORT pre-post comparison

Hello Jackie:

I am assigning Lisa Wrage from RTI as the statistician for this study. Please work with her on the
analysis,

Thanks

Abhik

Abhik Das, Ph.D.

Senior Research Statistician

RTI International

6110 Executive Blvd., Suite 902
Rockville, MD 20852-3903
e-mail: arti

Phone: 301-770-8214

Fax: 301-230-4646
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From: Das, Abhik

To; JACLYN LEVAN

Ce: Wrage, |isa Ann; Pablo. Sanchez@UTSouthwestern.edy; Higgins, Rosemary (NIH/NICHD) (E]
Subject: SUPPORT pre-post comparisor

Date: Tuesday, August 28, 2012 2:27:13 PM

Attachments: Revised Jackie LeVan Protocol 32-22-11 rev.docx

Hello Jackie:

I am assigning Lisa Wrage from RT) as the statistician for this study. Please work with her on the
analysis,

Thanks

Abhik

Abhik Das, Ph.D.

Senior Research Statistician

RTI International

6110 Executive Blvd., Suite 902
Rockville, MD 20852-3903
e-mail: adas@rti.org

Phone: 301-770-8214

Fax: 301-230-4646
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From: Das, Abhik

To: }

Subject; pre and post SUPPORT

Date: Tuesday, August 28, 2012 2:19:18 PM
Rose:

Do you have Jackie’s latest submission?
Thanks

Abhik

Abhik Das, Ph.D.

Senior Research Statistician
RTI International

6110 Executive Blvd., Suite 902
Rockville, MD 20852-3503

e-mail: adas@rtl.org

Phone: 301-770-8214
Fax; 301-230-4646
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From: Myilam Peraita, M.D,

To: ZYaucher, Yvonne"; Das, Abhik; Waily Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD [E}; Finer,
Heil; wacario@uab.edy

Cc: Archer, Stephanje (NIH/NICHD) {E]

Subject: RE: New England Journal of Medicine 12-08506

Date: Friday, August 24, 2012 6:57:08 PM

Attachments: Al Tables 1 2.3 Appendices A B |3

Hi Yvonne | added some information to table 3 regarding blindness in at least one eye and | added a
table in the Appendix with reasons for the eye surgery. Let me know what do you think. | will try to add a
comment regarding this in the paper but will try to limit as much as possible over the weekend and send
it to you by Monday thanks.

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edu]

Sent: Friday, August 24, 2012 2:57 PM

To: Das, Abhik; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

The editor addressed many of the reviewer’s questions in their comments and rewrites which |
either OK'd or commented on additionally. [ will write the point by point letter with the
resubmission.

Editors comments: each addressed in adjacent comments included in revised version included in
previous email,

Reviewer 1

Rewritten by the editor
Rewritten per editer’s suggestion
< 20/200. Correct as is

Done

Myriam's input needed

Will do when reformatting tables

SLEE GRS o

7.
Reviewer 2: {The page numbers in m y draft may be different and the reviewers guestions were
somewhat unclear )
P 6. | will check with Wade about when FUP consent was obtained. Wade is out today.
p.6 Use of later SES variable is not available in the neonatal period: Marie’s input needed
p.6. Explanation of components of NDi needed as not ali readers will be familiar with the
assessment. Unchanged by the editor { If this is what the reviewer is referring to)
p.7 lsthis question in reference to the multiple imputation analyses? Marie’s input needed
p.10 We can add this to the figure or to the tables {easier to add to the tables)
8. p.11 Myriam’s input needed

Statistical reviewer 1:
Multiple testing issuediscussed at length by Abhik/Marie and the group. Sentence eliminated
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re number of significant p values and Wally's sentence advising caution in interpretation added in
discussion. Marie’s input needed

Again: Please read for what can be shortened by about 100 words.

Yvonne

Sent: Friday, August 24, 2012 8:01 AM

To: Vaucher, Yvonne; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu; Myriam Peralta, M.D.

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Yyonne:

Don't you need a point by point response to the reviewers in a cover letter? | did not see that in
these attachments.

Thanks

Abhik

From: Vaucher, Yvonne [mailto:yvaucher@ucsd.edy]

Sent: Thursday, August 23, 2012 5:44 PM

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

| have attached 1)NEJM Editor letter with reviewer comments, 2} Original NEJM edited manuscript
3) NEIM edited manuscript with my responses to the editor and reviewers 4) Tables in paper and
appendix separately as they are in Jandscape format 5)Consort diagram

-Title Word/space count (70} is now < 75 but still open to suggestions about wording. | do think
“neurodevelopmental” should be included in the title rather than just “outcome” as the latter is too
general

-Authors are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count {2807} now exceeads 2700 word limit.

-Most of the edits were OK.

-1 have highlighted text changes which | have made in response to the editor/reviewers and left
comments in place
-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on
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same page in portrait layout. We are working on this.
-Tables need to a major reformat to portrait rather than landscape (1 am working on this)
-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700
maximum word count. We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 11.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6
concerning SES variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation
methodology?

| would like to resubmit the paper by September 6,
[ will be OOT hiking in the high sierras breathing rarified air, and thus out of email contact, until
September 379,

Yvonne

Yvonne E. Vaucher, M.D., MP H.
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele: 619-543-3759
FAX. 619-543-3812
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From: Einer, Neil

To: Yaucher, Yvonne; Das, Abhik; Wally Caro, M.D.; Gantz, Marie; Higains, Rosemary (NIH/NICHD) [E];
watado®uab.edy; Myriam Peralta, M.D.

Ce: Archer, Stephanie (NIH/MICHD} [E]

Subject: RE: New England Joumal of Medicine 12-08506

Date: Friday, August 24, 2012 4:12:04 PM

Great

Let’'s wait for Maries edits

Neil

From: Vaucher, Yvonne

Sent: Friday, August 24, 2012 12:57 PM

To: Das, Abhik; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlc@uab.edu; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

The editor addressed many of the reviewer’s questions in their comments and rewrites which |
either OK'd or commented on additionalty, | will write the point by point letter with the
resubmission.

Editors comments: each addressed in adjacent comments included in revised version included in
previous email.

Reviewer 1
1. Rewritten by the editor

2. Rewritten per editor’s suggestion
3. < 20/200. Correct as is

4. Done

5.  Myriam’s input needed

6. Will do when reformatting tables
7.

Reviewer 2: (The page numbers in m y draft may be different and the reviewers questions were

somewhat unclear )
P 6. | will check with Wade about when FUP consent was obtained. Wade is out today.
p.6 Use of later SES variable is not available in the neonatal period: Marie’s input needed
p.6. Explanation of components of NDI needed as not all readers will be familiar with the
assessment. Unchanged by the editor ( if this is what the reviewer is referring to)
p.7 Is this question in reference to the multiple imputation analyses? Marie’s input needed
p.10 We can add this to the figure or to the tables {easier to add to the tables)

8. p.11 Myriam's input needed

Statistical reviewer 1:

Multipie testing issuediscussed at iength by Abhik/Marie and the group. Sentence eliminated
re number of significant p values and Wally's sentence advising caution in interpretation added in
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discussion. Marie’s input needed
Again: Please read for what can be shortened by about 100 words.

Yvonne

From' Das, Abhuk 1

Sent: Friday, August 24, 2012 8:01 AM

To: Vaucher, Yvonne; Wally Carlo, M.D.; Gantz, Marie; Higgins, Rosemary (NIH/NICHD} [E]; Finer, Neil;
wacarlo@uab.edy; Myriam Peralta, M.D.

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Yvonne:

Don’t you need a point by point response to the reviewers in a cover letter? | did not see thatin
these attachments. :

Thanks

Abhik

From; Vaucher Yvonne [maﬂImwaush&@us&dﬂu]

Sent: Thursday, August 23, 2012 5:44 PM

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacaro@uab.edy; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,
| have attached 1}NEJM Editor letter with reviewer comments, 2) Original NEJM edited manuscript
3} NEJM edited manuscript with my responses to the editor and reviewers 4) Tables in paper and
appendix separately as they are in landscape format 5)Consort diagram

-Title Word/space count (70} is now < 75 but still open to suggestions about wording. | do think
“neurodevelopmental” should be included in the title rather than just “outcome” as the jatter is too
general
-Authors are corrected (Brenda added)

-Abstract word count is 249 {limit 25Q)

-Paper word count {2807) now exceeds 2700 word limit.

-Mest of the edits were OK.

-| have highlighted text changes which | have made in response to the editor/reviewers and Ieft
comments in place
-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on
same page in portrait layout. We are working on this.
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-Tables need to a major reformat to portrait rather than landscape () am working on this)
-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700
maximum word count, We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 11.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 onp &
concerning SES variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation
methodology?

[ would like to resubmit the paper by September gth,
I witl be OQT hiking in the high sierras breathing rarified air, and thus out of email contact, until

September 379,

Yvonne

Yvonne E. Vaucher, M.D., MP.H.
Division of Neonatal/Perinata! Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele: 619-543-3759
FAX: 619-543-3812
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From: Wally Carlo, M.D.

To: Vaucher, Yvonne; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHDY [E3; Finer, Neil; wacarjp@uab.edu;
Myriam Perafta, M.D,

Cc: Archer, Stephanie (NIH/NICHD} TE]

Subject: RE: New England Journal of Medicine 12-08506

Date: Thursday, August 23, 2012 8:58:16 PM

Attachments: De , 2 G 2

Hi Everyone:
I am including minor tracked changes.

Wally

From Vaud1er, Yvonne [maﬂto yvaucher@ucsd edu]
Sent: Thursday, August 23, 2012 4:44 PM

To: Wally Carlo, M.D.; Das, Abhik; Gantz, Marie; Higgins, Rosemary (NIH/NICHD) [E]; Finer, Neil;
wacarlo@uab.edu; Myriam Peralta, M.D.; Vaucher, Yvonne

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

All,

I have attached 1)NEJM Editor letter with reviewer comments, 2) Qriginal NEJM edited manuscript
3) NEJM edited manuscript with my responses to the editor and reviewers 4) Tables in paper and
appendix separately as they are in landscape format 5)Consort diagram

-Title Word/space count (70) is now < 75 but still open to suggestions about wording. | do think
“neurodevelopmental” should be incfuded in the title rather than just “outcome” as the latter is too
general

-Authors are corrected (Brenda added)

-Abstract word count is 249 (limit 250)

-Paper word count {2807} now exceeds 2700 word limit.

-Most of the edits were QK.

-I have highlighted text changes which | have made in response to the editor/reviewers and left
comments in place

-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on
same page in portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (1 am working on this})

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700
maximum word count. We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p. 11.

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2 on p 6
concerning SES variables and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation
methodoiogy?
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[ would like to resubmit the paper by September 6th.
I will be OOT hiking in the high sierras breathing rarified air, and thus out of email contact, until

September 37,

Yvonne

Yvonne E. Vaucher, M.D., MP.H.
Division of Neonatal/Perinatal Medicine
Clinical Professor of Pediatrics

UCSD School of Medicine

tele: 619-543-3759
FAX: 619-543-3812
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~ From: Vaucher, Yvome

To: Wally Carlo, M.D.; Das, Abhik; Gantz. Marie; Higgins, Rosemary (NIH/NICHD) [E); Finer, Neil; wacarlo@uab.edu;
Myiiam Peraita, M.D.; Yaucher, Yvonae

Ca: Archer, Stephanie (NIH/NICHD) [E]

Subject: RE: New England Journal of Medicine 12-08506

Date: Thursday, August 23, 2012 5:44:37 PM

Attachments: All Table Agoendices A B L2

All,

| have attached 1}NEJM Editor letter with reviewer comments, 2) Qriginal NEJM edited manuscript
3) NEIM edited manuscript with my responses to the editor and reviewers 4} Tables in paper and
appendix separately as they are in landscape format 5)}Consort diagram

-Titte Word/space count (70} is now < 75 but still open to suggestions about wording. | do think
“neurodevelopmental” should be included in the title rather than just “outcome” as the latter is too
general

-Authors are corrected (Brenda added)

-Abstract word count is 249  (limit 250)

-Paper word count {2807) now exceeds 2700 word limit.

-Most of the edits were OK,

-1 have highlighted text changes which | have made in response to the editor/reviewers and left
comments in place

-Figure needs to be professionally redone for spacing, etc in PDF format including title and legend on
same page in portrait layout. We are working on this.

-Tables need to a major reformat to portrait rather than landscape (I am working on this)

-Appendix needs to be completed. Acknowledgements moved to Appendix

-All: Please reread for content and see what you think we can cut to get down to the required 2700
maximum word count. We need to cut 1007 words.

-Myriam: Please address Reviewer 1 comment #5 and Reviewer 2 comment on p, 11,

-Marie: Please review statistical rewrites and answer question posed by Reviewer 2onp 6
concerning SES variahles and on page 7 re survival of LTFU

-Neil/Wally: Do we need more detailed explanation in the Appendix re oxygen saturation
methodology?

[ would like to resubmit the paper by September 6.
[ will be OOT hiking in the high sierras breathing rarified air, and thus out of email contact, until
September 379,

Yvonne

Yvonne E, Vaucher, M.D., M.P.H.
Division of Neonatal/Perinatal Medicine

|
|
|
|
4-10307
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Clinical Professor of Pediatrics
UCSD School of Medicine

tele: 619-543-3759
FAX: 619-543-3812
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To: Finer, Neil
Subject: New England Journal of Medicine 12-08506

Dear Dr. Finer:

I am writing about your manuscript, “Neurodevelopmental Outcome at 18-22 months
of the Surfactant Positive Airway Pressure and Pulse Oximetry Randomized Trial
(SUPPORT)". Your combined manuscript was evaluated by 2 external reviewers, a
statistical reviewer, and the editors. While your new manuscript nicely combines
key findings of the 2 manuscripts, some further revisions taking into account the
reviewer comments (below) and editorial comments (see attached manuscript) are
requested before it could be accepted for publication.

As you have already substantially revised your initial submission(s}, I wanted to
try to consolidate further the revision process. Thus I am attaching at this time
a partially edited version of your manuscript, in which I have inserted (in text
and tables) editorial comments/queries and reference to some reviewer comments,
These comments are best seen by viewing the print or web version in Word. (I
apologize in advance for assorted typos in these comments.) In general, the
suggested changes should be incorporated, unless there are places where I have
inadvertently changed your meaning.

Remember that the final version of your manuscript should not exceed 2760 words
{text) and there should be no more than 5 tables or figures. The abstract should
not exceed 250 words., We are also asking that you shorten the title, which should
be no more than 75 characters (including spaces).

When you send in your revised manuscript, please provide a point-by-point
response to the reviewers' comments in a covering letter. There is no need to
provide a point-by-point response to my inserted comments, but I would ask that
you let me know (in the associated comment box) anywhere you did not agree with
suggested changes (and why).

Please return two copies of the revision, one in which the changes you have made
are highlighted and the other a clean copy. Please include a word count for the
text. Any changes in authorship must be made in writing, signed by all authors.

To submit your revision, log into http://mc.manuscriptcentral.com/nejm and enter
"For Authers." Click on “Manuscripts Awaiting Revision." Proceed to the bottom of
the screen, where your article will be listed, Under "Actions," click on "Create
a Revision,"”

If your article contains supplementary material, please review the attached
checklist before submitting your revision,

Journal policy dictates that we must have on file a signed Copyright Transfer
Agreement from each author before a manuscript can be accepted. If not already
done, please ask all authors to sign and fax back the enclosed form as soon as
possible to (781) 207-6529. This will eliminate unnecessary delays in the event
that your manuscript is accepted.
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The Universal Disclosure form is also attached. If not already done, each author
must complete it. After you have filled in the appropriate information in the
spaces provided, you may either e-mail your completed form to editorial@neijm.org
or upload it to your Author Dashboard of ScholarOne Manuscripts. It is essential
that you return the forms as soon as possible, because we cannot process your
manuscript without them. Please be aware that in the event of publication, each
author's submitted disclosure form will be posted on the web (with any dollar
amounts redacted).

Please note that if your Journal submission is accepted for publication and
subsequently selected as a CME activity, the Accreditation Council for Continuing
Medical Education (ACCME) requires that financial disclosure (statement of any
author's relevant financial relationships or attestation of no relevant financial
relationships) appear with the article. At that time, we will ask you, as the
corresponding author, to draft a disclosure statement for your manuscript based
on the information in the submitted disclosure forms. Please ask your co-authors
to send you copies of their completed disclosure forms for your reference.

If not already done, we also ask that you make clear in your cover letter who
designed the study, who gathered the data, who analyzed the data, who vouches for
the data and the analysis, who wrote the paper, and who decided to publish the
paper. Please state as well if there were any agreements concerning
confidentiality of the data between the sponsor and the authors or the
institutions named in the credit lines. (see the editorial in the September 13,
2001, issue of the Journal). If your manuscript includes subgroup analyses,
please report them in accordance with the Journal's guidelines as outlined in the
attached Special Report (Wang et al., November 22, 2607).

When you submit your revision, we request that you include a copy of the initial
protocol for your trial, all amendments, and a copy of the final protocol.
Please also send a copy of your study's statistical analysis plan. In the event
that your manuscript is accepted for publication, please be aware that the
Journal may post these documents as supplementary material along with the
manuscript.

In addition, please indicate who wrote the first draft of your manuscript. If it
was not one of the authors, please name the person or persons and indicate who
paid them. If any writing assistance other than copy editing was provided, please
name the person or persons and indicate who paid them.

We ask that all manuscripts include full, accurate, and up-to-date reporting of
adverse events. In general, this should be in the form of a table containing
descriptions of all serious adverse events and all other common or important
adverse events., The abstract should contain a statement regarding adverse
events,

Please recall that the Journal requires that neither an article under

consideration nor any part of its essential substance, tables, or figures has
been or will be published or submitted elsewhere before appearing in the Journal.
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If you have not done so already, please provide the editors with copies of other
manuscripts by you or your coauthors addressing similar or related research
questions that are in preparation or under consideration at other journals.

If you have any questions about compliance with these policies, please contact
the editorial office for clarification.

We look forward to receiving your revised manuscript, and would ask that you
return it no later than August 31, 2012. If this is not possible, please let us
know when we can expect it.

Thank you again for your work. Please do not hesitate to contact me if you have
any questions.

Sincerely,

Caren G, Solomon, MD

New England Journal of Medicine
10 Shattuck Street

Boston, MA 82115

(617) 734-9800

Fax: (617) 739-9864
http://www.nejm.org

Reviewer: 1

<b>Comments for the Author</b>

This neurodevelopmental outcome study is a follow up of 18-22 month old children
who were in the SUPPORT study published in the NEJIM in 2019.The study data showed

(b)(4)
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From:; Yaucher, Yvonne

To: Higging, Rosemary (NIH/NICHD [E]

Subject: RE: New England Journal of Medicine 12-08506
Date: Thursday, August 23, 2012 12:49:19 PM

Rose could you please send a revised title page with Brenda listed in the appropriate places?
Thanks!
yvonne

——-Original Message-----

From: Higgins, Rosemary (NIH/NICHD) {E] [mailtg:higginst@mail.nih.gov]
Sent: Tuesday, August 21, 2012 12:29 PM

To: Vaucher, Yvonne; Finer, Neil

Subject: FW: New England Journal of Medicine 12-08506

Just in case you need this for the resubmission-

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy
and Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5573

301-496-3790 (FAX)

higginsri@mail.nih.gov

-—--Original Message-----

From: Ripley, Julie [mailto:jripley@nejm.org]

Sent: Wednesday, August 15, 2012 1:33 PM

To: Higgins, Rosemary (NTH/NICHD) [E]

Cc: 'nfiner@ucsd.edu’

Subject: RE: New England Journal of Medicine 12-08506

Hi Rose,

I spoke with my manager and we will not need any paperwork to add this author since this was basically an
administrative error. We will need a new title page for the manuscript, however, with her included. You can send
this to me and I will add it to the manuscript.

Once I've received the revised title page, I will add her in our system.

Thanks!
Julie

-----Original Message—---

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsti@imail nih.gov]
Sent: Monday, August 13, 2012 4:26 PM

To: Ripley, Julie; pandrhiggins(@aol.com

Subject: RE: New England Journal of Medicine 12-08506
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Hi
Dr. Anna Dusick died. Dr. Brenda Poindexter's name was inadvertently left off of the author line when the two
papers were merged. She was originally listed on Dr. Peralta's submission 12-01618.

Thanks so much for your help

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network Pregnancy
and Perinatology Branch CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20832
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@@mail.nih.gov

==-=-0riginal Message-—-

From: onbehalfof+jripley+nejm.orgi@manuscriptcentral.com

[mailto:onbehalfof+iripley+nejm orgi@manuscripteentral.com] On Behalf Of jripley@nejm.org
Sent: Monday, August 13, 2012 4:19 PM

To: Higgins, Rosemary (NIH/NICHD) [E]; pandrhigginsi@aol.com

Subject: New England Journal of Medicine 12-08506

Re: 12-08506 - Neurodevelopmental Outcomne at 18-22 months of the Surfactant Positive Airway Pressure and Pulse
Oximetry Randomized Trial (SUPPORT}

Dear Dr. Higgins:

Thank you for calling earlier today. I was told one of the authors of this manuscript is now deceased. Which author
is it?

I will also ask my manager if we need change of author forms to "add" the author that was forgotten when the
manuscripts merged. What is the name of that author?

Sincerely,

Julie Ripley
Editorial Assistant

New England Journal of Medicine
10 Shattuck Street

Boston, MA 02115

(617) 734-9800

Fax: (617} 739-9864
bup:/www.nejm.org

This email message is a private communication. The information transmitted, including attachments, is intended
only for the person or entity to which it is addressed and may contain confidential, privileged, and/or proprietary
material. Any review, duplication, retransmission, distribution, or other use of, or taking of any action in reliance
upon, this information by persons or entities other than the intended recipient is unauthorized by the sender and is
prohibited. If you have received this message in error, please contact the sender immediately by return email and
delete the original message from all computer systems. Thank you.
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From: Ehrenkrang, Richard

To: Gantz, Mage; Higgins, Rosemary (NIH/NICHD) FET
Cc: Das, Abhik

Subject: RE: Ehrenkranz SUPPORT ROP PAS abstract
Data: Thursday, August 23, 2012 11:34:31 AM

Marie:

I am on ¢linical service next week, but Tuesday afternoon after about 3 pm should work.
Richard

From: Gantz, Marie [mailto: mgantz@rti.org)

Sent: Thursday, August 23, 2012 10:37 AM

To: Ehrenkranz, Richard; Higgins, Rosemary (NIH/NICHD) [E]
Cc: Das, Abhik

Subject: RE: Ehrenkranz SUPPORT ROP PAS abstract

Can we talk next week? | am available any time on Tuesday, and | have sporadic meetings on the
other days of the week, but if you let me know some times that work for you | wilt send you an
invitation.

Thanks,
Marie

Harie Ganiz, PhD.

Senir Research Staiistician
ATl Inderwational
aEn@riiarg
5285465

From: Ehrenkranz, Richard [maitto:richard.ehrenkranz@vyale.edu)
Sent: Tuesday, August 21, 2012 4:00 PM

To: Higgins, Rosemary (NIH/NICHD) [E]}

Ce: Das, Abhik; Gantz, Marie

Subject: RE: Ehrenkranz SUPPORT ROP PAS abstract

Rose:
| would be pleased to work with Marie and include this analysis the paper on which she is working.

Marie: Please let me know how to proceed.
Richard

Richard A. Ehrenkranz, MD
Department of Pediatrics

Yale University School of Medicine
333 Cedar Street

PO Box 208064

New Haven, CT 06520-8064
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tele: 203-688-2320
fax: 203-688-5426

The information contained in this email may be privileged and confidential. If you are the intended
recipient, you must maintain this message in a secure and confidential manner. If you are not the
intended recipient, please notify the sender immediately and destroy this message. Thank you.

From: ngglns, Rosemary (NIH/NICHD) [E] [mmmnwnﬁt@mmLmthM]
Sent: Tuesday, August 21, 2012 2:27 PM

To: Ehrenkranz, Rlchard
Cc: Abhik Das ( ); mgantz@rti.org
Subject: Ehrenkranz SUPPORT ROP PAS abstract

Richard
Here is the review from the PAS abstract submission — the SUPPORT subcommittee would like to
combine this with another paper that Marie Gantz is currently working on.

Let us know how you wish to proceed,

Thanks
Rose

4-10393
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From: =usan Hintz

To: Higging, Rosemary (NIH/NICHD) TE]
Subject: Fwd: PAS abstract priority

Date: Wednesday, August 22, 2012 5:51:31 PM
Attachments: Rank table.docx

Importance: High

Hi Rose

See below for my rankings -
Thanks
Susan

Begin forwarded message:

From: "Higgins, Rosemary (NIH/NICHD) [E]" <higginsr@mail.nih.gov>
Date: August 21, 2012 6:20:35 AM PDT
To: "Barbara Stoll (Barbara, Stoll@oz.ped.emory.edy)”
<Barbara Stoll@oz.ped.emory.edu>, "mew3@po.cwru.edu”
<mew3@po.cwru.edu>, "hmndex@wgdu <bpoindex@iupui.edu>,
"Kennedy, Kathleen A" <Kathleen.A.Kennedy@uth tmc.edu>, "Truog,
William (MD)" <wtruog@cmh.edy>,
"Bablo Sanchez@UT Southwestern.edu”
<Rablo.Sanchez@UTSouthwestern .edu>, "Betty Vohr (byohr@wihri.org)”
<bvohr@wihri.org>, "srhintz@stanford.edu” <srhintz@stanford,edu>,
"Abhik Das (adaa@m.gm)" <adas@rti.org>, "dwallace@ti.org"
<dwallace@irti.org>, "B&E&Z@QQLumma.edu <RAP32@colymbia.edy>
Cc: "Archer, Stephanie (NIH/NICHD) [E]" <archerst@mail.nih.gov>
Subject: PAS abstract priority

Hi

In follow up to last week's discussion, please rank order the attached abstract table
using 1-10 with 1 being the highest priority and 10 being the lowest priority. Return to
me by Friday August 24,

Thanks

rose

ity e I

Autmizguine, Julie; Smith PB; Cohen- Antifungal Susceptibility and Clinical 6

Wolkowiez, Michael; Cotten CM; Goldberg Outcome in Neonatal Candidiasis

RN; Stoll B); Benjamin DK Jr.

Heyne R) BSIDIN Mator Scores vs, Palisane GMFCS 7
Analysis

De Jesus L; Sood BG; Shankaran S; Das A; Bell | Cardio-respiratory Effects of Antenatal 3

EF; Stoll BJ; Laptock AR; Walsh MC; Hale EC; | Magnesium for Fetal Neuroprotection in the

Newman N; Bara R; Higgins RD for the Extremely Preterm Infants
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DeMauro SB; D'Agostino JA; Kirpalani H Outcomes of Extremely Low Birth Weight 1
tnfants with Tracheostomies
Mirza, Hussnain; Oh W; Vohr BR; Laptook Ar; | Indomethacin Prophylaxis for 10
Stonestreet B; the GD8 Subcommittee Intraventricular Hemorrhage {IVH) in
Extremely Low Birth Weight (ELBW) Infants:
Effects of Timing of Administration
Patel, Ravi M.; Stoll BJ; Hale EC; and the GDB | Cause and Timing of Mortality in £xtremely 5
Subcommittee Preterm Infants
Poindexter BB; Rintz SR; Ehrenkranz RA Have We Caught Up? Growth and 2
Neurodevelopment Qutcomes in ELBW
Infants
Salas AA; Ambalavanan N; Das A; Carlo WA Gestational age or birth weight: which one is 9
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From: Kennedy, Kathlesn A

To: Higgins, Rosemary (NIH/NICHD} (E]
Subject: RE: SUPPORT FU papert question

Date: Tuesday, August 21, 2012 11:59:57 AM

That's correct. We didn’t do SUPPORT at LBJ.

Kathleen A. Kennedy, MD, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov
Sent: Tuesday, August 21, 2012 8:16 AM

To: Kennedy, Kathleen A; Tyson, Jon E

Cc: Archer, Stephanie (NIH/NICHD) [E]

Subject: SUPPORT FU paper question

Jon or Kathleen —
Did SUPORT recruitment occur at LBJ Hospital? My recall is no, but | want to be absolutely sure.

This is how the listing from your site appears:

University of Texas Health Science Center at Houston Medical School and Children's Memorial
Hermann Hospital (U10 HD21373) — Kathleen A. Kennedy, MD MPH; fon E. Tyson, MD MPH; Nora I.
Alaniz, BS; Patricia Evans, MD; Beverly Foley Harris, RN BSN; Charies Green, PhD; Margarita Jiminez,
MD MPH; Anna E. Lis, RN BSN; Sarah Martin, RN BSN; Georgia E. McDavid, RN; Brenda H. Morris,
MD; Margaret L. Poundstone, RN BSN; Stacy Reddoch, BA; Saba Siddiki, MD; Patti L. Pierce Tate,
RCP; Laura L. Whitely, MD; Sharon L. Wright, MT {ASCP).

Let me know today

Thanks

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

4-10397




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing

information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

From: Patricia Evans

To: Higains, Rosemary (NIH/NICHD) (£]
Subject: Re: **3XPRGENT REQUEST*****%+
Date: Tuesday, August 21, 2012 11:25:14 AM
Rose,

I just resent my email from last week. Please let me know if you need something different.
All the best,
Patricia

On Aug 21,2012 8:13 AM, "Higgins, Rosemary (NIH/NICHD) [E]"
<higginsr@mail.nih.gov> wrote:

. Patricia-

- We still need you copyright form for the SUPPORT FU paper. If you are unable to either
- sign, scan and send back OR sign and fax, please have someone at UT Houston sign for

L you.

{

i

We need these to resubmit the paper.

_ Thanks for your help!
" Rose

; Rosemary D. Higgins, MD

. Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research
Network

- Pregnancy and Perinatology Branch
E CDBPM, NIH

- 6100 Executive Blvd., Room 4803
MSC 7510

Bethesda, MD 20892

1

For overnight delivery use Rockville, MD 20852
. 301-435-7909
, 301-496-5575
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From: Evans, Patricia W

Tos tiggins, Resermary (NIH/AICHDA [2)

Ce: Smith, Narney M

Subject: FW: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM=*

Date: Tuesday, August 21, 2012 11:25:01 AM
Attachmeants: KCMIE-Disc-10052411 Lodf

Rose,
I hope this is what you need. Please let me know if it isn't.
Patricia Wilder Evans, MD

8346 Jcent
Patricia. W.Evans@uth.tme.edu

From: Evans, Patricia W

Sent: Wednesday, August 15, 2012 5:55 PM

To: Higgins, Rosemary (NIH/NICHD) [E]

Subject; RE: **CONFIDENTIAL SUPPORT FU PAPER. AND NEJM**

See attached. Please let me know if you need anything else. [ am not checking my UT email frequently, so if you
need to reach me immediately, please text my cell number or send email to my personal account--

gmai].com<m.a.i.l.m|{b){6) [2gmail.com>.

Hope you're doing well. All the best,

Patricia Wilder Evans, MD
832{P)®) |Cel|
Patricia. W.Evans@uth.tmc.edu<mailto;Patricia, W Evansf@uth. tme.edw>

From: Higgins, Rosemary (NIH/NICHD) [E] [higginsri@mail.nih.gov]

Sent: Monday, August 13, 2012 3:45 PM

To: mperalta@peds.uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu); Walsh, Michele
(Michele. Walsh@UHhospitals.org); mgantz@rti.org; Abbot Laptook; Brad Yoder (Bradley.yoder@hsc.utah.edu);
Roger Faix (Roger.Faix@hsc.utah.edu); Abhik Das (adas@rti.org); Kurt Schibler [kurt_schibler@cchme.org];
Wade Rlch; nxsS@case.edu; Betty Vohr (bvohrf@wihri.org); Kimberly Yolton (kimberly.yolteni@cchme.org); Roy
Heyne (Roy.Heyne@uisouthwestern.edu); [0)(6) B@aol.com; Evans, Patricia W; golds005@me.duke.edy;
Acarregui, Michael; Adams-Chapman, Ira; (apappas@med.wayne.edu); sthintzi@stanford.edu; (EMcGowan@tufts-
nemc,org); richard.ehrenkranz@yale.edu; Anna Bodnar (abodnari@utah.gov); cbaueri@peds.med.miami.edu;
JaFuller@salud. unm. edu (JaFuller@salud.unm ¢du); moshea@wfubme.edu; Gary Myers

(gary_myers@URMC Rochester.edu); bpoindex@iupui.edu

Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo.Sanchez@UTSouthwestem.edu; Kennedy, Kathleen A; Tyson, Jon
E; goldb008@mc.duke.edu; cotteD] d@me.duke.edu; Ed Bell (edward-bell@uiowa.edu); Barbara Stoll
(Barbara.Stoll@oz ped.emory.edu); Seetha Shankaran; Krisa Van Meurs (vanmeursi@stanford.edu);
dstevenson@stanford.edu; ‘Duara, Shahnaz' (SDuara@med.miami.edu); Kristi Watterberg
(kwatterberg(@salud.unm.edu); dale_phelps@urmec.rochester.edu; carl_dangio@urme.rochester.edu

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Hi
We have good news from the New England Journal — They say ...changes are requested before it can be

Neil, Wally, Myriam, Yvonne, Marie, Abhik and I are working on the revision.

4-10400




This document is provided for reference purposes only. Persons with disabilities having.dif.ficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

In the meantime, I need everyone listed in the “TO” line (all of the authoss) te completed the [CMJE and the
copyright transfer agreement attached to the email and send it back to me by Friday August 17. We will submit all
of them centrally to NEJM. This is also under embargo, so is not to be released as the publication could be
jeopardized.

Fincluded the site PI’s at the SUPPORT recruiting centers to keep them in the loop — THANKS TO EVERYONE
FOR ALL THE HARD WORK- we are almost there.

Rose
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INTERNATIONAL COMMITTELE of
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ICMJE Form for Disclosure of Potential Conflicts of Interest

" Instructions

The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information, The form is in four parts,

n Identifying information.

Enter your full name. If you are NOT the corresponding author please check the box "no" and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it.

E The work under consideration for publication.

This section asks for information about the work that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is about
resources that you received, either directly or indirectly (via your institution), to enable you to complete the work. Checking
"No™ means that you did the work without receiving any financial support from any third party — that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. If you or your institution received funds from a third party to support the work, such as a
government granting agency, charitable foundation or commercial sponsor, check "Yes". The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both,

H Relevant financial activities outside the submitted work.

This section asks about your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what you wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadly relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor (EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or lung cancer.

Report all sources of revenue paid (or promised to be paid) directly to you or your institution on your behalf over the 36
menths prior to submission of the work, This should include all monies from scurces with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work's sponsor
that are outside the submitted work should also be listed here, If there is any question, it is usually better to disclose a
relationship than not to do so.

For grants you have received for work outside the submitted work, you should disclose support ONLY from entities that
could be perceived to be affected financially by the published work, such as drug companies, or foundations supported by
entities that could be perceived to have a financial stake in the outcome. Public funding sources, such as government
agencies, charitable foundations or academic institutions, need not be disclosed. For example, if a government agency
sponsored a study in which you have been involved and drugs were provided by a pharmaceutical company, you need
only list the pharmaceutical company.

€8 Other relationships.

Use this section to report other relationships or activities that readers could perceive to have influenced, or that give the
appearance of potentially influencing, what you wrote in the submitted work.
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”."..ec_t.idn 1.

ldentifying Information

1. Given Name (First Name} 2, Sumame (Last Name} 3. Effective Date (07-August-2008}
Patricia Evans 15-August-2012
4. Are you the corresponding author? D Yes No Corresponding Author's Name

MNeil Finer

5. Manuscript Title
Neurodevelopmental Qutcome at 18-22 months of the Surfactant Positive Airway Pressure and Pulse Oximetry Randomized

Trial (SUPPORT} _ _
6. Manuscript [dentifying Number (if you know it)
12-08506

Section 2.

The Work Under Consideration for Publication

Did you or your institution at any time receive payment or services from a third party for any aspect of the submitted work
(including but not limited to grants, data monitoring board, study design, manuscript preparation, statistical analysis, etc...)?

Complete each row by checking “No” or providing the requested information. If you have more than ane relationship ¢lick the
“Add” butten to add a row. bxcess rows can be removed by clicking the "X" button.

The Work Under Consideration for Publication

; I Money | Money to
Type | No | Paid ' Your Name of Entity | Comments**
i to You | institution™

] O X |
| ADD |
0o

1. Grant'

N ©

2. Consulting fee or honorarium

3, Support for travel to meetings for
the study or other purposes

[
O
]
X

4. Fees for participation in review
activities such as data monitoring
boards, statistical analysis, end
point committees, and the like

[&]
I:I:.
[]
X

5. Payment for writing or reviewing
the manuscript D D

6. Provision of writing assistance, D :
medicines, équipment,or [] Bl »

administrative support
Evans 2
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The Work Under Consideration for Publication
. B ﬂﬁ;ﬂ Hiomey to”
Paid | Your Name of Entity Comments**
to You | Institution*®

‘ 7. Other . D : D

* This means money that your institution received for your efforts on this study.
| ** Use this section to provide any needed explanation.

Section 3. |

Relevant financial activities outside the submitted work,

Place a check in the appropriate boxes in the table to indicate whether you have financial relationships (regardless of amount
of compensation) with entities as described in the instructions. Use one line for each entity; add as many lines as you need by
clicking the "Add +" box. You should report relationships that were present during the 36 months prior to submission.

Complete each row by checking “No* or providing the requested information. If you have more than ane relaticnship click the
“Add” butten to add a row, [xcess rows can be removad by clicking the “X” button.

Relevant financial activities outside the submitted work

T Money I Money to

Type of Relationship {in

alphabetical order) No |Paidto| _ Entity

You :institution*

1. Board membership

<]

2. Consultancy

[«

=

3. Employment

4. Expert testimony

N,

5. Grants/grants pending

6. Payment for lectures including
service on speakers bureaus

N

7. Payment for manuscript
preparation o

<
0O 0O o0o0o0oof
O 0 0o o o

=
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Relevant financial activities outside the submitted work

Rr“loney?i Moneyto
Paidto| Your
You |institution®

Type of Relationship (in
aiphabetical order)

8. Patents {planned, pending or %

issued)’

]
[]
O

9. Royalties

[«

=2
| %
£
o

10. Payment for development of
educatienal presentations

&
I T O

11. Stock/stock options

&

12. Travel/accommodations/

O o0 0 0

meeting expenses unrelated to L] X
activities listed™*

13. Other (err on the side of full .
disclosure) - L] L] X

ADDY

* This means money that your institution received for your efforts.
** For example, if you report a consultancy above there is no need to report travel related to that consultancy on this line.

‘Section 4.

" Other relationships

Are there other relationships or activities that readers could perceive to have influenced, or that give the appearance of
potentially influencing, what you wrote in the submitted work?

No other relationships/conditions/circumstances that present a potential conflict of interest

D Yes, the following relationships/conditions/circumstances are present (explain below):

At the time of manuscript acceptance, journals will ask authors to confirm and, if necessary, update their disclosure statements.
On occasion, journals may ask authors to disclose further information about reported relationships.

Hide Al Table Bowé'checked "No'
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From: Roy Hevne

To: Higgins, Rosemary (NIH/NICHD) [E]

Subject; RE: **CONFIDENTIAL SUPPORT FU PAPER AND NEXM**
Date: Monday, August 20, 2012 12:09:10 PM

(0)(6)

lust faxed to you. Sorry didn’t get in by Friday, | was

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov]
Sent: Monday, August 13, 2012 3:46 PM

To: mperalta@peds.uvab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Caro (wacarlo@uab.edu); Walsh,
Michele (Michele.Walsh@UHhospitals.org); mgantz@rti.org; Abbot Laptook; Brad Yoder
(Bradley.yoder@hsc.utah.edu); Roger Faix (Roger.Faix@hsc.utah.edu}; Abhik Das (adas@rti.org); Kurt
Schibler [kurt.schibler@cchmc.org]; Wade RlIch; nxs5@ca p-odu B etty Vohr (bvohr@wihri.org);
Kimberly Yolton (kimberly.yolton@cchmc.org); Roy Heyne;{ ) @aol.com;
Patricia.W.Evans@uth.tmc.edu; goldsQ05@mc.duke.edu; Acarregui, Michael; Adams-Chapman, Ira;
(apappas@med.wayne.edu}; sthintz@stanford.edu; (EMcGowan@tufts-nemc.org);
richard.ehrenkranz@vyale.edu; Anna Bodnar {abodnar@utah.gov); chauer@peds.med.miami.edu;
JaFuller@salud. unm. edu (JaFuller@salud.unm.edu); moshea@wfubmc.edu; Gary Myers
{gary_myers@URMC.Rochester.edu); bpoindex@iupui.edu

Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo Sanchez; Kennedy, Kathleen A;
Jon.E.Tyson@uth.tmc.edu; goldb008@mc.duke.edu; cotted10@mc.duke.edu; Ed Bell {(edward-
bell@uiowa.edu); Barbara Stoll {Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran ; Krisa Van Meurs
(vanmeurs@stanford.edu); dstevenson@stanford.edu; 'Duara, Shahnaz' {SDuara@med.miami.edu);
Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urme.rochester.edu;
carl_dangio@urmc.rochester.edu

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Importance: High

Hi

We have good news from the New England Journal — They say ...changes are requested before it can
be accepted......

Neif, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revisions

In the meantime, ! need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the
publication could be jeopardized.

lincluded the site PI's at the SUPPORT recruiting centers to keep them in the loop — THANKS TO
EVERYONE FOR ALL THE HARD WORK- we are almost there.
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UT Southwestern Medical Center
The future of medicine, today,
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From: McGowan, Elisabeth C

To: Higgins. Rosemary (NIH/NICHD) [E]

Subject: RE: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Date: Monday, August 20, 2012 9:30:51 AM

Attachments: DOCO82012-0§202012092247, pdf
ICMIE-Disc-100524, pdf

Rose,

Great news | Thanks for your hard work on this. Attached are completed forms.
liz

From: Biggins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov

Sent: Monday, August 13, 2012 4:46 PM

To: mperalta@peds.uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu); Waish,

Michele (Michele. Walsh@UHhospitals.org); mgantz@rti.org; Abhot Laptook; Brad Yoder

{Bradley.yoder@hsc.utah.edu); Roger Faix (Roger.Faix@hsc.utah.edu); Abhik Das (adas@iti.org); Kurt

Schibler [kurt.schibler@cchme,org]; Wade RIch; nxs5@case.edu; Betty Vohr (bvohr@wihri.org);

Kimberly Yolton (kimberly.yolton@cchmc.org); Roy Heyne (Roy.Heyne@utsouthwestern.edu);

(®)©6)  [@aol.com; Patricia.W.Evans@uth.tmc.edu; goldsD05@mce.duke.edu; Acarregui, Michael; Adams-
apman, Ira; (apappas@med.wayne.edu); srhintz@stanford.edu; McGowan, Elisabeth C;

richard.ehrenkranz@yale.edu; Anna Bodnar {abodnar@utah.gov); chauer@peds.med.miami.edu;

JaFuller@salud. unm. edu (JaFuller@salud.unm,edu); moshea@wfubmc.edu; Gary Myers

(gary_myers@URMC.Rochester.edu); bpoindex@iupui.edu

Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo.Sanchez@UTSouthwestern.edu; Kennedy, Kathleen A;

Jon.E.Tyson@uth.tmc.edu; goldb008@mc.duke.edu; cotte010@me.duke.edu; Ed Bell (edward-

bell@uiowa.edu); Barbara Stoll (Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran ; Krisa Van Meurs

{(vanmeurs@stanford.edu); dstevenson@stanford.eduy; 'Duara, Shahnaz' (SDuara@med.miami.edu);

Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urmc.rochester.edu;

carl_dangio@urmc.rochester.edu

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Importance: High

Hi
We have good news from the New England Journal — They say ...changes are requested before it can
be accepted......

Neil, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revisions

In the meantime, | need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the

4-10409




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

publication could be jeopardized.

lincluded the site PI’s at the SUPPORT recruiting centers to keep them in the loop — THANKS TO
EVERYONE FOR ALL THE HARD WORK- we are almost there.

Rose

The information in this e-mail is intended only for the person to whom it is addressed. If you
believe this e-mail was sent to you in error and the e-mail contains patient information, please
contact the Tufts Medical Center HIPAA Hotline at (617) 636-4422. If the e-mail was sent to
you in error but does not contain patient information, please contact the sender and propetly
dispose of the e-mail.
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(vanmeurs@stanford.edu}; dstevenson@stanford.edu; 'Duara, Shahnaz' (SDuara@med.miami.edu);
Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urmc.rochester.edu;
carl_dangio@urmc.rochester.edu

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Importance: High

Hi

We have good news from the New England Journal — They say ...changes are requested before it can
be accepted......

Neil, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revision

In the meantime, | need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the
publication could be jeopardized.

lincluded the site P¥'s at the SUPPORT recruiting centers to keep them in the loop — THANKS TO
EVERYONE FOR ALL THE HARD WOQRK- we are almost there,

Rose
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disclosure under applicable law. If you are not the addressee you are hereby notified that you may not use, copy, disclase, or distribute
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From: Ehelps, Dale

To: ‘Kennedy, Kathieen A™ Wrage, Liss Ann{wragedpiti orgy, Higgine Rosemary (NIH/NICHD) [E]; weartoiipeds uab edu;
Das, Abhik; Roger Faingihse wtabedy; pfinerg@ucsd.edu; Gantz, Marie; alaptook@@WIHRI org; nxsSgiiewniedu;
wrichi@uesd edu; kurt schiblericchme org; Michele WalshqpUHbospitals org; Bradicy Yoder@hsc utabedy

ce: Arcter, Stephanie (NENICHD) [E}

Subject: RE: Onset of ROP Cbservational Study {SUPPORT Secondary)

Date: Friday, August 17, 2012 3:47:47 PM

Attachments: ROP Matural Listory Study Manuscript (for subcommittes} DLP edits docx

Comments/edits on the ROP Observational Paper

Hi Kathieen,
I've put in my edits and questions in 'track changes', and incorporated severai comments from the
other reviewers that have come in. | can't promise | got them all, but | tried to combine.
I hope these are helpful. This is moving forward very well.
Dale

me I(ennedy, I(athleen A [mallto Kathleen A. Kennedy@uth tmc edu]

Sent: Friday, July 27, 2012 6:53 AM

To: Wrage, Lisa Ann (wrage@rti.org); Phelps, Dale; Higgins, Rosemary (NIH/NICHD);
wecarto@peds.uab.edu; Das, Abhik; Roger.Faix@hsc.utah.edu; nfiner@ucsd.edu; Gantz, Marie;
alaptook@WIHRIL.org; nxsS@cwru.edu; wrich@ucsd,edu; kurt.schibler@cchmc.org;

Michele, Walsh@UHhospitals.org; Bradley.Yoder@hsc.utah.edu

Cc: Archer, Stephanie

Subject: Onset of ROP Observational Study (SUPPORT Secondary)

I've attached a draft of the ROP Secondary Study for your review. The manuscript has been
formatted for Pediatrics (except that | left the figures in the body of the manuscript to make it
easier for you to read). We could add about 200 more words to the manuscript but the abstract is
atits limit. | still need to get a boilerplate from Stephanie,

If you're recelving this, it’s because you have been included as an author based on your membership
in the subcommittee for the SUPPORT Trial. Please get your comments/review back to me by Fri
Aug 17 so that | can incorporate them and you can meet the journal’s authorship requirements.

Kathleen A. Kennedy, MO, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708
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What's Known on this Subject

Timely treatment of retinopathy of prematurity is necassary to optimize outcomes. Gurrent screening
guidelines are based on studies conducted over 20 years ago. Eadier treatment is now recommended,
so updated information regarding the timing of onset of ROP is needed.

What This Study Adds

Qur data are consistent with the timing of examinations do-reteupporta-change in the 2006 screening

luidslines' for infants 24-26 6/7 waeks gestation at birth. Qur findings, however, did potreplicate =~ - -{ Comment [01): [ agree with W.Carlo that it is
challenge the accepted gbservation retion-that the onset of ROP iste better correlated with postmenstruat betier 1o state this in the positive, !also put in

ronoloai e withi is limi N ‘timing' because we ave silent on the pant of the
than chronological age within this limited gestational age rangs| _ A | goidelines that say WHO to exam. DLP
" { Comument [Q2]: This latier finding is sufficicitly
timited thal we will probably be asked to remove it
from What this stody adds™. DLP
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Abstract

Objective: Timely detection of treatable retinopathy of prematurity (ROP) is important for optimal
outcomes. The current (2006) screening guidelines for timing of first and repreat examinations are based
on infants bom in 1986-1997. Since &earier treatment of ROP (Type yROP stage 3 or plus disease in
zonelor stage 2.3 wllh plus disease in zone H) is now recommended,’ it is important to determine if

€ $ an vali

Patients and Methods: Data from the NICHD Surfactant, Positive Pressure, and Pulse Oximetry
Randomized Trial were used in a secondary observational analysis. Severe ROP {Type 1 ROP or
treatment with laser, cryotherapy, or bevacizumab) or death was the primary outcome for the trial. Inbomn
infants of 24 0/7 to 27 6/7 wks gestational age {GA) with consent prior to delivery were included. ROP
examinations followed current screening recommendations with follow-up until final eye outcome was
determined.

Results: 1316 infants were enrolled. 997 of the 1121 who survived to first eye exam had an ROP outcome
detemmined by scheduled examinations. 138 met criteria for severe ROP and 128 {93%) of those had
sufficient data (no missing or delayed exams) to determine the age of onset of severe ROP. The
postmenstrual age at onset of severe ROP ranged from 32.1 to 53.1 wks. Only 1 infant developed severe
ROP after 45 wks. In this referral center cohort of 997 infants, 1.4% developed severe ROP after
discharge.

Congclusions: Our contemporary data support continued use of the 2006 guidelines, although our resuits
may not be-generalizeable to infants less than 24 weeks gestational lage, Among infants treated for ROP, .
some do not meet treatment criteria until after discharge homel.
Introduction s
Timely detection of treatable retinopathy of prematurity {(ROP} is necessary to optimize outcomes for
infants who meet the current criteria for treatment, The mast recently published seresning guidelines’ 2
are based on natural history data from the CRYO-ROP? and LIGHT-ROP* studies. The CRYO-ROP
study® remains the most carefully conducted analysis of the incidence and timing of the onset of ROP, but
it was conducted over 20 years ago {1986-1987), The LIGHT-ROP study enrolled infants from 1995-
1997.° Over the past two decades, survival of lower gestational age (GA) infants has increased.” For
infants 501-750g birth weight, survival increased from 41% in 1990-199% to 55% in 1997-2002}‘11 The
timing of onset of ROP is related to both gestational age and chronalogical (postnatal) age. The impact of .
increased survival of ELBW infants on the incidence and timing of the onset and regression of ROP has ~ *
not been systematically evaluated. :
In the CRY(O-ROP and LIGHT-ROP studies, treatment was initiated for threshold ROP (now termed ",
“CRYQ-ROP threshold ). Based on the results of the ET-ROP study, eadier treatment is now ;
recommended.® With these new treatment criteria, screening must be initiated eanly enough to reliably
identify infants with Type 1 ROP (ET-ROP threannent ctiteria), defined as in zone |: stage 3
alone or plus dlsease with BOF‘, or in i-zone | . Q !g§ disease with -or-stage 2 or 3 ROP.-with-plus
: h h|| T ROP is usually ysed as
the course of ROF and be: lose -
t, or e 3 ROP without plus N

vere
339 in

at Ies
t pl

Type 2 R
2ROP]

dieasge in Zone il). Therefore we a!so iooked at the age of onselo_f Type 2 RQP. Inthe CRYO-ROP

atmn
llow up {T

lsata S0
ROP

eri

study, the eariest identification of CRYD-ROP threshold disease was 32.6 weeks postmenstrual age.4 K
There have been two more recent publications of the timing of ROP onset from the ET-ROP Study” and

i L)LP

Comment [03]: See corrected reference #8 so
that we are quoting the original primary publication.

‘@mm: Superscript

-

ROP among survivors. The wording in his methods

- - -1 Commeant [04]: W.Carlo's papez reported severe
says " DLP

Comunent [O5]: 1 disagree with W.Carlo about
removing this caution. [1i2 imponant to have in the
ahstracd since many people pever go beyond the
abstract, or if out of the country, may not have
access to the fll paper. DLP

Comment [06]: Karhicen, do you what to say
until afer discharge from the newbom intensive
care wnit.” 7 — probably too many words. ;=) DLP

- -| Comment [07T: Reference 7 is from 2007, 5

consider. DLP -

years ago.  We may have requests from a zeviewer
for maore recent data, perhaps adding (not replacing)
this reference. 1 skimmad through the NRN
publications smce 2007 and have pul some
possibilities on the bibliegraphy page for you to

{ Formatted: Font: 10 pt, Not Boid, Superscript |

Comment [08]; Kathleen, what you are
describing is Type:l and Type 2 ROP -- these were
not the treatment criteria used during the ETROP
study, but rather wiere clinical applications of the
findings of the ETROP study describedina
secondary analysis, but published together in the
primary ouicome paper in 2003, DLP

—

from a population-based cohort of infants bom 2004-2007 in Sweden,” but the age distribution of onset
of Type 1 ROP was not reparted in either publication. We need updated information about the evolution
of ROP in a contemporary cohort 1o determine when screening musl be initiated to capture all infants as
Type * ROP develops.

In addition to informiation about when screening should bagin, dinicians need information about when
an infant is no longer at risk foref treatable ROP so that appropriate follow-up can be arranged
{particularly for infants who are ready to be discharged from the hospital) or attempts to arrange follow-up

3

Comment [09]; I've added a section here on
Type 2 ROP to assist the rest of the paper 10 flow
more readily.
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can be curtailed. In the CRYO-ROP study, 99% of the infants who reached the CRYO-ROP threshold
criteria had done 50 by 45.9 weeks postmenstrual age.

This analysis was designed to describe the natural history of ROP in a recent cohort (bom 2005-
2009) of infants,_inborn at 24-27 %, weeks gestational age who were enralled in the NICHD Surfactant,
Positive Pressure, and Pulse Oximetry Randomized Trial (SUPPORT)" to determine if the curent ROP
screening guidelines are stillwere appropriate to identify Type 1 ROP in a contemporary cohort of infants.

Patients and Methods

in the SUPPORT trial conducted by the Eunice Kennedy Shriver National [nstitute of Child Heaith and
Human Development Neonatal Research Network, severe ROP (Type 1 ROP ar treatment with laser,
cryotherapy or bevacizumab) or death before discharge was the primary outcome for the O, saturation
target amm of the factorial design trial. ROP outcome data were prospectively collected for all enrolled
infants. Inbom infants 24 %; — 27 %; weeks gestation (no birth weight limits) were eligible for this study if
prenatal consent was obtained. Ophthalmology exams began ne later than 33 weeks postmenstrual age.
The following data were recorded for each eye at each exam: the dale of the eye exam, the highest stage
of ROP in the lowest zone, the highest stage of ROP in any zone, the presence of plus disease, and
whether the infant met the criteria for Type T ROP. Examinations were continued according to existing
ROP screening recommendafions. Study eye exam data were recorded until one of the study endpoints:
death: Severe ROP {Type 1 or worse ROP or ROP treated with surgery or bevacizumab); vs No Severe
ROP {full vascularization to the ora serrata, or vascidarization in zone |Il gin 2 consecutive exams without
stage 3 ROP or plus disease). Required ROP follow-up was ¢urtajledended at 55 wks postmenstrual age
{PMA) but final outcomes were verified at the 18-22 month neurodevelopmental follow-up evaluation.

Postmenstrual age was calculated as gestational age at birth (inweeks + days {using the best
obstetrical estimate) plus the chronclogical age in weeks + days at the time of each exam. For this
observational study, "age of onset” iwas defined as the age at which ROP or ROP of a given severily was
detected, with the recognition that onset was some time prior to detection. Infants who had Type 1 ROP
on the initial exam or on an exam that was preceded by a gap of more than 2 weeks (or more than 1
week if the previous exam had ROP in zone 1) between exams were defined as having an uncertain age
of onset. Infants who did not complete exams according to the study schedule or had adjwdicated ROP
outcomes were not included in this observational study. In cases where the findings differed between
eyes, the age of onset was recorded as the age at which the ROP criteria were met in the first eve.

Rasults

1316 infants were enrolled in the SUPPORT trial from 2005-2009 and 1091 survived to ROP
detemmination (Figure 1). 84-Oef these ROP outcomes, 94 were adjudicated. Among infants who_ - fommmt [00]: Edit to accomodale W.Carlo's
D

survived to ROP detenmination, 91% (997/1091) had a definitive ROP cutcome. Sixtyfive percenté53% addition and to geta leading number of the sentence.
(644/997) of these-infante-developed ROP and 14% {138/997) developed severe ROP, Among infants L :

with severe ROP, 93% (128/138) had sufficient data (no missing or delayed exams prior to “onset” exam)

to determine the age of onset of ROP.
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Figure 1. Flow diagram of patlent enrollment. CONSORT diagram showing the flow of subjects
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The basetine demographic characteristics of the infants with and without ROP are shown in Table 1. As
axpecied, infants with ROP were lower birth weight and more frequently non-Hispanic White as compared

lo infants without ROP.

Comment [O11): Because you will need a
legend for each Gigure, [ have offered a draft on the
same page with the Figwre tile. DLP

{ Formattea: Font: Not Boks
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Table 1. Baseline characteristics of infants in SUPPORY Trial and observational study

Infants Included int Observationat Study
{Reached Final ROP Outcome)
Infants
Enrolled in By ROP Ouicome Category
SUPPORT All ROP Sovere
Trial Outcomes ; (Type 1 or
No ROP Any ROP Treated)
ROP
n 1316 997 353 G644 138
Gestational age
mean (SD)] 26.2{1.1) 26.3 (1.1} 26.8(0.9) 26.0(1.0) 255(0.9)
Birth weight
[mean (SD)) 830 (193} 849 (190} 942 (173) 798 (180) 708 (148)
SGA?[n (%)) 173(13.1) 117 {11.7) 22(6.2) 95(14.8) 217y
Racefethnicity [n (%)
Non-Hispanic Black 489 (37.2) 374 (37.5) 153 {43.3) 221(34.3) 42 (30.4)
Non-Hispanic White 521 (39.6) 398 (39.9) 125 (35.4) 273{42.4) 61(44.2)
Hispanic 259 (19.7) 190 (19.1) 69 (19.6) 121 {18.8) 28(20.3)
Other 47 (3.5} 35(3.5) 6(1.7) 29(4.5) 7(5.1)
Male [n (%)) 712 (54.1} 529 (53.1) 195 (55.2) 334 (51.9) 78 (56.5)
Antenatal steroids [n (%)) | 1265(96.2) | 955(95.8) 340 {96.3) 615 (95.5) 135(97.8)
Muitiple birth [n (%)) 337 (25.6) 253 (254) 91 (25.8) 162 (25.1) 41(29.7)
K
g Includes infanls with mild/moderale ROP which regressed (n=506) + infanis with severe {type Wroated) ROP (n=138) . -~ - Comment [012]: Waich instructions to authors,
% pased on Olsen growth curves {Pediatrics, 2010) Some joumnals require you not 10 use superseript

numbers because they get confosed with references,
They seggest using leners or symbols {depends an
joumal). DLP

The risk of ROP by gestational age, in this cohort, is depicted in Figure 2.
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Figure 2. Risk of ROP by gestational age at hirth., Rates of study events are shown {completed .. - - { Formatted: Font: Not Bold
weeks) among all 1316 infants in SUPPORT Tnal. ng plotted by completed weeks. ( "24 completed T e
eks" = infants of 24% to 24%7 weeks hestatio &ormm Font: Not ol

% Comment [013): [hope] got this definition
Q\ correct. | DLP

100%.| I Died before exam {[m Superscrg
m No ROP \w: Font: Not Bold
80%- R Any ROP*
El Severe ROP
0% - R Scvere ROP or death
40%-
20%-
: 24 25 26 27
n=219 n=346 h=343 n=408

Gestational Age {completed weeks)

gy RU]'—" inchudes infants vath mikimoderale ROP which regressad + infanls with severe itype Hreated} ROP

As expected, the likelihood of having no ROP increased and the likelihood of baving severe ROP
decreased with each increasing week of completed gestation at birth (Figure 2).

Several previously reported risk factors for severe ROP are shown in Table 2. Consistent with prior
observational studies, as compared to infants without ROP, infants with ROP more frequently had late
onset sepsis, fungal sepsis, intraventricular hemorrhage, necrotizing enterocolitis, and patent ductus
arteriosus. |n contrast to prior studies, infants with ROP did not have a longer duration of supplemental

oxygen than infants without ROP | . _ ) . .. - - | Comment [014): OK, at least 4 of ws note that
this does mot seem consistent with e daia in
30 +/- 32 davs for no ROP Table 2. 1thiak this owst be an error..,.
W : : 2
69 +/- 37 days for ROP less than threshold even ;f:hf::‘t:ln;ewf:e d:y\sa;:e;xf;v;;ag:aofd
88 +/- 29 days for ROP T 1 you'll have to restate it so thal it does not say "infants
Maybe 'no ROP' vs any ROP is not significant by a t-test, However: with ROP did not have 4 longer duration”...
T d re almost afways skewed re sh in ian: a different test is us :
Ity itis a test of 'no ROP' v Vi P

It looks to me i X nt to think about the statisticat & ks at the trend over

catecties.... Ple iscuss.  -—~DLP
7
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Table 2. Risk factors for ROP.

- 1 Comment [013]: Neil Finer has some imieresting ]

questions aboul kids abown late surgery and

" Inctudes infants with mildimoderate ROP that regressed (n=5H06) + infants with severa (fype Wreated) ROP {n=138).

? missing ldata

For infants who had ROP and had a known age of onset, the cumulative distribution for the age of onset

is displayed in Table 3 and Figure 3. Only one infant had severe ROP on the initial exam; that exam was
performed at 33 weeks PMA.

Table 3. Postmenstrual and chronological age of onset' of ROP (among infants with ROP age of
onset determined)

Risk Factor NoROP | AnyROP’ Severe e s ar e 1o desorsine o, We dohave.
{Treated or surgery for PDA (would be carly) and NEC, but [
Type 1) ROP d.m;:l u.;'nk we m hemia repairs, or other surgeries.
what do you 2

n 353 €44 138 pLe _

Days on supplemental oxygen [mean (SO0 38.8(32.1) 67.5 (36.6) 88.2 {(29.5) - - | Comment [O18]: shouldn' this be median and )

Late-onset sepsis (+ culture} [{n (%] 75 (21.3) 247 (38.4) 76 (55.1) interquartile or something similar? 1 bet the data

Fungal sepsis [n{%)] 2(0.6) 23643%(3.6) 8 (5.8) are very skewed. DLP

Grade 3-4 intraventricular hemworrhage or 29(8.2) 98/643° (15.2) 29(21.0) [ Comment [017]: W. Carlo suggests removing ]

periventricular leukomalacia [n (%) but 1 Eavor keeping them. DLP
Proven necrotizing enterocolitis [n (%]] 20(5.7} 72(11.2) 18{13.0)
Patent ductus arteriosus {medical or surgical) [n {%)] 122 (34.6) 366 (56.81 95 (65.8)

Comment [O18]: ses commeanl about
superscripis in Table 1 DLP

Postmenstrual Age {weeks)

Chronological Age {(weeks)

RLPtype N |Min®| 1% | 5% |25% | 50% | 75% 95% | 99% [100% | min | 1% | 5% | 26% | 50% | 75% | 95% | 99% [100%
Any ROF] 635 | 2020304 (314 | 32713391351 (2804100467 1 40 | 46 | 54 ;1 69 | 80 | 94 | 119153 187
Type 2 ROP? | 158 |29.3|29.7 |31.1/34.3|36.1)|38.1 (404|464 | 469 | 44 | 46 | 63 | 87 | 108 | 126 | 150 | 210 | 227
Severs (Type :
1Areated) 128 [32.1327(33.9)35.1(36.4(38.6(433 (450|521 |64 | 71 | 84 | 98 | 113131 [ 170 ] 190 | 284
ROP. !

"Age of onset is deﬂned as lhe age al whbch Ihe speclﬁed type of R

ROP that regressed and 73 infants later developed severa ROP.)

8

OP wag ﬁrsi observed while foHoMng the shudy monitoring

Typez ROP is defned asslaga BIn zone II noplus dsease or 5tage 1 or 210 zone |, no plus disease. (85 of these infanis had =~

_ =
.
I

- Comment [D19]: In teresting point per W. Cazlo
that we don't define what we mean by 'any ROP.
Can we pleaze 2sk RTI what definition they used and
then add to the Methods section andfor the foot
nites here. DLP

Comment [020]: see note about superscripts in
Table 1

Comment [D21]: [f vou are going o use min 1
for the minimym age an event was observsed, would
il be consistent 1o use ‘max’ istead of '100%' 7 Just
asking, ] have no DLP

oy

. Fomment [Q22]: it's awloward that thiz is the J

first appearance of "Type 2" in (he paper.
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Figure 3. Postmenstrual and chronological age of onset for severe (Type 1 or treated) ROP
(among infants with age of onset determined)
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These distributions were examined separately {not shown) for infants in each of the treatment ams {low
oxygen saturation and high oxygen saturation target) and the distributions were similar so only the
combined data are shown.-hese. The distributions for age of onset for each week of completed gestation
at birth are shown in Figure 4.

Figure 4. Postmenstrual and chronological age of onset for severe {Type 1 or treated) ROP
{among Infants with age of onset determined) by gestational age at birth
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Our data did not show an inverse relationship between gestational age at birth and chronological age at
onset of ireatable ROP. The age at which the retinal vessels matured to the point of minimal risk of
progression to severe ROP (to the ora serrata or two consecutive exams with vessels in zone IH without
stage 3 or plus disease) is shown in Figure 5 for infants who never had ROP and for infants who had mild
or moderate ROP. The cumulative distributions are shown by postmenstrual age and by chronological
age, plotted separately for each completed week of gestation at birth. Among infants who had one exam
with vessels recorded as in Zone Il (but not to the ora serrata), 2/251 infants subsequently developed
severe ROF| ) ) i ) i ) - - 7 Commaent [023]: This is a tantalizing sentence
and B.Yoder asks if they haz any ROP in zome 10, or

were they just immature vesselz in Zone 111 7 A
nice question.  DLP

Figure 5. Postmenstrual and chronological age of mature vessels by gestational age at birth .- - ] Comment [024]: CAREFUL!f [ THINK
THE TITLE ON THE GRAFPH 1S ERRONEOUS
No ROP DALE -
g g ., We have not used "mature vessels" in the paper up to
thiz pomt, and | strongly suspect that this graph is
% 2 not showing matare vessels: that is vessels all the
' way across Zone {1l and fo the ora serrata, Instead,
3 E TI'm pretiy sure these figures are for when nfants
281 £8 reached fmal favorable outcome’ of two sequential
} é examinations in zone Ifl with no ROP o1 no stage 3
Q1 59 ROP or vessels reached the ora semata,
DLF
R f
Also, you may wish to say "Never ROP® instead
- - of "No ROP"
2 P) 0 ai: 100 0 P 0 ® ) 100
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— ks 27wk — s e 27 wha
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In general, retinal vessels_reached final status matured several weeks later in infants with mild or

maoderate ROP as compared to infants who never had-with-ne ROP, ) o .. - - -| Comment [O25]: 1am preity certain that this is
rewnrded © be correct now, but wa have to have
For clinicians who care for infants in tertiary referral centers, an important question is whether infants are confirmation from RTL how they counted and ploted

still at risk for treatable ROP when they are otherwise ready to be discharged or transported to a lower These daca, DLF .
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acuity neonatal unit closer to home. The proportions of infants who had severe (Type 1 or treated) ROP
identified after discharge or fransfer are shown in Table 4.

Table 4. Timing of first exam meeting severe ROP criteria in relation to discharge and transfer

- Comment [026]: There was one suggestion to

drop this table and put the numbers in the text.

First exam with severe ROP First exam with severe ROP

{nfants with Severs ROP occurred before discharge to criteria occurred after
N=138 home discharge to home
n=124 n=14
Postmenstrual age at first
occurrence of severe ROP: 36.0 (32.1-45.0} 40.9 (37.9-53.1)

weeks (median, range)

Postmenstrual age at
discharge: weeks {(median,
range)

42.1 (34.9-78.3) 38.3(36.4-51.3)

First occurrence after back
transfer to lower acuity 1 4

hospitak: n ]

In this referral center cohort of 997 infants, 1 (0.1%; 0.7% of those with severe ROP) was diagnosed with
severe ROP after back transfer o a lower acuity neonatal intensive care unit (while still in the hospital);
14 (1.4%; 10% of infants with severe ROP) reached severe ROP after discharge home. To explore
whether infants at high risk of developing severe ROP after discharge would be identified before
discharge, we compared the worst pre-discharge exams (Table §) and clinical risk factors (Table &) for
infants who did and did not develop severe ROP after discharge {among infants whose exams were not
mature| at the time of discharge).

Table 5. ROP exam (most recent} prior to discharge for infants with final ROP status determined
after discharge home

Worst exam findings prier to Severe ROP Group No Severe ROP Group
discharge either or both eyes: N=14 N=535
Vessels in zone | 1{7.1%) 3{0.6%)
Lowest zone of vessels=ll and
any stage ROP in any zonhe 10(71.4%) 196 (37.2%)
L =)l
ngwlr?ecs)lpzone of vessels=Il and 2 (14.3%) 126 (23.9%)
Lowest zone of vessels=tIt and o
any stage ROP in any zone 1(7.1%) 81(15.4%)
Lowest zone of vessels=ill and
no ROP 0 121 {23%)

11

I , the division of data is to grasp
intuitively at first and the Table is extremely clear
and helpful, Fwould leave it.

For example, it was nol just gne infant who
needed treatment after back transter, thers were 5,
but only one of those was stll an inpatient 3t the
back-transfer centér — and the other 4 who had been
discharged from the back-transfer center were
probably at even higher fisk for Jost-to-follow yp!
DLP

Comment [027]: What is mature' here? Isis
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discharge)

Plus disease 0 0
No exam prior to discharge 0 3
Unknown (missing or incomplete

information on exam prior to 0 5

While a high proportion (71%) of the infants who developed severe ROP after discharge had ROP in
Zone |l prior to discharge, this is not a particularly discriminating finding since most {95%) of the infants
with this finding did not develop severe ROP after discharge.

Table 6. Risk factors for ROP for Infants with final ROP status determined after discharge home

Risk Factor Sevare ROP Group No Severe ROP Group
N=14 N=535
Birth weight, mean (S0} 701 (103) 872 (185)
GA at birth, mean {SD) 25.7(0.9) 26.4 (1.0}
Days on oxygen, mean {S0) 58.8 (26.9) 46.8 (33.3)
| Early onset sepsis, n (%) 0 10 (1.9}
|_Late onset sepsis, n (%) 7 (50.0) 148 {(27.7)
Fungal sepsis, n {%) 1(7.1) 12(2.2)
Grade 3-4 IVH or PVL, n (%) 0 58 (11.1)
Proven necrotizing enterocolitis 1(7.1} 36 (6.7
Patent ductus arteriosus 11(78.6) 258 (48.2)
Bischarge on oxygen, n (%) 2{14.3) 88 (16.5)

Infants who developed severe ROP after discharge were slightty lower birth weight and lower gestational
age and treated with supplemental oxygen longer, but there are no risk factors that clearly identify infants

at risk to develop ROP after discharge with reasonable specificity.

Discussion

In prior ROP natural history sll.uiies,_i‘3 lower birth weight infants developed treatable ROP at a later
chronological age than more mature infants, such that the incidence curves for each wesk of completed
gestation overlapped when plotted by postmenstrual age. This relationship was not apparent in our data.
There are several potential explanations for this difference. Firstly, the gestational age range of infants in
our study was relatively narrow because our cohort was selected by gestational age. The CRYO-ROP

cohort was selected by birth weight (<1250g) and therefore included a wider
relatively high proportion {20%) of infants who were small for gestational age.

qestational age range and a
Although both the CRYO-

ROP and SUPPORT studies used obstetrical criteria, if available, for assigning gestational age, it is likely
that the more recent SUPPORT study relied mare heavily on early ultrasound criteria. If the CRYO-ROP
study more oﬁen used pediatric exam criteria, this could have resulted in a systematic overestimate of
gestational age™ and in a systematic bias toward more stable lower risk infants having gestational age
overestimated. Because the CRYO-ROP cohort was defined and btratified-analyzed by birth weight
categoried to compare {o ratherthan-gestational age, it is also possible that the lowest birth weight
stratum {<750g) was enriched by small-for-gestational age infants and the largest birth weight stratum
{1000-1250g) had relatively few small-for-gestational age infants. In our data, age of onset was refated to
chronological age as well as PMA, Qur findings were consistent with prior studies in that we did not
observe ROP before 4 weeks chronological age and severe ROP did not occur before 6 weeks. This
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distinction is important because the curent ROP screening guidelines allow for screening to begin at 31
weeks PMA even for infants 22-23 weeks gestation at birth; this could result in delayed diagnoses of
treatable ROP if PMA is not the best predictor of onset in these infants. There are no large published
studies lo suppont or refute whether extrapolation of data from more mature infants is appropriate for
these less mature infants.

We have not identified any other studies that have estimated the risk of treatable ROP occurring after
discharge home. While it was not a common occumrence in our study, the potential consequences could
be severe if infants who are still at risk for treatable ROP are lost to follow up. We were not able to
identify any risk factors or combination of risk factors that would distinguish these infants from others who
had not reached retinal maturity at the time of hospital discharge.

This observational study had several important limitations. We were unabie to generate true population
incidence data from this cohort because only consented and only inbom infants wereare included. This
consented enrolled cohort differed from the non-enrclied populations in participating sites in that the
proportion receiving antenatal stercids was higher and the proportion of Caucasians was higher.” The
SUPPORT Trial inclusion criteria also limit the did-retallow-us-to-generalizabilityeof these data to infants
< 24 weeks gestation who are at even higher risk of ROP_or to infants over 27 weeks gestation.

Future studies are needed fo better inform the optimal windows for ROP screening in extremely
premature infants, particularly those less than 24 weeks gestation at birth. These studies are difficult
because they require strict adherence to screening protocols and careful documentation of all eye exams
in a large number of infants to identify the full spectrum of age at onsel. While randomized trials most
often empioy such rigorous data collection methads, they are often limited by selection bias that is
introduced by the consent process for lrials.de

Conclusion

Current screening guidelines, published in 2006, recommend that ROP screening should begin by 31
weeks posimenstrual age and continue until vessels have reached zone Il at 235 weeks or, for infants
without prethreshold ROP, until 45 weeks postmenstrual age. In our cohort, the postmenstrual age at
onset of severe ROP ranged from 32.1 to 53.1 wks. Only 1 infant developed severe ROP after 45 weeks,
Our data therefore do not support a change in the 2006 screening guidelines,

In this referral center cohort of 997 infants, 0.1% {1% of those with severe ROP) were diagnosed with

severe ROP after back transfer to a lower acuity neonatal intensive care unit; 1.4% (10% of infants with
severe ROP) reached severe ROP after discharge,
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Donovan EF; Korones SB; Stevenson DK Papile L; Finer NN; ()’ Shea TM; Poindexter BB; Wright LL;
Ambalavanan N; ngg] s RD. Cytokines and Neurodevelopmental Qutcomes in Extremely Low Birth
Weight [nfantg, J Pedjatr. 2 1159{61:919-25.¢3. Epub 2 Jul |4 214737

PMCID32]5787

2?7 Smith PB. Ambalavanan N, Li L, Cotten CM, [ aughon M, Walsh MC, Das A, Bell EF, Carlo WA,
Stoll BJ, Shankaran S, Laptook AR, Higgins RD, Goldberg RN; the Generic Database Subconmmittee; for
the Eunice Kennedy Shriver National Institute of Child Health; Human Development Neonatal Research

Network. Approach to Infants Born at 22 to 24 Weeks' Gestation: Relationship o Qutcomes of More-
Mature Infants. Pediairics. 2012 May 28. [Epub ahead of print], PMID; 22641761,
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From: Einer, Mejl

To: Wally Carlg, M.D,; Walsh, Michele
Cc: j

Subject: Re: PAS SUPPORT SUBMISSIONS
Date: Friday, August 17, 2012 2:54:47 PM

Rose Will you be scheduling another call?
Neil

From: "<Wally Carlo>", Wally Carlo <wcarlo@peds.uab.edu<mailto.wearlo@peds.uab.edu>>

Date: Friday, August 17, 2012 8:48 AM

To: Michele Walsh <Michele. Walsh@UHhospitals.org<mailto:Michele Walsh@UHhospitals.org>>, UCSD
Pediatrics <nfiner@ucsd.edu<mailto:nfiner@ucsd gdu>>

Ce: Rosemary Higgins <higginst@mail.nih.gov<mailto:higginsr@mailnih.gov>>

Subject: RE: PAS SUPPORT SUBMISSIONS

Hi Michele:

We should discuss this on our next call.
Thanks so much for considering the feedback.
Wally

Wally Carlo, M.D,

Edwin M. Dixon Professor of Pediatrics
University of Alabama at Birmingham
Director, Division of Neonatology
Director, Newborn Nurseries

1700 6th Avenue South

176F Suite 9380R

Birmingham, AL 35233-7335

Phone: 205 934 4680

FAX: 205934 3100

Cell: 205(®)6)

From: Walsh, Michele [mailto:Michele Walsh@UHhospitals.org)
Sent: Friday, August 17, 2012 10:08 AM

To: Wally Carlo, M.D.; Finer, Neil
Subject: FW: PAS SUPPORT SUBMISSIONS

Hello:
Please see my rebuttal below on Further explorations of causes of mortality
In the SUPPORT trial. This is an exploratory look at the data to generate
Hypotheses to test in future studies, 1 am aware of the work that has been
Done previously, but feel this can be explored further.

I'am happy to talk more. I am sorry ] could not be on the ¢all

But had no cell service at|(b)(©)
Best,

Michele Watsh, MD

Chief, Division of Neonatology

4-10446
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216.844.3759

It's not what you [ook at that matters, it's what you see. Thoreau

From: Walsh, Michele

Sent: Friday, August 17, 2012 11:06 AM

To: Higgins, Rosemary (NIH/NICHD) [E]
Subject: RE: PAS SUPPORT SUBMISSIONS

Suppoit committee:

I'would like to offer a rebuttal to the comments about power.

As stated in the title and the abstract proposal this is an exploratory

Hypothesis generating look at mortality. The intent is not to statisticaily

Explain the deaths,

1. Rather I wish to look by pt and look for clusters of causes of mortality.

2, Explore effect modification by SGA status,
I would propose that Marie, run an analysis of effect modification in SGA
Vs AGA pis- if there is no effect modification on mortality, then
Will withdraw the abstract.

Michele Walsh, MD
Chief, Division of Neonatology

216.844.3759

It's not what you look at that matters, it's what you see. Thoreau

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginst@mail.nih.gov]

Sent: Thursday, August 09, 2012 8:15 AM
To: Walsh, Michele
Subject: RE: PAS SUPPORT SUBMISSIONS

Michele

SUPPORT subcommittee recommended the following:

Walsh — reject due to low power but propose to NEOQPROM group as a study when the information on 5000 infants
are available

DiFiore — major revision

Ehrenkranz - reject, but combine with a previously approved study from Marie + W

Also ~ you inositol proposal had a high level of enthusiasm but was rejected due to low power — they suggest a
prospective look in the phase 3 trial.

I have attached the reviews, but they are unedited and have NOT vet gone to the PAS abstract review committee —
call is next week on Wednesday

4-10447
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Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsri@mail.nih.gov<mailto:higginsi@mail nih.ggy>

From: Walsh, Michele [mailto:Michele. Walsh @ IHhospitals.org)
Sent: Wednesday, August 08, 2012 3:30 PM

To: Higgins, Rosemary (NIH/NICHD) [E]

Subject: RE: PAS SUPPORT SUBMISSIONS

HI Rose: What were the committee decisions on these?

Michele Walsh, MD
Chief, Division of Neonatology

216.844.3759

It's not what you look at that matters, it's what you see. Thoreau

From: Higgins, Rosemary (NIH/NICHD) [E][mailto:higginsr@mail.nih.gov)
Sent: Monday, July 09, 2012 12:40 PM

To: Finer, Neil; ‘"Wally Carlo, M.I3."; "Laptook, Abbot'; mew3@ewru.edu<mailio:mewd@owryedy>; 'Kurt
Schibler'; 'ROGER.FAIX@HSC.UTAH EDU<mailio’ROGER FAIX@HSC UTAH.EDU>"; Vaucher, Yvonne;
Myriam Peralta, M.D.; Das, Abhik; 'dwallace@rti. org<mailto’dwaliace@rti. org>";

mgantz@rti. org<mmlLQ.maantz@m,ﬂrg> wrich(@ucsd. edu<mmm.wns:h@.ucs¢giu> nancy newman;

‘Bradley.Yoder@hsc.utah.edu<|
Ce: Archer, Stephanie (NIH/NICHD) [E]; 'Gabrio, Jenna'; Cunmngham, Meg; 'Zaterka-Baxter, Kristin®
Subject: PAS SUPPORT SUBMISSIONS

HI
Here are 3 SUPPORT PAS abstract submissions. Jenna will set up a catl o discuss.

Thanks
Rose

Rosemary D. Higgins, MD
Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

4-10448
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CDBPM, NIH
. 6100 Executive Blvd., Room 4B03
MSC 7510
Bethesda, MD 20892
For overnight delivery use Rockville, MD 20852
301-435-7909
301-496-5575
301-496-3790 (FAX)

higginsr@mail.nih.gov<mailto:higginsr@mail nih.gov:>

Visit us at www.UHhospitals.org<htip://www.UHhospitals.org>.

The enclosed information is STRICTLY CONFIDENTIAL and is intended for the
use of the addressee only. University Hospitals and its affiliates disclaim

any responsibility for unauthorized disclosure of this information to anyone

other than the addressee,

Federal and Ohio law protect patient medical information, including
psychiatric_disorders, (H.LV) test results, A.l.Ds-related conditions,
alcohol, and/or drug_dependence or abuse disclosed in this email. Federal
regulation (42 CFR Part 2) and Ohio Revised Code section 5122.31 and
3701.243 prohibit disclosure of this information without the specific
written consent of the person to whom it pertains, or as otherwise permitted
by law.

Visit us at www.UHhospitals.org<http://www UHhospitals.org>.

The enclosed information is STRICTLY CONFIDENTIAL and is intended for the
use of the addressee only. University Hospitals and its affiliates disclaim

any responsibility for unauthorized disclosure of this information to anyone

other than the addressee.

Federal and Ohio law protect patient medical information, inctuding
psychiatric_disorders, (H.1.V) test resuits, A.I.Ds-related conditions,
alcohol, and/or drug_dependence or abuse disclosed in this email, Federal
regulation (42 CFR Part 2) and Ohio Revised Code section 5122.31 and
3701.243 prohibit disclosure of this information without the specific
written consent of the person to whom it pertains, or as otherwise permitted
by law.
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From: Walsh, Michele

To: Higgins. Rosemary (NIH/NICHD) [E1
Subject: RE: PAS SUPPCRT SUBMISSIONS
Date: Friday, August 17, 2012 11:06:11 AM
Support committee:

I would like to offer a rebuttal to the comments about power.

As stated in the titie and the abstract proposal this is an exploratory

Hypothesis generating look at mortality. The intent is not to statistically

Explain the deaths.

1. Rather | wish to look by pt and look for clusters of causes of mortality.

2. Explore effect modification by SGA status.
| would propose that Marie, run an analysis of effect modification in SGA
Vs AGA pts- if there is no effect modification on mortality, then
Will withdraw the abstract.

Michele Walsh, MD

Chiet, Division of Neonatology
218 8443759

It's not what you look at that matters, it's what vou see. Thoreau

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail .nih.gov]
Sent: Thursday, August 09, 2012 8:15 AM

To: Walsh, Michele

Subject: RE: PAS SUPPORT SUBMISSIONS

Michele

SUPPORT subcommittee recommended the following:

Walsh —reject due to low power but propose to NEOPROM group as a study when the information
on 5000 infants are available

DiFiore — major revision

Ehrenkranz — reject, but combine with a previously approved study from Marie + W

Also - you inositol proposal had a high level of enthusiasm but was rejected due to low power — they
suggest a prospective look in the phase 3 trial.

I have attached the reviews, but they are unedited and have NOT yet gone to the PAS abstract
review committee —call is next week on Wednesday

Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03
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MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@rail ni

From: Walsh, Michele [mailto:Michele.Walsh@UHhospitals.org]
Sent: Wednesday, August 08, 2012 3:30 PM

To: Higgins, Rosemary (NIH/NICHD) [E]

Subject: RE: PAS SUPPORT SUBMISSIONS

HI Rose: What were the committee decisions on these?

Michele Walsh, MD

Chiet. Division of Neons tology
216,844, 3759

1t's not what you look at that matters, it's what you see. Thoreat

From: Higgins, Rosemary {NIH/NICHD) [E] [mailto:higginsr@mail.nih,gov]

Sent: Monday, July 09, 2012 12:40 PM

To: Finer, Neil; "Wally Carlo, M.D."; 'Laptook, Abbot'; mow3@cwru.edy; 'Kurt Schibler';
'ROGER.FAIX@HSC.UTAH.EDU'; Vaucher Yvonne; Myriam Peralta, M.D.; Das, Abhik; 'dwallace@rtj org',
mgantz@rti.org; mndl@uc&d.ﬂiu, nancy newman; ‘Bradley. Yoder@hsc utah edu’

Ce: Archer, Stephanie (NIH/NICHD) [E]; ‘Gabrio, Jenna Cunningham, Meg; 'Zaterka-Baxter, Kristin'
Subject: PAS SUPPORT SUBMISSIONS

H{
Here are 3 SUPPORT PAS abstract submissions. Jenna will set up a call to discuss.

Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@maiL.ni

4-10451
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Visit us at www, UHhospitals.org.

The enclosed information is STRICTLY CONFIDENTIAL and is intended for the
use of the addressee only. University Hospitals and its affiliates disclaim

any responsibility for unauthorized disclosure of this information to anyone

other than the addressee.

Federal and Ohio law protect patient medical information, including
psychiatric_disorders, (H.1.V) test results, A.I.Ds-related conditions,
alcohol, and/or drug_dependence or abuse disclosed in this email. Federal
regulation (42 CFR Part 2) and Ohio Revised Code section 5122.31 and
3701.243 prohibit disclosure of this information without the specific
written consent of the person to whom it pertains, or as otherwise permitted
by law,

Visit us at www, UHhospitals.org.

The enclosed information is STRICTLY CONFIDENTIAL and is intended for the
use of the addressee only. University Hospitals and its affiliates disclaim

any responsibility for unauthorized disclosure of this information to anyone

other than the addressee.

Federal and Ohio law protect patient medical information, including
psychiatric_disorders, (H.I.V) test results, A.I.Ds-related conditions,
alcohol, and/or drug_dependence or abuse disclosed in this email. Federal
regulation (42 CFR Part 2) and Ohio Revised Code section 5122.31 and
3701.243 prohibit disclosure of this information without the specific
written consent of the person to whom it pertains, or as otherwise permitted
by law.
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From: Hewman, Nancy 5

To: Higging, Rosemary (NIH/NICHD) [E]

Date: Thursday, August 16, 2012 10:50:35 AM

Attachments: Copyright Transfer 12 08506 SUPPORT.pdf
LCMIE-Disc-100524 SUPPORT.pdf

HI Rose- attached are the NEJM papers for the SUPPORT paper. Thanks.

Nancy

Nancy Newman, BA, RN
Case Western Reserve University
Rainbow Babies and Children's Hospital

nxsS@case eduy

Visit us at www UHhospitals.org,

The enclosed information is STRICTLY CONFIDENTIAL and is intended for the
use of the addressee only. University Hospitals and its affiliates disclaim

any responsibility for unauthorized disclosure of this information to anyone

other than the addressee.

Federal and Ohio law protect patient medical information, including
psychiatric_disorders, (H.1.V) test results, A.L.Ds-related conditions,
alcohol, and/or drug_dependence or abuse disclosed in this email. Federal
regulation (42 CFR Part 2) and Ohio Revised Code section 5122.31 and
3701.243 prohibit disclosure of this information without the specific
written consent of the person to whom it pertains, or as otherwise permitted
by law.
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AUTHORS: PLEASE RETURN THIS FORM TO:

COPYRIGHT TRANSFER ADMINISTRATION

THE NEW ENGLAND JOURNAL OF MEDICINE

10 SHATTUCK STREET, BOSTON, MA 02115 U.S.A.
781.207.6529 FAX

Contribation Number: __12-08506

Shkort Title or description of Contribution: Neurodevelopmental Outcome at |8-22 months of the Surfactant Positive Airway
Pressure and Pulse Oximetry Randomized Trial (SUPPORT)
Corrgsponding Author: _Dr, Neil Finer

COPYRIGHT TRANSFER & AUTHORSHIP STATEMENT

The Massachuseits Medical Society {“Society™) requires authors of works contritated to The New tngland Jowrnal of
Medicine (“Joumal™) to transfer copyright in these works to the Society. If your contribution is a joint work. all authors are co-owners of
copyright and each must effect » transfer of copyright ownership to the Society to complete the transfer of rights to the Society,

By signing this Agreement, you tranzfer to the Socicty the entire right, title, and interest in vour contribution described above,
including any article text, mubtimedia materials, and all supplemental and related materiat contributed to the Journal—such as your reply
to comespondence concerning your contribution {(coliectively the “Work™). Rights transferred {o the Society include all rights under
capyright, ogether with the exclusive right and authority to claim cepyright throughout the world in the Work. The Society holds such
copyrights for the full duration of copyrighl and any renewals or extensions thereof. Without limijling the foregoing, the Joumnal reserves
the right to edit the Work. This Agreement is governed by the laws of the United States of America.

On publication in the printed edition of the Journal. you will recefve a PDF of the published version of the Wark.  You may
make the following use of the PDF, provided that any such use is accompanied by a reference to the article’s first publication in the
Journal: [} post the asticle un your personal Web site; 2) past the. article on your academic institution's sccure intranet; 3) inciude the
article in your non-commercial thesis or dissestation; 4) reprint the article in a printed collection of your writing; 5) hand out printed
copies of the article in classes you teach that have no commercial ties: and 6) deposit the article with your academic institution’s secure
onlire repository. You agree that prior permission must be obtained in writing from the Society for any uses not sel forth above.

You represerd and warrant that you and any others named as authors on the Work are the sole author(s) of the Work: that you
have the full right and avthority to enter this Agreement amd convey the rights set forth heeein; that the Work is original and has not been
published elsewhere; and that the Work does not infringe upon any copyright, propeictary, or personal rights of any third parly.

U.8. Goverament Employees: You and the Society ackrowledge that copyright protection is not available Jor any portions of
the Werk that are 2 work of the U.S. Government, and you represent and warrant that you have disclosed to the Society the tuil extent of
any such portions.

Tn the event thal the Journal decides not to publish the Work, we will nolify you that it is not accepted for publication and all
rights hereunder will revert to you.

Aathorskip Statement: By signing this Agreement, you confirm that {1} you aceept responsibility for the conduct of the study
supporting the Work, including the analysis and interpretation of data; (2) vou helped write the Work and you agree with the decisions
made about it; {3) you are an “author” as defined by the Intermational Commiltee of Medical Fournal Editors and you have scen and
approved the submitted manuscripl for the Work:, and (4) neither the Work nor any essential part of it, including figures and (ables, will
be published or submitted for publication ¢lsewhere before publication in the Fournal.

A facsimile copy of this Agreement shalf be as valid, binding. and enforceable between the parties as an original igried
Agreement.

Please confirm your acceptance of the terms of this Agreement by signing below and returning the Agreement to the Journal at
14} Shattuck Street, Boston, Massachusests 62115 U.S.A., or faxing it to {781) 207.6529

If anthor was a U.5. Government
emplayee at the time the article
was written, please check below.

AGREED TO THIS DAY OF Dg’ l!&’ f‘ﬁpf’z’ )

PRINTED NAME f“{ a0 Lﬁ’ . /\{ End PN s

SIG’NA‘Z'URWZ&@W% L7 L,J..M_‘ .

I,

NESM COPYRIGHT TRANSFER & AUTHORSHIP STAYEMENT
Rev. 1009
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; INTERNATIONAL COMMITTEE of
. MEDICAL_]OU_RNAL EDITORS

ICMJE Form for Disclosure of Potential Conflicts of Interest
The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored

electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts,

EN tdentifying information.

Enter your full name. If you are NOT the corresponding author please check the box "no” and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it.

E The work under consideration for publication.

This section asks for information about the work that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is about
resources that you received, either directly or indirectly (via your institution), to enable you to complete the work. Checking
"No" means that you did the work without receiving any financial support from any third party -- that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. If you or your institution received funds from a third party to support the work, such as a
government granting agency, charitable foundation or commercial sponsor, check "Yes", The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both.

E Relevant financial activities outside the submitted work.

This section asks about your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what you wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadly relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor (EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or lung cancer,

Report all sources of revenue paid (or promised to be paid) directly to you or your institution on your behalf over the 36
months prior to submission of the work. This should include all monies from sources with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work's sponsor
that are outside the submitted work should also be listed here. If there is any question, it is usually better to disclose a
relationship than not to do so.

For grants you have received for work outside the submitted work, you should disclose support ONLY from entities that
could be perceived 10 be affected financially by the published work, such as drug companies, or foundations supported by
entities that could be perceived to have a financial stake in the outcome. Public funding sources, such as government
agencies, charitable foundations or academic institutions, need not be disclosed. For example, if a government agency
sponsored a study in which you have been involved and drugs were provided by a pharmaceutical company, you need
only list the pharmaceutical company.

n Other relationships.

Use this section to report other relationships or activities that readers could perceive to have influenced, or that give the
appearance of potentially influencing, what you wrote in the submitted work.

Newman 1
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INTERNATIONAL COMMITTEL of
MEDICAL JOURNAL EDITORS

ICMJE Form for Disclosure of Potential Conflicts of Interest

Section 1.

identifying Information

1. Given Name (First Name) 2. Surpame {Last Name} 3. Effective Date (07-August-20{8)
Nancy Newman 16-August-2012
4, Are you the corresponding author? |:| Yes No Corresponding Author’'s Name

Dr. Neil Finer
5. Manuscript Title
Neurodevelopmental Qutcome at 18-22 months of the Suifactant Positive Airway Pressure and Pulse Oximetry Randomized
Teial SUPPORT) o _
6. Manuscript Identifying Number (if you know it}
12-08506

Section 2.

The Work Under Consideration for Publication

Did you or your institution at any time receive payment or services from a third party for any aspect of the submitted work
(including but not limited to grants, data monitoring board, study design, manuscript preparation, statistical analysis, etc...)?

Complete each row by checking “No” or providing the requested information. If you have more than one relationship click the
“Add” button to add a row. Excess rows can be removed by dicking the "X" button.

The Work Under Consideration for Publication

I ~ [Money| Moneyto | e
No Paid | Your ! Name of Entity

to You | Institution® |

* This means money that your institution received for your efforts on this study.
** se this section to provide any needed explanation,

-Section 3. Relevant financial activities outside the submitted work.

Place a check in the appropriate boxes in the table to indicate whether you have financial relationships (regardless of amount
of compensation} with entities as described in the instructions. Use one line for each entity; add as many lines as you need by
clicking the "Add +" box. You should report relationships that were present during the 36 months prior to submission.

Complete each row by checking “No” or providing the requested information. If you have mare than one relationship click the
“Add” butrton to add a row, [xcess rows can be removed by clicking the "X" button,

Relevant financial activities outside the submitted work

Newman 2

4-10456




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

INTERNATIONAL COMMITTEE of
MEDICAL JOURNAL EDITORS

.

ICMJE Form for Disclosure of Potential Conflicts of Interest

Relevant financial activities outside the submitted work

Money | Moneyto |

Paidto.  Your Entity | Comments
You |Institution® i

Type of Relationship {in
alphabetical order}

Type of Relationship {in Money | Money to l

Paid to Your | Entity j Comments

alphabetical order) You |lastitution*

* This means money that your institution received for your efforts.
** For example, if you report a consuitancy above there is no need to report travel related to that consultancy on this line.

Sectiond.  “q relationships

Are there other relationships or activities that readers could perceive to have influenced, or that give the appearance of
potentially influencing, what you wrote in the submitted work?

No other relationships/conditions/circumstances that present a potential conflict of interest

D Yes, the following relationships/conditions/circumstances are present {(explain below}:

At the time of manuscript acceptance, journals will ask authors to confirm and, if necessary, update their disclosure statements.
On occasion, journals may ask authors to disclose further information about reported relationships.

Show AliTable Rows =

" Evaluation and Feedback

Please visit http//www.icmie.org/cgi-bin/feedback to provide feedback on your experience with completing this form.

Newman 3
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From: Evans. Patricia W
To: Higgins. Rosemary (NIH/NICHD' [E]
Subject: RE: **CONFIDENTIAL SUPPORT FLf PAPER AND NEIM**

Date: Wednesday, August 15, 2012 6:57:18 PM
Attachments: ICMIE-Drec- 10052401]. polf

See attached. Please let me know if you need anything ¢lse. I am not checking my UT email frequently, so if you
need to reach me immediately, please text my cell number or send email to my personal account--
|{b){6) @egmail com<mauilto: ail.com=.

Hope you're doing well. All the best,

Patrig iJder Evans, MD
832[(0)(6) Cell

Patricia. W Evans(@uth.tmc.edu<mailto:Patricia W . Evansiguth.tme.edu>

From: Higgins, Rosemary (NIH/NICHD) [E] [higginsr@mail.nih.gov]
Sent: Monday, August 13, 2012 3:45 PM
To: mperalta@peds.uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu); Walsh, Michele
(Michele. Walshi@UHhospitals.org); mgantzi@rti.org; Abbot Laptook; Brad Yoder (Bradley.yoderi@hsc.utah.edu);
Roger Faix (Roger.Faix{@hsc.utah.edu); Abhik Das (adas@rti.org); Kurt Schibler [kurt.schibler@cchme.org];
Wade Rlch; nxs5@case.edu; Betty Vohr (bvohr@wihri.org); Kimberly Yolton (kimberly.yolten@cchme.org); Roy
Heyne (Roy.Heyne@utsouthwestern.edu); aol.com; Evans, Patricia W; golds005@mc.duke.edu;
Acarregui, Michael; Adams-Chapman, Ira; (apappas@med.wayne.edu); sthintz@stanford.edu; (EMcGowan(@ttufis-
nemc.org); richard.ehrenkranz@yale.edu; Anna Bodnar (abodnan@utah.gov); cbaver@peds.med.miami.edu;
JaFuller@salud. unm. edu (JaFuller{@salud.unm.edu); moshea@wfubme.edu; Gary Myers
(gary_myers@URMC Rochester.edu); bpoindex@iupui.edu
Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo_Sanchez@UTSouthwestern.edu; Kennedy, Kathleen A; Tyson, Jon
E; goldb008@mc.duke.edy; cotte010@me.duke.edu; Ed Bell (edward-bell@uiowa.edu); Barbara Stoll
(Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran; Krisa Van Meurs (vanmeurs@stanford.edu);
dstevenson@stanford.edu; 'Duara, Shahnaz' (SDuara@med.miami.edu); Kristi Watterberg
(kwatterberg(@salud.unm.edu); dale_phelps@urmc.rochester.edu; carl_dangiof@urmc.rochester.edu
Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Hi
We have good news from the New England Journal — They say ...changes are requested before it can be

Neil, Wally, Myriam, Yvonne, Marie, Abhik and [ are working on the revision.
In the meantime, I need everyone listed in the “TO” line (all of the authors) to completed the ICMJE and the

copyright transfer agreement attached to the email and send it back to me by Friday August 17. We will submit all
of them centrally to NEJM. This is also under embargo, so is not to be released as the publication could be

jeopardized.

1 included the site PT's at the SUPPORT recruiting centers to keep them in the loop — THANKS TO EVERYONE
FOR ALL THE HARD WORK- we are almaost thete,

Rose
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ICMJE Form for Disclosure of Potential Conflicts of Interest

| nmucans =

The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts.

m Identifying information.

Enter your full name. If you are NOT the corresponding author please check the box "no" and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it.

E The work under consideration for publication.

This section asks for information abeut the wark that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is about
resources that you received, either directly or indirectly (via your institution), to enable you to complete the work. Checking
"No" means that you did the wark withaut receiving any financial support from any third party -- that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. If you or your institution received funds from a third party to support the work, such as a
government granting agency, charitable foundation or commercial sponsor, check "Yes”. The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both.

n Relevant financial activities outside the submitted work.

This section asks abaut your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what yvou wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadly relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor {(EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or lung cancer.

Report all sources of revenue paid (or promised to be paid) directly to you or your institution on your behalfl over the 36
months prior to submission of the work, This should include all monies from sources with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work's sponsor
that are outside the submitted wark should also be listed here. If there is any question, it is usually better to disclose a
relationship than not to de so.

For grants you have received for work outside the submitted work, you should disclose support ONLY from entities that
could be perceived to be affected financially by the published work, such as drug companies, or foundations supported by
entities that could be perceived to have a financial stake in the cutcome. Public funding sources, such as government
agencies, charitable foundations or academic institutions, need not be disclosed. For example, if a government agency
sponsored a study in which you have been involved and drugs were provided by a pharmaceutical company, you need
only list the pharmaceutical company.

I} other relationships.

Use this section to repart other relationships or activities that readers could perceive to have influenced, or that give the
appearance of potentially influencing, what you wrate in the submitted work.

Evans i
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INTERNATIONAL COMMITTEE of
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1. Given Name {First Name) 2. Surname (Last Name) 3. Effective Date (07-August-2008)
Patricia Evans 15-August-2012
4, Are you the corresponding author? [ ] Yes No Corresponding Author's Name

Neil Finer
5. Manuscript Title
Neurodevelopmental Outcome at 18-22 months of the Surfactant Positive Airway Pressure and Pulse Oximetry Randomized
Trial (SUPPORTY
6. Manuscript Identifying Number (if you know it)
12-08506

Section 2. The Work Under Consideration for Publication

Did you or your institution at any time receive payment or services from a third party for any aspect of the submitted work
{including but not limited to grants, data monitoring board, study design, manuscript preparation, statistical analysis, etc...)?

Complete each row by checking *No” or providing the requested information. If you have more than one relationship click the
“Add” button o add a row. Excess rows can be removed by clicking the "X” button.

The Work Under Consideration for Publication
o | _
Your !

E Institution™ ;

1. Grant .. D D

| )
Name of Entity Comments**

2. Consulting fee or honorartum _ D D

3. Suppeort for travel to meetings for
the study:or other purposes : D ‘-_—I

4, Fees for participation in review

activities such as data monitoring _ :
boards, sl:jatistica‘l analysis, end D D
point committees, and the like
5. Payment i:‘or writing or reviewing N
the manuscript _ ] L] X

6. Provision of writing assistance, - . :
medicies, equipment.or ~ [7] [] [ x

administrative support
Evans 2
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T 717 TMoney| Money toT : T
Type ’ No ‘ Paid Your f Name of Entity
i i teYou  Institution® |

7. Other - [] ]

* This means money that your institution received for your efforts on this study,
** |Use this section to provide any needed explanation,

. ___Section 3 Relevant financial activities outside the submitted work.

Place a check in the appropriate boxes in the table to indicate whether you have financial relationships (regardless of amount
of compensation) with entities as described in the instructions. Use one line for each entity; add as many lines as you need by
clicking the "Add +" box. You should report relationships that were present during the 36 months prior to submission.

Complete each row by checking “No" or providing the requested information. Il you have more than one relationship click the
“Add” button to add a row. Excess rows can be removed by clicking the "X7 buttoh.

Relevant fmancnal actwltles out5|de the subm|tted work

_ . . . —— ——
Money Money to | 5 '
Paid to | Your i Comments

You | Institution®

Type of Relationship {in
aiphabetical order)

N

1. Board niembership'

[~

2. Consultancy

[

3. Employment

4. Expert téstimony

[

5. Grants/grants pending

6. Payment for lectures including
service on speakers bureaus

S K
0O O OO0 00O
O O 0O O O O

7. Payment for manuscript
preparation

&
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| ICMJE Form for Disclosure of Potential Conflicts of Interest

Relevant financial activities outside the submitted work

Type of Relationship (in J No };aid to

alphabetical order) | You |Institution*

3
|

8. Patents (planned, pending or

N
O
(]
X

9. Royalties

[«

10. Payment for development of
educational presentations

[

11. Stock/stock options

[

12. Travel/accommeodations/
meeting expenses unrelatedto  [/]
activities listed**

O O O O

13. Other (err on the side of full
disclosure} D

L]

* This means money that your institution received for your efforts,
** For example, If you report a consultancy above there is no need to report travel refated to that consultancy on this line,

“‘Section 4.

. Other relationships

Are there other relationships or activities that readers could perceive to have influenced, or that give the appearance of
potentially influencing, what you wrote in the submitted worl?

No other relationships/conditions/circumstances that present a potential conflict of interest

[ ] Yes, the following relationships/conditions/circumstances are present {explain below):

At the time of manuscript acceptance, journals will ask authors to confirm and, if necessary, update their disclosure statements.
On occasion, journals may ask authors to disclose further information about reported relationships.

‘Hide All Tébt_e Rows Checked ‘No' " SAVE ..
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From: Gantz, Marie

To: Higgins, Rogemary (NI/NICHD} [E]

Subject: RE: **QONFIDENTIAL SUPPORT FU PAPER AND NEJM**
Date: Wednesday, August 15, 2012 1:13:11 PM
Attachments: HEMM Form-Gantz.pdf

Rose, here are my forms.
Marie

Hasie Gantg, 2D,

Sewier Besearck Salistiviay
R fntersational
agnlz@rii.org
5289546299

Sent: Monday, August 13, 2012 4:46 PM

To: mperalta@peds.uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu); Walsh,
Michele (Michele.Walsh@UHhospitals.org); Gantz, Marie; Abbot Laptook; Brad Yoder
(Bradley.yoder@hsc.utah.edu); Roger Faix (Roger.Faix@hsc.utah.edu); Das, Abhik; Kurt Schibler
[kurt.schibler@cchme,org]; Wade RIch; nxsS@case.edu; Betty Vohr (bvohr@wihri.org); Kimberly Yolton
(kimberly.yolton@cchme.org); Roy Heyne (Roy.Heyne@utsouthwestemn.edu) ;ﬂaol.mm ;
Patricia.W.Evans@uth.tmc.edu; golds005@mc.duke.edu; Acarregui, Michael; Adams-Chapman, Ira;
(apappas@med.wayne.edu); srhintz@stanford.edu; (EMcGowan@tufts-nemc.org);
richard.ehrenkranz@yale.edu; Anna Bodnar (abodnar@utah.gov); cbauer@peds.med.miami.edu;
JaFuller@salud, unm. edu {JaFuller@salud.unm.edu); moshea@wfubme.edu; Gary Myers
(gary_myers@URMC.Rochester.edu); bpoindex@iupui.edu

Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo.Sanchez@UTSouthwestern.edu; Kennedy, Kathleen A;
Jon.E.Tyson@uth.tmc.edu; goldb008@mc.duke.edy; cotted10@mc.duke.edu; Ed Bell {(edward-
bell@uiowa.edu); Barbara Stoll (Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran ; Krisa Van Meurs
(vanmeurs@stanford.edu); dstevenson@stanford.edu; ‘Duara, Shahnaz' (SDuara@med.miami.edu);
Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urmec.rochester.edu;
carl_dangio@urmc.rochester.edu

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEIM**

Importance: High

Hi

We have good news from the New England Journal — They say ...changes are requested before it can
be accepted......

Neil, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revisions

In the meantime, | need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
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email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the
publication could be jeopardized.

Jincluded the site PV's at the SUPPORT recruiting centers to keep them in the loop —THANKS TO
EVERYONE FOR ALL THE HARD WORK- we are almost there.

Rose
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AUTHORS: PLEASE RETURN THIS FORM TO:

COPYRIGHT TRANSFER ADMINISTRATION

THE NEW ENGLAND JOURNAL OF MEDICINE

10 SHATTUCK STREET, BOSTON, MA 02115 U.S.A,
781.207.6529 FAX

Contribution Number: __12-08506

Short Title or description of Contribution; Neurodevelopmental Outcome at 18-22 months of the Surfactant Positive Airway
Pressure and Pulse Oximetry Randomized Trial (SUPPORT)
Cotresponding Author: _Dr. Neil Finer

COPYRIGHT TRANSFER & AUTHORSHIP STATEMENT

The Massachusetts Medical Society (“Society™) requires authors of works contributed to The New England Journol of
Medicine (“Journal”) to ransfer copyright in these works to the Society. If your contribution is 2 joint work, all anthots are co-ownets of
copyright and each must effect a transfer of copyright ownership to the Sotiety to complete the transfer of rights to the Society.

By signing this Agreement, you transfer to the Society the entire right, title, and interest in your contribution described above,
including any article text, muitimedia materials, and all supplemental and relateq material contributed to the Journal—such as your reply
to correspondence concernitg your contribution (collectively the “Waork™). Rights transferred to the Society include all rights under
copyright, together with the exclusive right and authority to claim copyright throughout the world in the Work. The Society holds sach
copyrights for the full duration of copyright and any renewals or extensions thereof. Without limiting the foregoing, the Journal reserves
the right to edit the Work. This Agreement is govemned by the laws of the United States of Amertca,

On publication in the printed edition of the Journal, you will receive a2 PDF of the published version of the Wortk. You may
make the following use of the PDF, provided that any such use is accompanied by & reference to the article’s first publication in the
Journal: 1) post the article on your personal Web site; 2) post the article on your academic institution’s secure intranet; 3) include the
article in your non-commercial thesis or dissertation; 4) reprint the article in a printed collection of your writing; 5) hand out printed
copies of the article in classes you teach that have no commercial ties; and 6) deposit the article with your academic institution™s secure
online repository. You agree that prior permission must be obtained in writing from the Society for any uses not set forth above.

You represent and warrant that you and any others named as authors on the Work are the sole author(s) of the Work; that you
have the full right and authority to enter this Agreement and convey the rights set forth herein; that the Work is original and has not been
published elsewhere; and that the Work does not infringe upon any copyright, propristary, or personal rights of any third party.

U.S, Goveroment Employees: You and the Society acknowledge that copyright protection is not available for any portions of
the Work that are a work of the U.S. Government, and you represent and warrant that you have disclosed to the Society the full extent of
any such portions.

In the event that the Journal decides not to publish the Work, we will noufy you that it is not accepted for publication and all
rights hereunder will revert to you.

Authorship Statement: By signing this Agreement, you confirm that (1) you accepl responsibility for the conduct of the study
supporting the Work, including the analysis and interpretation of data; (2) you helped write the Work and you agree with the decisions
made about it; (3) you are an “author” as defincd by the Intemational Committee of Medical Journal Editors and you have seen and
approved the submitted manuscript for the Work, and (4) neither the Work nor any essential part of it, including figures and tables, will
be pubtished or submitted for publication elsewhere before publication in the Journat.

A facsimile copy of this Agreement shall be as valid, binding, and enforceable between the parties as an original signed
Agreement,

Please confirm your acceptance of the terms of this Agreernent by signing below and retumning the Agreement to the Joumnal at
10 Shatiuck Street, Boston, Massachusetts 02115 U.8.A., or faxing it to (781) 207.6529

If author was 2 U.S. Government
employee at the time the article
was writien, please check helow.

AGREED TO THIS DAY OF g, 15 20t ( )

srvtepNaMe Mavrie &, G ant=2-

,
SIGNATURE :{MA !lddQ Q K%
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ICMJE Form for Disclosure of Potential Conflicts of Interest

| nstructons R

The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts.

BB identifying information.

Enter your full name. If you are NOT the corresponding author please check the box "ne” and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it.

H The work under consideration for publication.

This section asks for information about the work that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is about
resources that you received, either directly or indirectly {via your institution), to enable you to complete the work. Checking
"No" means that you did the work without receiving any financial support from any third party — that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. If you or your institution received funds from a third party to support the work, such as a
government granting agency, charitable foundation or commercial sponsor, check "Yes". The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both.

H Relevant financial activities outside the submitted work.

This section asks about your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what you wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadly relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor (EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or Jung cancer,

Report all sources of revenue paid (or promised to be paid) directly to you or your institution on your behalf over the 36
months prior to submission of the work. This should include all monies from sources with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work’s sponsor
that are outside the submitted work should alsc be listed here. If there is any question, it is usually better to disclose a
relationship than not to do so.

For grants you have received for work outside the submitted work, you should disclose support ONLY from entities that
could be perceived to be affected financially by the published work, such as drug companies, or foundations supported by
entities that could be perceived to have a financial stake in the outcome. Public funding sources, such as government
agencies, charitable foundations or academic institutions, need not be disclosed. For example, if a government agency
sponsored a study in which you have been involved and drugs were provided by a pharmaceutical company, you need
only list the pharmaceutical company.

n Other relationships.

Use this section to report other relationships or activities that readers could perceive to have influenced, or that give the
appearance of potentially influencing, what you wrote in the submitted work.
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Sgction 1.

Identifying Information

1. Given Name (First Mame} 2. Surname {Last Name}) 3. Effective Date {07-August-2008)
Marie Gantz 15-August-2012
4. Are you the corresponding author? D Yes Wo Corvesponding Author's Name

Dr. Meil Finer

5. Manuscript Title
Neurodevelopmental Cutcome at 18-22 months of the Surfactant Positive Airway Pressure and Pulse Oximetry Randomized

Trial (SUPPORT)

6. Manuscript Identif};i_ﬁQ Number {if you know &}... .
12-08506

The Work Under Consideration for Publication

Did you or your institution at any time receive payment or services from a third party for any aspect of the submitted work
(including but not limited to grants, data monitoring hoard, study design, manuscript preparation, statistical analysis, etc...}?

Complete each row by checking “No” or providing the requested information. if you have more than one relationship click the
“Add” button to add arow. Excess rows can be removed by clicking the "X" button.

Name of Entity Comments**
Institution® | .
Cooperative agreement
_ to support RTl's role as
1. Grant _ ] e NIH Data Coordinating % -
' : : Center of the Neonatal
Research Network

* This means money that your institution received for your efforts on this study,
** Use this section to provide any needed explanation.
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Section 3.

Relevant financial activities cutside the submitted work.

Place a check in the appropriate boxes in the table to indicate whether you have financial relationships {regardless of amount
of compensation) with entities as described in the instructions. Use one line for each entity; add as many lines as you need by
clicking the "Add +" box, You should report relationships that were present during the 36 months prior to submission.

Complete each row by checking “No” or providing the requested information, If you have more than one refationship click the
"Add" button to add a row. Excess rows can be remaoved by clicking the “X" button.

Relevant financial activities outside the submitted work

Money Moneyto

Type of Relationship {in

alphabetical order) | No ]Pa'd to Your ' Comments

You nstitution®

Travel/accommodations
to give a presentation on
statistical methods at

the 36th Southeastern  §
Conference on Perinatal I "¢k
Research of the :
American Academy of

Pediatrics in Key Largo,

FL

: _ : Honoratium for giving a

' ' ' presentation on

o ' statistical methods at

the 36th Southeastern |} _
Conference on Perinatal »
Research of the

American Academy of

Pediatrics in Key Largo,

FL

13. Other (érr on the side of ful American Academy of
disclosure) L] L] Pediatrics

13. Other (qérr on the side of full | B Mead Johnson
disclosure) : D O Nutrition

* This means raoney that your institution received for your efforts.
** For example, if you report a consultancy above there Is no need to report travel related to that consultancy on this line.

- Section A,

Other relationships
Are there other relationships or activities that readers could perceive to have influenced, or that give the appearance of

potentially influencing, what you wrote in the submitted work?

No other relationships/conditions/circumstances that present a potential conflict of interest

D Yes, the following relationships/conditions/circumstances are present (explain below):
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At the time of manuscript acceptance, journals will ask authors to confirm and, if necessary, update their disclosure statements.
On occasion, journals may ask authors to disclose further information about reported relationships.

. SAVE

Show All Table Rows

N :'_iiﬁaiuatiion a_t_id Feedback

Please visit http//www icmje.org/cgi-bin/feedback to provide feedback on your experience with completing this form,
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From: Dr., Frank
To: Higgins, Rosemary (NIH/NICHD) [E}
Subject: Re: **CONFIDENTIAL SUPPORT FL) PAPER. AND NEIM**
Date: Wednesday, August 15, 2012 12:18:26 PM
Attachments: NEWM_Form{1}.pdf

ICMIE-Disc-100524{ 1. pdf
Dear Rose,

Attached are the requested signed and completed forms.
Congratulations. My Best, Dee Wilson

B0 gacl.com

-—---Original Message-----

From: Higgins, Rosemary (NIH/NICHD) {E] (NTH/NICHD) [E]
<higginsri@mail.nih.gov>
To: mperalta <mperaltai@peds.uab.edu>; Yvonne Vaucher
<yvaucher@ucsd.edu>; nfiner <nfiner@ucsd.edu>; Wally Carlo
(wacarlo@uab.edu) <wacarlo@uab.edu>; Walsh, Michele
{(Michele. Walshi@UHhospitals.org)

(Michele. Walsh@UHhospitals.org) <Michele. Walshi@UHhospitals.org>;
mgantz <mgantz@rti.org>; Abbot Laptook <Alaptook@wihri.org>; Brad Yoder
(Bradley.yodergdhsc.utah.edu) <Bradley.yoder@hsc.utah.edu>; Roger Faix
{Roger Faix(@hsc.utah.edu) <Roger.Faix@hsc.utah.eduw>; Abhik Das
(adas{@rti.org) <adas@rti.org>; Kurt Schibler [kurt.schibler@cchme.org)
<kurt.schibler@cchme.org>; Wade Rlch <wrich@ucsd.edu>; nxs5
<nxsS@case.eduw>; Betty Vohr (bvohr@wihri.org) <bvohr@wihri.org>;
Kimberly Yolton (kimbetly.yolton@cchme.org)
<kimberly.yoltoni@cchme.org>; Roy Heyne (Roy. Heyne@utsouthwestemn.edu)
<Roy.Heyne@utsouthwestern.edu>;[06)  J@aol.com>;

Patricia. W.Evans <Patricia. W Evans@uth.tmc.edu>; golds005
<golds005@me. duke.edu>; Acarregui, Michael
<michael-acarregui{@uiowa.edu>; Adams-Chapman, Ira <iadamsc@emory.edu>;
(apappas@med. wayne.edu) <apappasi@med.wayne.edu>; sthintz
<srhintz@stanford.edu>; (EMcGowan@tufis-nemec.org)
<EMcGowan@tufis-neme.org>; richard.ehrenkranz
<richard.ehrenkranz@yale.edu>; Anna Bodnar (abodnar@utah.gov)
<abodnar@utah.gov:>; chauer <cbauer(@peds.med.miami.edu>; JaFuller@salud.
unm. ¢du (JaFulier@salud.unm.edu) <JaFuller@salud.unm.edu>; moshea
<moshea@wfubmc.edu>; Gary Myers (gary_myersi@URMC. Rochester.edu)
<gary_myers@URMC Rochester.edu>; bpoindex <bpoindex@iupui.edu>
Cc: Archer, Stephanie (NIH/NICHD) [E] (NIH/NICHD) [E]

<archerst@mail. nih.gov>; Pablo.Sanchez
<Pablo.Sanchez@UTSouthwestern.edu>; Kennedy, Kathleen A

<Kathleen. A.Kennedy@uth.tmc.edu>; Jon.E.Tyson
<Jon.E.Tyson@uth.tme.edu>; goldb008 <goldb008@me.duke.edu>; cotte010
<cotte010@me.duke.edu>; Ed Bell (edward-bell@uiowa.edu)
<edward-belli@uiowa.edu>; Barbara Stoll (Barbara.Stoll@oz.ped.emory.edu)
<Barbara.Stolli@oz. ped.emory.edu™>; Seetha Shankaran
<sshankar@med.wayne.edu>; Krisa Van Meurs (vanmeurs@stanford.edu)
<vanmeurs@stanford.edu>; dstevenson <dstevenson(@stanford.edu>; ‘Duara,
Shahnaz' (SDuara@med.miami.edu} (SDuara@med.miami.edu)
<SDuarai@med.miami.edu>; Kristi Watterberg (kwatterbergi@salud.unm.edu)
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<kwatterberg@salud.unm.edu>; dale_phelps
<dale_phelpsi@urmc.rochester.edu>; carl_dangio
<carl_dangio@urmc.rochester.edu>

Sent: Mon, Aug 13, 2012 4:45 pm

Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

HiWe have good news from the New England Journal — They say ...changes

are requested before it can be accepted...... Neil, Wally, Myriam, Yvonne,

Marie, Abhik and I are working on the revision. In the meantime, I

need everyone lisied in the “TO” line (all of the authors) te completed

the ICMIE and the copyright transfer agreement attached to the email

and send it back to me by Friday August 17. We will submit all of them

centrally to NEJM. This is also under embargo, 5o is not to be

released as the publication could be jeopardized. I included the site

PD’s at the SUPPORT recruiting centers to keep them in the loop —

THANKS TO EVERYONE FOR. ALL THE HARD WORK- we are almost there. Rose
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From: Bhelpg, Dale

To: Gantz, Marie

Ce: Higgins, Rosemary (NIL/NICHD: FE]; Dag, Abhik
Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC
Date: Wednesday, August 15, 2012 10:14:32 AM
Marie,

Thank you, | don’t think I told vou that this was very helpful. | do think we have two cutliers, and I'll
discuss it with Abhik and Rose whether we’ll just do general education on the issue, or in addition
especially contact those two centers. | do not know who they are, and probably don't need to.
Dale

From: Gantz, Marie [mailto:mgantz@rti.org]

Sent: Friday, August 10, 2012 2:40 PM

To: Phelps, Dale; Higgins, Rosemary (NIH/NICHD) [E]
€c: Das, Abhik

Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Dale,

The attached document is the previous output | had sent you on the 23 who did not meet criteria for
surgery, but | have added the percent of infants enrolled at center who had ROP surgery without
meeting criteria. Let me know if that answers your guestion,

Marie

Harie Gantz, PhB.
Nenier fesearch Statistietan
T Intermationsl

From: Phelps, Dale [mailto;Dake. Phelps@URMC,Rochester,edu]
Sent: Sunday, July 22, 2012 7:27 PM

To: Gantz, Marie; 'Higgins, Rosemary (NIH/NICHD) [E]'

Cc: Das, Abhik

Subject: RE: RCP data from SUPPORT TRIAL FOR DSMC

HI Marie,

| have carefully reviewed each of these cases and they're an interesting mix*(see attached).
Although the cases were 'spread over 11 centers’, there were two centers that had 5 cases, and

the other 9 centers had only 1 or 2 cases. In order to know if there is a problem here, we need to

be able to appreciate if the two centers with 5 cases each {your coded centers E and upper case i}

were high enrellers overall.  Also, while some centers had "only" 1 or 2 cases, some center enrolled

less than 10 subjects.

I know we want to keep things coded, but in order to get the fuil grasp, | need more. Perhaps you

could express it as a percentage of enrollees {which would approximate things, but would not
reveal a percentages of survivors who got exams} ?

4-10479




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

Dale

From: Gantz, Marie [mailto:

Sent: Friday, May 25, 2012 11:15 AM
To: Higgins, Rosemary (NIH/NICHD) [E]; Phelps, Dale
Cc: Das, Abhik

Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Rose and Dale,

SUPP10 data for the 23 infants who did not meet criteria for surgery are attached. I've coded the
center and infant IDs, but you can see that the 23 infants were spread acraoss 11 centers. Note that
there were a couple of cases where “Threshold (New Type 1)” was coded as “Y” on the SUPP10, but
the other individual variables {zone, stage and plus disease} did not back that up. | know that when
we were doing the original analysis, we queried cases where there were similar disagreements in
the data, but | think we must have only queried cases where the ROP final outcome was based on
threshald ROP rather than on surgery {these 23 cases were all classified based on surgery}. Let me
know if you have any questions.

Marie

Marie Gastz, Phl).

Sewior Research Satisticiag
KT Intersational
nganlz@rliorg
N5

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nib.gov]
Sent: Friday, May 25, 2012 9:53 AM

To: Das, Abhik

Ce: Gantz, Marie

Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Yes — maybe some of them had other issues and we need to know. We also need to know if this is
only a few sites or spread across the network.

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852

301-435-7909

301-496-5575
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301-496-3790 (FAX)
higginsr@mail.ni

From' Das, Abhlk

Sent: Friday, May 25, 2012 9:52 AM

To: Higgins, Rosemary (NIH/NICHD) [E]

Cc: Gantz, Marie

Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Rose:

I was surprised to see that as well. We can pull all the data from the SUPP10 forms for each of these
babies for you to review. is that what you had in mind?

Thanks

Abhik

From: Higglns Rosemarv (NIH/NICHD) [E] [mﬂm&wmn@mamugav]
Sent: Friday, May 25, 2012 9:49 AM

To: Das, Abhik
Subject: FW: ROP data from SUPPORT TRIAL FOR DSMC

Abhik
tam a little concerned that we had 23 infants who got ROP surgery, but didn’t meet the criteria- we
should look at these cases in a little more detail {as well as see if this is site dependent)>

Is it possible to get the SUPP 10 forms on each of these infants — this will help to try to figure out
why they had surgery and didn’t reach the usual “Threshold” definition??

We need this to be able to explain this to the DSMC,

Thanks

Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4803

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852

301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail i

From: Phelps, Dale ilto:

Sent: Thursday, May 24, 2012 5:15 PM

To: Gantz, Marie

Cc: Higgins, Rosemary (NIH/NICHD) [E]; Zaterka-Baxter, Kristin; Das, Abhik
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Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Hi Marie,

There are quite a few more cases of treatrnent before docurmented criteria for treatment than | had
expected,

As we go back to the DSMC with this, 1 think it would be important to be able to better explain it,

Also, just to confirm with you. Infants who might have had ROP disease worse than Type 1 would
also be considered treated appropriately. Did you exclude any infants because they had stage 4a or
4b or stage 57

If it is going to take a lot of time, please discuss it with Dr. Das first. He and Dr. Higgins and | can
discuss whether to go forward.

b do think it will be important to understand and be able to account for at least some of theny —
and the fuller clinical ROP picture is likely to do that.

Therefore, I would like to request that you provide the more detailed data.

} also volunteer to individually review the ROP printouts from the subgroups listed below: (thereis a
nice de-identified format that was used for INS-2 that you could use that gives me basically two
pages per infant —one for each eye)
5 who met criteria for surgery, but were not recorded as having had surgery (123-127=5)
23 who did receive surgery, but did not meet criteria for surgery

Thanks!
Dale

From: Gantz, Marie i

Sent: Thursday, May 24, 2012 1:39 PM

To: Phelps, Dale

Cc: Higgins, Rosemary {NIH/NICHD) [E]; Zaterka-Baxter, Kristin; Das, Abhik
Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Dale, do you still need the more detailed data you requested?
Marie

Harie antz, P40,
Senier Research Satistician
AT indersalional

{ry
$. 2544255
Frorn Phél-as,'bé'l'e[m" e < e .].. e
Sent: Thursday, May 24, 2012 4:18 PM

To: Gantz, Marie
Cc: Higgins, Rosemary (NIH/NICHD) [E]; Zaterka-Baxter, Kristin; Das, Abhik

4-10482
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Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Thank you Marie,
The answers provide very interesting data for discussion.
We will have some work to do with the Ophthalmoiogists in the inositol Study.
Particularly: treating in zone I without evidence of plus disease,
One the cases below not meeting criteria is unlikely enough that i is probably a keying error, but |
would not want to go back at this point in time to do a query.
Dale

From: Gantz, Marie [mailto: i

Sent: Thursday, May 24, 2012 12:34 PM

To: Higgins, Rosemary (NIH/NICHD) [E]

Cc: Das, Abhik; Phelps, Dale; Zaterka-Baxter, Kristin
Subject: RE: ROP data from SUPPORT TRIAL FOR DSMC

Hi ali, I included answers to Rose’s questions below, based on my preliminary look at the SUPPORT
data. | will send more complete answers to Dale’s questions when | have them.

Marie

Hario Gandz, Pii D,

Sauinr Research Siatistician
R International

pes st L]

From: Higgins, Rosemary {NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov]
Sent: Monday, May 14, 2012 12:52 PM

To: Gantz, Marie

Cc: Das, Abhik; "Phelps, Dale'; Zaterka-Baxter, Kristin

Subject: ROP data from SUPPORT TRIAL FOR DSMC

Marie
The DSMC reviewed our INS-3 protocol and raised a possible concern for ROP surgery possibly being
performed prior to an infant meeting threshald ROP,

Can you look at the SUPPORT data for children who had ROP surgery performed and fet us know the
following:

Number of infants receiving ROP surgery 127 (based on Wally's paper, this looks like 132) MG; 132
includes infants with severe ROP as defined in the paper who did not have surgery recorded.

Can you tell us how many had each of these categories:

1. type | ROP, defined as zone i, any stage ROP with plus disease (a degree of dilation
and tortuosity of the posterior retinal blood vesseis meeting or exceeding that of a standard
photograph);

M@G: 22 met these criteria in at ieast one eye

2. zone [, stage 3 ROP without plus disease;
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MG: An additional 6 met these criteria in at least one eye {there were a total of 11 but 5 also met
criteria for type | ROP in #1)

3. zone ll, stage 2 or 3 ROP with plus disease.

MG: An additional 76 met these criteria in at least one eye {there were a total of 80 but 4 also met
criteria in #1 or #2)

Can you tell us if nay infants underwent surgery and did not meet the above criteria?? If s0, what
was their worst ROP status prior to surgery??

MG: There were 23 who did not meet criteria in #1-3 but who did have surgery:

1 had zone Il stage 2 with plus disease missing

2 had zone | stage 2 no plus disease

18 had zone I stage 3 no plus disease

1 had zone [l stage 3 no plus disease

1 had missing zone and stage but plus disease

Thanks
Rose

Rosemary D. Higgins, MD
Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Bivd., Room 4B03

MSC 7510

Bethesda, MD 20892

For overnight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)
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From: Adams-Chapman, lra
To: Higqins, Resemary (NIH/NICHD)Y IE
Subject: RE: =*CONFIDENTIAL SUPPORT FU PAPER AND NEJM**
Date: Wednesday, August 15, 2012 10:05:23 AM
Attachments: IE-Disc-
2012081510064778711 Lodf
Hi Rose,
Attached are my two forms.
Thanks,
Ira

From: Higgins, Rosemary (NIH/NICHD) [E] [higginsr@mail.nih.gov]
Sent: Tuasday, August 14, 2012 9:59 AM
To: 'mperalta@peds.uab.edu’; "Yvonne Vaucher'; 'nfiner@ucsd.edu'; 'Wally Carlo (wacarfo@uab.edu)';
'Walsh, Michele (Michele.Walsh@UHhospitals.org)'; 'mgantz@ti.org’; 'Abbot Laptook'; 'Brad Yoder
(Bradley.yoder@hsc.utah.edu)’; 'Roger Faix {Roger.Faix@hsc.utah.edu)'; 'Abhik Das (adas@rti.org)';
'Kurt Schibler [kurt.schibler@cchme.org]’; ‘Wade RIch'; 'nxsb@case.edu’; 'Betty Vohr {bvohr@wihri.org)';
'Kimberly Yolton (kimberly.yoiton@cchme.org)’; 'Roy Heyne (Roy.Heyne@utsouthwestern.edu)';
aol.com'; 'Patricia. W.Evans@uth.tmc.edu'; 'golds005@mc.duke.edu’; ‘Acarrequi, Michael’;
Adams-Chapman, Ira; ' (apappas@med.wayne.edu)'; 'sthintz@stanford.edu’; ' (EMcGowan@tufts-
nemc.org)’; 'richard.ehrenkranz@yale.edu’; ‘Anna Bodnar (abednar@utah.gov)';
‘cbaver@peds.med.miami.edu’; JaFuller@salud. unm. edu (JaFuller@salud.unm.edu)’;
'moshea@wfubme.edu’; ‘Gary Myers (gary_myers@URMC.Rochester.edu)’; 'bpoindex@iupui.edu’
Ce: Archer, Stephanie (NIH/NICHD) [E]; 'Pablo.Sanchez@UTSouthwestern.edu'; 'Kennedy, Kathleen A';
Jon.E.Tyson@uth.tme.edu'; 'goldb008@me.duke.edu’; 'cotteD10@me.duke.edu’; 'Ed Bell {edward-
bell@uiowa.edu)'’; 'Barbara Stoll {(Barbara.Stoll@oz.ped.emory.edu}; 'Seetha Shankaran '; 'Krisa Van
Meurs (vanmeurs@stanford.edu}’; 'dstevenson@stanford.edu’; "Duara, Shahnaz'
(SCuara@med.miami.edu)’; 'Kristi Watterberg (kwatterberg@salud.unm.edu}’;
'dale_phelps@urmc.rochester.edu'; 'carl_dangio@urmc.rochester.edu’
Subject: RE: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**

Hi ali
The correspanding auther if Dr. Neil Finer (it is on one form but not the other)

Thanks
Rose

Rosemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd,, Room 4B03

MSC 7510

Bethesda, MD 20892

For evernight delivery use Rockvilfe, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mai.nit

From: Higgins, Rosemary (NIH/NICHD) {E]
Sent: Monday, August 13, 2012 4:46 PM
To: mperalta@peds,uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Wally Carlo (wacarlo@uab.edu); Walsh,
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Michele {(Michele.Walsh@UHhospitals.org); mgantz@rti.org; Abbot Laptook; Brad Yoder
{Bradley.yoder@hsc.utah.edu); Roger Faix (Roger.Faix@hsc.utah.edu); Abhik Das (adas@rti.org); Kurt
Schitler [kurt.schibler@cchme.org]; Wade Rlch; nxs5@case.edu; Betty Vohr {(bvohr@wihri.org);
Kimberly Yolton (kimberly.yolton@cchmc.org); Roy Heyne (Roy.Heyne@utsouthwestemn.edu);
aol.com; Patricia.W.Evans@uth.tmc.edu; golds005@mc.duke.edu; Acarregui, Michael; Adams-
apman, Ira; (apappas@med.wayne.edu); sthintz@stanford.edu; (EMcGowan@tufts-nemc.org);
richard.ehrenkranz@yale.edu; Anna Bodnar (abodnar@utah.gov); cbauer@peds.med.miami.edu;
JaFuller@salud. unm. edu (JaFuller@salud.unm.edu); moshea@wfubme.edu; Gary Myers
(gary_myers@URMC.Rochester.edu}; bpoindex@iupui.edu
Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo.Sanchez@UTSouthwestern.edu; Kennedy, Kathleen A;
Jon.E.Tyson@uth.tmc.edu; goldb008@mc.duke.edu; cotte010@mc.duke.edu; Ed Bell (edward-
bell@uiowa.edu); Barbara Stoll (Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran ; Krisa Van Meurs
(vanmeurs@stanford.edu); dstevenson@stanford.edu; 'Duara, Shahnaz' {(SDuara@med.miami.edu);
Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urmc.rochester.edu;
carl_dangio@urmc.rochester.edu
Subject: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**
Importance; High

Hi

We have good news from the New England Journal — They say ...changes are requested before it can
be accepted......

Neil, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revision.

In the meantime, | need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the
publication could be jeopardized.

| included the site PI's at the SUPPORT recruiting centers to keep them in the loop — THANKS TO
EVERYONE FCOR ALL THE HARD WORK- we are almost there,

Rose

This e-mail massage (including any atiachments) is for the sofe use of
the intended recipient{s) and may contain confidential and privileged
information. If the reader of this message i3 net the intended

recipient, you are hereby notified that any dissemination, distribution
or copying of lhis message {including any attachments} is sinctly
prohibited.

If yint have recavad this message in error, please contact
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Iﬁgtructibns

The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts.

EX® Identifying information.

Enter your full name. If you are NOT the corresponding author please check the box "'no* and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it

E The work under consideration for publication.

This section asks for information about the work that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial cenception and planning to the present. The requested information is about
resources that you received, either directly or indirectly (via your institution), to enable you to complete the work. Checking
“No" means that you did the work without receiving any financial support from any third party -- that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. if you or your institution received funds from a third party to support the work, such asa
gavernment granting agency, charitable foundation or commercial sponsor, check "Yes". The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both,

EN Relevant financial activities outside the submitted work.

This section asks about your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what you wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadly relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor (EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or lung cancer.

Report all sources of revenue paid {or promised to be paid} directly to you or your institution on your behalf over the 36
months prior to submission of the work. This should include all monies from sources with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work's sponsor
that are outside the submitted work should also be listed here, If there is any question, it is usually better to disclose a
relationship than not to do so.

For grants you have received for work outside the submitted work, you should disclose support OMLY from entities that
could be perceived to be affected financially by the published work, such as drug companies, or foundations supported by
entities that could be perceived to have a financial stake in the outcome, Public funding sources, such as government
agencies, charitable foundations or academic institutions, need not be disclesed, For example, if a government agency
sponsared a study in which you have been involved and drugs were provided by a pharmaceutical company, you need
only list the pharmaceutical company.

n Other relationships.

Use this section to report other relationships or activities that readers could perceive to have influenced, or that give the
appearance of potentially influencing, what you wrote in the submitted work,
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. Section 1. identifying Information

1. Given Name (First Name) 2. Surname (Last Name) 3. Effective Date {07-August-2008)
Ira Adams-Chapman 13-August-2012
4, Are you the corresponding author? D Yes No Corresponding Author’s Name
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6. Manuscript Identifying Number {if you know it)
12-08506

Sectlon 2. The Work Under Consideration for Publication

Did you or your institution at any time receive payment or services from a third party for any aspect of the submitted work
{including but not limited to grants, data monitoring board, study design, manuscript preparation, statistical analysis, etc...}?

Complete each row by checking “No” or providing the requested information. If you have more than ane relationship ¢lick the
“Add” button to add a row. Excess rows can be removed by clicking the "X" button,

The Work Under Consideration for Publication

— —— e ——

l Money | Moneyto | :
! Paid ¢ Your | NameofEntity | Comments**
| to You | Institution* :

: NIH Neonatal network
1. Grant D D NICHD Grant
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2, Consulting fee oihonora'rium 11 O

. : NIH 5Tudy Group
3. Support for travel to meetings for Meetings and
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sessions
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boards, statistical analysis, end : D D X

point committees, and the like ..
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Type ’ No | Paid Your
: to You | Institution®

6, Provision of writing assistance,

medicines, equipment, or [] ] X

administrative support
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* This means money that your institution received for your efforts on this study.
** Use this section to provide any needed explanation.
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Reievant financial activities outside the submitted work.

Place a check in the appropriate boxes in the table to indicate whether you have financial relationships (regardless of amount
of compensation) with entities as described in the instructions. Use one line for each entity; add as many lines as you need by
clicking the "Add +" box. You should report relationships that were present during the 36 months prier to submission.

Complete each row by checking “No” or providing the requested information. If you have imore than one relationship click the
“Add” hutton to add a row. bxcess rows can be removed by clicking the "X” button.

Relevant financial activities outside the submitted work

Money ? Money to

Type of Relationship {in
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You . institution®
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2. Consulténcy

3, Employment - -~ -
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&
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6. Payment for lectures including
service on speakers bureaus -

g
OO0 0000
O O 0O 0O [

<]

Adams-Chapman 3

4-10489




This document is provided for reference purposes only. Persons with disabilities having difficulty accessing
information in this document should e-mail NICHD FOIA Office at NICHDFOIARequest@mail.nih.gov for assistance.

INTERNATIONAL COMMITTEE of
MEDICAL JOURNAL EDITORS

ICMJE Form for Disclosure of Potential Conflicts of [nterest

Relevant financial activities outside the submitted work

I e

Money to
Paid to Your Comments
You ! Institution*

Money

Type of Relationship {in
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7. Payment for manuscript
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8. Patents (planned, pending or
issued): =
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9. Rovalties

10. Payment for development.of
educatibnal presentations
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11. Stock/stock optiens

12, TraveVaccommodations/
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* This means money that your institution received for your efforts,
** For example, if you report a consultancy above therve is no need to report travel related to that consultancy on this line,

Sectiond. ., relationships

Are there other relationships or activities that readers could perceive to have influenced, or that give the appearance of
potentially influencing, what you wrote in the submitted work?

No other relationships/conditions/circumstances that present a potential conflict of interest

|:|Yes, the following refationships/conditions/circumstances are present {(explain below):
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influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts.

n Identifying information.

Enter your full name, If you are NOT the corresponding author please check the box "no”" and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it.

ﬂ The work under consideration for publication.

This section asks for information about the work that you have submitted for publication. The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is about
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Report all sources of revenue paid (or promised to be paid) directly to you or your institution on your behalf over the 36
months prior to submission of the work. This should include all monies from sources with relevance to the submitted work,
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From:

To:

Co: I NI NICHD) HE

Subject: RE: Onset of ROP Observational Study (SUPPORT Secondary)
Date: Tuesday, August 14, 2012 3:07:24 PM

Attachments: I " S M LseT -

Very interesting paper. | did have some questions about the interpretation of the relationship
between GA and age of onset of ROP. Specific comments/questions are in the attachad version.

Marie

arie laniz, 10

Seior Research Sfatisliiaa
RTY Intersational
gtz (3 Higrg

8 BT KA

Sent: Friday, July 27, 2012 9:53 AM

To: Wrage, Lisa Ann; dale_phetps@urmc.rochester.edu; Higgins, Rosemary {(NIH/NICHD);
wcarlo@peds.uab.edu; Das, Abhik; Roger.Faix@bsc.utah.edu; nfiner@ucsd.edu; Gantz, Marie;
alaptook@WIHRL.org; nxs5@cwru.edu; wrich@ucsd.edu; kurt.schibler@cchme.org;
Michele.Walsh@Hhospitals.org; Bradley.Yoder@hsc.utah.edu

Cc: Archer, Stephanie

Subject: Onset of ROP Observational Study (SUPPORT Secondary)

I've attached a draft of the ROP Secondary Study for your review. The manuscript has been
formatted for Pediatrics (except that | left the figures in the body of the manuscript to make it
easier for you to read). We could add about 200 more words to the manuscript but the abstract is
atits limit. | still need to get a boilerplate from Stephanie.

If you're receiving this, it’s because you have been included as an author based on your membership
in the subcommittee for the SUPPQORT Trial. Please get your comments/review back to me by Fri
Aug 17 sothat | can incorporate them and you can meet the journal’s authorship requirements.

Kathlean A. Kennedy, MD, MPH

Richard W. Mithoff Professor of Pediatrics
Director, MS in Clinical Research Degree Program
UT-Houston Medical School

6431 Fannin, Suite 2.106

Houston, TX 77030

713 500-6708
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From: Schibfer, Kurt
To: Higgins. Rosemary (NIH/MNICHD) [E
Subject: RE: **CONFIDENTIAL SUPPORT FU PAPER AND NEJM**
Date: Tuesday, August 14, 2012 2:21:19 PM
Attachments: MEMM 2012 08 14 Schibler.paf

ICMIE-Disc-100524, pdf
Hi Rose,
Here are my forms for the NEJM for the SUPPORT FU paper.
Thanks,
Kurt

From: Higgins, Rosemary (NIH/NICHD) [E] [mailto:higginsr@mail.nih.gov]

Sent: Tuesday, August 14, 2012 10:00 AM

To: 'mperalta@peds.uab.edu’; “Yvonne Vaucher'; 'nfiner@ucsd.edu’; 'Wally Carlo (wacardo@uab.edu)';
'Walsh, Michele (Michele.Walsh@UHhospitals.org)'; ‘mgantz@rti.org’; ‘Abbot Laptook'; 'Brad Yoder
(Bradley.yoder@hsc.utah.edu)’; 'Roger Faix (Roger.Faix@hsc.utah.edu)’; 'Abhik Das (adas@rti.org)’;
Schibler, Kurt; 'Wade RlIch'; 'nxs5@case.edu’; ‘8 (bvohr@wihri.org)'; Yolton, Kimberly {Kim);
'Roy Heyne {Roy.Heyne@utsouthwestern.edu)';|2)©) aol.com'; 'Patricia.W.Evans@uth.tmc.edu’;
'goldsB05@mc.duke.edu’; "Acarregui, Michael'; 'Adams-Chapman, Ira'; ' (apappas@med.wayne.edu)’;
'srhintz@stanford.edu’; ' (EMcGowan@tufts-nemc.org)’; richard.ehrenkranz@yale.edu’; 'Anna Bodnar
{abodnar@utah.gov)'; 'cbauer@peds.med.miami.edu’; JaFuller@salud. unm. edu
(JaFuller@salud.unm.edu)'; 'moshea@wfubmc.edu’; ‘Gary Myers (gary_myers@URMC.Rochester.edu)’;
'Bpoindex@iupui.edu’

Cc: Archer, Stephanie {(NIH/NICHD) [E]; ‘Pablo.Sanchez@UTSauthwestern.edy’; 'Kennedy, Kathleen 4';
‘Jan.E. Tyson@uth.tmc.edu’; 'goldb008@mc_duke.edu’; ‘cotte010@mc.duke.edu’; 'Ed Bell {(edward-
bell@uiowa.edu)'; 'Barbara Stoll {Barbara.Stoll@oz.ped.emory.edu)’; 'Seetha Shankaran *; 'Krisa Van
Meurs (vanmeurs@stanford.edu)’; 'dstevenson@stanford.edu’; "Duara, Shahnaz'
(SDuara@med.miami.edu)’; 'Kristi Watterberg (kwatterberg@salud.unm.edu)';
'dale_phelps@urmc.rochester.edu’; 'carl_dangio@urmc.rochester.edu’

Subject: RE: **CONFIDENTIAL SUPPORT FU PAPER AND NEIM**

Hi alf
The corresponding author if Dr. Neil Fines (it is on one form but not the other)

Thartks
Rose

Resemary D. Higgins, MD

Program Scientist for the Eunice Kennedy Shriver NICHD Neonatal Research Network
Pregnancy and Perinatology Branch

CDBPM, NIH

6100 Executive Blvd., Room 4B03

MSC 7510

Bethesda, MD 20892

For cvernight delivery use Rockville, MD 20852
301-435-7909

301-496-5575

301-496-3790 (FAX)

higginsr@mail ni

From: Higgins, Rosemary (NIH/NICHD) [E]
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Sent: Monday, August 13, 2012 4:46 PM
To: mperalta@peds.uab.edu; Yvonne Vaucher; nfiner@ucsd.edu; Waily Carlo (wacarlo@uab.edu); Walsh,
Michele (Michele.Walsh@UHhospitals.org); mgantz@rti.org; Abbot Laptook; Brad Yoder
(Bradley.yoder@hsc.utah.edu); Roger Faix (Roger.Faix@hsc.utah.edu); Abhik Das (adas@rti.org); Kurt
Schibler [kurt.schibler@cchme.org]; Wade Rlch; nxs>@case.edu; Betty Vohr (bvohr@wihri.org);
y Yolton (kimberly.yolton@cchmc.org); Roy Heyne (Roy. Heyne@utsouthwestem edu);
(D)O)  lavaol.com; Patricia.W.Evans@uth.tmc.edu; golds00S@mc.duke.edu; Acarregui, Michael; Adams-
apman, Ira; (apappas@med.wayne.edu); srhintz@stanford.edu; (EMcGowan@tufts-nemc.org);
richard.ehrenkranz@vyale.edu; Anna Bodnar (abodnar@utah.gov); chauer@peds.med.miami.edu;
JaFuller@salud. unm. edu (JaFuller@salud.unm.edu); moshea@wfubmc.edu; Gary Myers
(gary_myers@URMC.Rochester.edu); bpoindex@iupui.edu
Cc: Archer, Stephanie (NIH/NICHD) [E]; Pablo.Sanchez@UTSouthwestern.edu; Kennedy, Kathleen A;
Jon.E.Tyson@uth.trmc.edu; goldb008@mc.duke.edu; cotte01l0@mc.duke.edu; Ed Bell (edward-
bell@uicwa.edu); Barbara Stoll (Barbara.Stoll@oz.ped.emory.edu); Seetha Shankaran ; Krisa Van Meurs
{vanmeurs@stanford.edu); dstevenson@stanford.edu; 'Duara, Shahnaz' (SDuara@med.miami.edu);
Kristi Watterberg (kwatterberg@salud.unm.edu); dale_phelps@urme.rochester.edu;
cart_dangio@urmc.rochester.edu
Subject: **CONFIDENTIAL SUPPORT FlJ PAPER AND NEIJM**
Importance: High

Hi
We have good news from the New England Journal — They say ...changes are requested before it can
be accepted.....,

Neil, Wally, Myriam, Yvonne, Marie, Abhik and | are working on the revisions

In the meantime, | need everyone listed in the “TO”
line (all of the authors) to completed the ICMJE and
the copyright transfer agreement attached to the
email and send it back to me by Friday August 17.
We will submit all of them centrally to NEJM. This is
also under embargo, so is not to be released as the
publication could be jeopardized.

I included the site PY's at the SUPPORT recruiting centers to keep them in the loop — THANKS TO
EVERYONE FOR ALL THE HARD WORK- we are almost there.

Rose
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AUTHORS: PLEASE RETURN THIS FORM TO:

COPYRIGHT TRANSFER ADMINISTRATION

THE NEW ENGLAND JOURNAL OF MEDICINE

10 SHATTUCK STREET, BOSTON, MA 02115 U.8.A.
781.207.6529 FAX

Contribution Number: __12-08506

Short Title or description of Contributian: Nearodevelopmental Quicome at 18-22 months of the Surfactant Positive Airway

Pressure and Pulse Qximetry Randomized Trial (SUPPORT)

Corresponding Auther: _Dr. Neil Finer

COPYRIGHT TRANSFER & AUTHORSHIP STATEMENT

The Massachusetts Medical Society ("Society”™) requires authors of works contributed to The New England Jowrnal of
AMedicine (“Journal"™ 1o transler copyright in these works to the Society. If your contribution is a joint work, all authors dte co-owniers of
copyright and each must effect a transfer of copyright ewnership to the Society 1o complete the wransfier of rights 1o (he Society.

By signing this Apreement, you Iransfer (o the Sociely the entire right. title. und interest in your contribulion described abave,
including any article texl, multimedia materials, and all supplemental and related maletial contributed 1o the Jounal--such as your reply
to comespondence concerning your contribution (callectively the “Work™). Rigins transferred 1o the Society inchide all rights under
copyright, together with the exclusive right and autharity to clains copyright thraughout the world in the Work. The Soctety holds such
capyrights for the full duration of copyright and any renewals or extensions thereof, Withow limiting the forepoing, the Journal reserves
the right to edit the Work, This Agreement is governed by the laws of the United Stawes ol America,

Cn publication in the printed edition of the Journal, you will receive a PDF of the published version of the Work.  You may
make the Jollowing use of the I'DF, provided thal amy such use is accompanied by o reference twr the article’s first publication in the
Journal: 1) post the article on your personal Web site; 2) post the article vo your acadeimic institution’s secure imranet: 3} include the
artichy in your non-commercial thesis or dissertation; 49 reprint the article in & printed collection of your writing: §) hand out printed
copies of the article in classes you teach that have no commercial ties: and 6) deposit the article with your academie instilution's secure
online repository. You agree that prior perinission must be olained in writing from 1he Socicty for any uses not set forth above.

You represent and warrant that you and any others nemed as guthors on the Work are Lhe sole author{s} of the Work; that you
have the (ul! right and authority 1o enler this Agreement and convey the rights set forth herein; that the Waork is original and hag not been
published elsewhere: and that the Wark does not inltinge upon any copyrighl, proprictary. or personal righls of any third party.

1.5, Government Employees: You and the Society acknowledge thal copyright protection is not available for any portions of
tie Work that are a work of the LS. Guvernment, and you represent and warrant thal you have disclosed 1o the Sociery the fell exwent of
any such portions.

In the evem that the Tournal decudes not to publish the Work. we will notiy vou that it is not accepted for publication und all
rights hercunder will reven to you,

Authorship Seatement: By signing this Agreement. you confirm that (1) you aceept responsibility for the conduct of the study
supporting the Werk, including the analysgis and interpretation of data; (27 vou heiped wrile the Work and you agree with the decisions
made abeut it {3) vou are an “author™ as defined by the International Commirze of Medical Journal liditors and yvou have seen and
approved the submitled manuscript for the Work: and (4) awither the Waork nor any essential pan of it including figures and tables. will
be published or submitied for publication elsewhere before publication in the Journud,

A facsimile copy al this Agreement shall be as valid, binding, snd enforveable between the partics as an original signed
Apreement.

Please confirm your acceptance of the (erms of this Agreement by signing below and returning the Agreement (o the Journal ag
10 Shattuck Strect, Boston, Massachusets 02115 LS A, or faxing it to (781) 2076329

If author was a LS, Goverament
employee st the time the article

was written, plegse check below.

AGREED TO THIS DAY OF 8

PRINTED NAME, /(UP—T SC (i BLE—K

g 1Y 2ot T [

SIGNATURE

NEJMCOPYRIGHT TRANSFER & AUTHORSHIP STATEMENT
Rev. 16409
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ICMJE Form for Disclosure of Potential Conflicts of Interest

lnstruétio_ns

The purpose of this form is to provide readers of your manuscript with information about your other interests that could
influence how they receive and understand your work. The form is designed to be completed electronically and stored
electronically. It contains programming that allows appropriate data display. Each author should submit a separate
form and is responsible for the accuracy and completeness of the submitted information. The form is in four parts.

n Identifying information.

Enter your full name. If you are NOT the corresponding author please check the box "no” and a space to enter the name of
the corresponding author in the space that appears. Provide the requested manuscript information. Double-check the
manuscript number and enter it,

E The work under consideration for publication.

This section asks for information about the work that you have submitted for publication, The time frame for this reporting
is that of the work itself, from the initial conception and planning to the present. The requested information is ahout
resources that you received, either directly or indirectly (via your institution), to enable you to complete the work. Checking
"No" means that you did the work without receiving any financial suppont from any third party - that is, the work was
supported by funds from the same institution that pays your salary and that institution did not receive third-party funds
with which to pay you. if you or your institution received funds from a third party to support the work, such as a
government granting agency, charitable foundation or commercial sponsor, check "Yes". The complete the appropriate
boxes to indicate the type of support and whether the payment went to you, or to your institution, or both.

E Relevant financial activities outside the submitted work.

This section asks about your financial relationships with entities in the bio-medical arena that could be perceived to
influence,or that give the appearance of potentially influencing, what you wrote in the submitted work. You should
disclose interactions with ANY entity that could be considered broadiy relevant to the work. For example, if your article is
about testing an epidermal growth factor receptor (EGFR) antagonist in lung cancer, you should report all associations with
entities pursuing diagnostic or therapeutic strategies in cancer in general, not just in the area of EGFR or lung cancer.

Report all sources of revenue paid (or promised to be paid} directly to you or your institution on your behalf over the 36
months prior to submission of the work. This should include all monies from sources with relevance to the submitted work,
not just monies from the entity that sponsored the research. Please note that your interactions with the work's sponsor
that are outside the submitted work should also be listed here. If there is any question, it is usually better to disclose a
relationship than not to do so.

For grants you have received for work outside the submitted work, you should disclose support ONLY from entities that
could be 