想題目建議與撰寫題目徵求書範例
呂宗學老師整理
一、想題目建議：
1. 一定要針對婦幼健康主題式資料庫〝優勢〞(國衛院釋出健保資料沒有的資料)的來想題目：
1.1 新生兒出生到有身份證字號之期間的就醫資料(尤其是極低出生體重新生兒的資料)是相當辛苦建立的資料(更改依附申報父母親身分證字號為新生兒自己的身分證字號)，因此可以探討
1.1.1 (極低出生體重)新生兒疾病預後(附件一與二)
1.1.2 (極低出生體重)新生兒處置預後(附件三與四)
1.1.3 (極低出生體重)新生兒用藥預後(附件五與六)
1.2 孕產婦(父親)與新生兒資料(包括長大後兒童資料)可以連結，可以探討孕產婦(父親)特徵與疾病或處置對新生兒預後影響(附件七與八)
1.3 出生通報檔的變項也可以發想很多題目。
1.4 門診是〝完整〞全檔，可以想很多過去無法想像的題目。
1.5 門診住診都有〝醫令檔〞，請務必善加利用。
2. 我們也一定要瞭解婦幼健康主題式資料庫的〝劣勢〞(請仔細閱讀變項清單，確定沒有那些變項)，不要想沒有變項的題目。
3. 一定要踏在前人肩膀上，與過去已發表文獻對話，回答前人留下的問題，不要自己空想題目。
4. 最好鎖定一些期刊(譬如Journal of Perinatalogy或American Journal of Perinatalolgy)，再用cohort關鍵字查詢，先找到與自己興趣題目相近的論文。
5. 再由這些論文透過Google Scholar找相關論文與引用論文，也慢慢去體會其他可能刊登你有興趣題目的期刊，然後再用相同方法繼續滾雪球找論文，最後一定會找到非常切合自己興趣題目的論文。
二、寫題目徵求書範例說明：
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婦幼主題式資料庫題目徵求書附件一


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	建立自發腸穿孔新生兒世代

	背景說明
	自發性腸穿孔是極低出生體重新生兒非常罕見但是又致命的疾病，可能是先天疾病，但也可能與使用類固醇相關，值得建立世代追蹤其預後。

	參考文獻
	Attridge JT, Clark R, Walker MW, Gordon PV. New insights into spontaneous intestinal perforation using a national data set: (2) two populations of patients with perforations. J Perinatol 2006;26:185-8.

	可能使用的資料庫
	[bookmark: _GoBack]A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                     

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB


[image: 附件一_2006 JP To establish spontaneous intestinal perforation cohort using a national dataset]
































婦幼主題式資料庫題目徵求書附件二


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	肺動脈高血壓新生兒在新生兒加護病房接受特殊治療的學齡期預後

	背景說明
	肺動脈高血壓新生兒在新生兒加護病房會接受不同治療，本研究想要比較不同治療新生兒在學齡期的預後。

	參考文獻
	Rosenberg AA, Lee NR, Vaver KN, Werner D, Fashaw L, Hale K, Waas N. School-age outcomes of newborns treated for persistent pulmonary hypertension. J Perinatol 2010;30:127-34.

	可能使用的資料庫
	A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                   

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB



[image: 附件二_2010 JP School age outcomes of newborns treated for persistent pulmonary hypertension]
































婦幼主題式資料庫題目徵求書附件三


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	小於一千公克新生兒接受不同治療之預後分析

	背景說明
	探討極低出生體重嬰兒接受新治療方案(接受張力素後還要給經鼻連續呼吸道正壓、減少氧氣暴露與提早給靜脈胺基酸)前後新生兒罹病率改變。

	參考文獻
	Geary CA, Fonseca RA, Caskey MA, Malloy MH. Improved growth and decreased morbidities in <1000 g neonates after early management changes. J Perinatol 2008;28:347-53.

	可能使用的資料庫
	A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB



[image: 附件三_2008 JP Effects of early management in 1000g neonates]
































婦幼主題式資料庫題目徵求書附件四


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	比較接受心肺復甦術早產兒給或不給腎上腺素的死亡率與嚴重疾病差異

	背景說明
	新生兒接受心肺復甦術，會依照成熟度不同有不同做法，給予呼吸支持與正壓比較有共識。但是，對於是否給予胸外按壓與腎上腺素則有爭議，過去研究結果也有爭議。

	參考文獻
	Shah PS, Shah P, Tai KF. Chest compression and/or epinephrine at birth for preterm infants <32 weeks gestational age: matched cohort study of neonatal outcomes. J Perinatol 2009;29:693-7.

	可能使用的資料庫
	A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                   

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB


[image: 附件四_2009 JP Outcomes of CPR in neonatal]
































婦幼主題式資料庫題目徵求書附件五


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	使用D-penicillamine是否可以減少極低出生體重視網膜病變

	背景說明
	視網膜病變是極低出生體重常見併發症，有研究顯示D-penicillamine可以減少發生率，所以進行此研究。

	參考文獻
	Christensen RD, Alder SC, Richards SC, Horn JT, Lambert DK, Baer VL. A pilot trial testing the feasibility of administering D-penicillamine to extremely low birth weight neonates. J Perinatol 2006;26:120-4.

	可能使用的資料庫
	A  B  C  D   F  G  H  I  J  K  L
M  N  O  P   R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                  

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB



[image: 附件五_2006 JP D_penicillamine for ELBW]
































婦幼主題式資料庫題目徵求書附件六


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	極低出生體重接受類固醇治療之預後

	背景說明
	在加護病房照護極低出生體重新生兒使用類固醇治療的比例越來約多，所以需要探討長期影響，尤其是神經發展影響。

	參考文獻
	Patra K, Greene MM, Silvestri JM. Neurodevelopmental impact of hydrocortisone exposure in extremely low birth weight infants: outcomes at 1 and 2 years. J Perinatol 2015;35:77-81.

	可能使用的資料庫
	A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                    

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB



[image: 附件六_2015 JP Impact of hydrocortisone exposure]
































婦幼主題式資料庫題目徵求書附件七


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	孕產婦羊膜破水對新生兒之影響

	背景說明
	孕產婦羊膜破水(大於七天)對於產婦有相當的不良影響，但是較少研究探討對早產兒之罹病影響。

	參考文獻
	Soylu H, Jefferies A, Diambomba Y, Windrim R, Shah PS. Rupture of membranes before the age of viability and birth after the age of viability: comparison of outcomes in a matched cohort study. J Perinatol 2010;30:645-9.

	可能使用的資料庫
	A  B  C  D  F  G  H  I  J  K  L
M  N  O  P  R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                   

R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB


[image: 附件七_2010 JP Outcomes of infants with rupture of membranes ]

































婦幼主題式資料庫題目徵求書附件八


	提出者姓名
	
	提出者單位
	
	提出者電郵
	

	提出題目
	孕產婦罹患絨毛膜羊膜炎對胎兒生產結果之影響

	背景說明
	孕產婦罹患絨毛膜羊膜炎造成發燒對於胎兒某些生產結果有一些影響，但是相關研究不多。

	參考文獻
	Shalak LF, Perlman JM, Jackson GL, Laptook AR. Depression at birth in term infants exposed to maternal chorioamnionitis: does neonatal fever play a role? J Perinatol 2005;25:447-52.

	可能使用的資料庫
	A  B  C  D   F  G  H  I  J  K  L
M  N  O  P   R  S  T   (參考下圖說明勾選)


下述資料的變項說明，請上網http://ppt.cc/C3Yj下載，並將填妥之徵求書寄至robertlu@mail.ncku.edu.tw
A父母親門急診診斷與費用資料

B父母親門急診醫令(藥品與處置處方)資料


C父母親住院診斷與費用資料

D父母親住院醫令(藥品與處置處方)資料

E出生證明資料(校正用)


F出生通報資料

G新生兒門急診診斷與費用資料

H新生兒門急診醫令(藥品與處置處方)資料


I新生兒住院診斷與費用資料

J新生兒住院醫令(藥品與處置處方)資料

K兒童門急診診斷與費用資料


L兒童門急診醫令(藥品與處置處方)資料

M兒童住院診斷與費用資料

N兒童院醫令(藥品與處置處方)資料


O死因統計資料                    P 重大傷病資料                  

	
R癌症登記年報檔(短表)           S癌症登記長表LF           T癌症登記長表TCDB

[image: 附件八_2005 JP Maternal chorioamnionitis and neonatal outcomes]
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ORIGINAL ARTICLE

School-age outcomes of newborns treated for persistent

pulmonary hypertension

AA Rosenberg, NR Lee, KN Vaver, D Werner, L Fashaw, K Hale and N Waas
Department of Pediatrics, University of Colorado Denver School of Medicine and The Children’s Hospital, Aurora, €O, USA

Objective: The aim of this study was to describe the school-age outcome
of a cohort of children treated with intensive care support for persistent

pulmonary hypertension of the newborn (PPHN).

Study Design: From 187 term newborns treated for PPHN as neonates,
109 were seen at school age (73% of 150 survivors and 58.2% of the
original cohort). Of these 109 term newborns, 77 were treated with
inhaled nitric oxide (INO); of which 12 received extracorporeal
membrane oxygenation (ECMO). The remaining 32 received
conventional management with no exposure to iNO. Patients were seen at
school age (mean 7.1 years). A medical history and physical exam were
completed, growth was measured, and chest X-ray and echocardiogram
were performed. Psychometric assessments included the Wechsler Scales
(Preschool or Child), Vineland Adaptive Behavior Scales, Kaufman Test of
Educational Achievement, Children’s Category Test, Wisconsin Card
Sorting Test and Achenbach Child Behavior Checklist

Results: Medical, neurodevelopmental and social/emotional/behavioral
outcome did not differ between children treated with iNO, with or without
ECMO, and those managed with no exposure to iNO. Overall, 24% had
respiratory problems, 60% had abnormal chest X-rays and 6.4% had some
sensorineural hearing loss. The cohott performed at the average level for
full scale 1Q, adaptive function, academic achievement, higher-order
cognition and executive functioning, and social/behavioral/emotional
functioning. Overall, 9.2% of the cohort had a full scale IQ less than 70
and 7.4% had an 1Q from 70 to 84

Conclusion: The outcome for this cohort of children treated as
newborns for PPHN, which inchuded a large group of infants exposed to
iNO, was comparable to previous reports of children treated with ECMO or
conventionally.
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Introduction

Inhaled nitric oxide (iNO) has been found to be an effective
and safe treatment for persistent pulmonary hypertension
(PPHN) in the term and near-term newborns.'~ The use of
iNO has been found to improve oxygenation and decrease the
need for extracorporeal membrane oxygenation (ECMO) in
ferm newbomns with acute respiratory failure and PPHN .58
The use of iNO has now been extended to preterm infants as
rescue therapy in infants with respiratory failure despite surfac-
tant replacement therapy, as well as more widespread use in
less sick infants in an attempt to decrease the frequency of
chronic [ung disease of the premature.~" As use becomes
more widespread, it remains important to continue to evaluate
the short- and long-term outcomes for these infants.

Previous follow-up studies of children who were treated
with iNO as neonates have not found a short-term increase in
medical, neurodevelopmental or behavioral problems when
compared historically or concurrently with infants treated
conventionally or with ECMO. Several studies of children up
to 2 years of age, who were treated with iNO as neonates in a
cobort study at our site’ and at other sites where iNO-treated
infants were compared with controls in randomized trials, """
have been fairly encouraging regarding short-term develop-
mental outcomes. Furthermore, when interviewed, parents of
slightly older children (up to 4 years of age) who were treated
with iNO as infants in a single center randomized controlled
trial of iNO use for PPHN did not report an increase in pulmonary,
neurologic, cognitive, behavioral or neurosensory outcomes in
infants treated with iNO when compared to those managed
without iNO."® Although defined differently from study to study,
neurodevelopmental disabilities have been reported in 10 to 30%
of the young children with no differences noted when infants
treated with INO were compared with a control population
treated for PPHN. These numbers were also comparable to a
group of infants treated with ECMO followed out to 7 years of
age."? Thus, outcomes for children treated as neonates for PPHN
appear to be unrelated to the specifics of individual intensive
care treatment regimens, rather to events clinically associated
with PPHN such as perinatal asphyxia.
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Improved growth and decreased morbidities in <1000 g neonates
after early management changes

CA Geary, RA Fonseca, MA Caskey and MH Malloy

Department of Pediatrics, The University of Texas Medical Branch, Galveston, TX, USA

Objective: To test the hypothesis that three changes in the early

management of extremely low birth weight (ELBW) neonates would decrease
the incidence of extra-uterine growth restriction (EUGR) by 25%. The three
early management practice changes (EMPC) included surfactant at delivery
followed by immediate extubation to nasal contimous positive airway pressure

(CPAP), decreased oxygen exposure and early parenteral amino acids.

Study Design: Historical cohort study of preterm infants <{1000 g birth
weight (BW) born at the University of Texas Medical Branch between
January 2001 and June 2002 (pre-EMPC, before changes, 7= 87) and
July 2004 to December 2005 (post-EMPC, after changes, 7= 76).
Outcomes measured included feeding and growth parameters, morbidities
and interventions. Statistical analysis included y*-analysis, Student’s
#est, and analysis of variance.

Result: Infants in the post-EMPG cohort regained BW more quickly,
maintained appropriate size for weight at 36 weeks and had less morbidity
associated with poor long-term outcome. Predictors of EUGR included BW
<750 g and surgical necrotizing enterocolitis.

Conclusion: The introduction of surfactant at delivery followed by
immediate extubation to CPAP, decreased oxygen exposure and early
parenteral amino acids in ELBW infants is possible, safe and associated
with improvements in growth and morbidity.

Journal of Perinatology (2008) 28, 347—353; doi:10.1038/jp.2008.15;
published online 13 March 2008

Keywords: extra-uterine growth restriction; neurodevelopmental delay;

delivery room CPAP; surfactant; early amino acids; neonatal nutrition
and growth

Introduction

Efforts to implement evidence-based practices in neonatal intensive
care units have decreased nosocomial infections,' improved
perinatal —neonatal communication and collaboration,**
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decreased steroid use and days on mechanical ventilation,
improved growth and decreased length of stay. ®

This study investigates the impact of implementing three
evidence-based practices into an early management protocol for
extremely low birth weight (ELBW) neonates. These early
management practice changes (EMPC) included: (1) changing
from a respiratory strategy of prophylactic surfactant
administration followed by synchronized intermittent mandatory
ventilation (SIMV) to a strategy of surfactant administration
followed by immediate extubation to nasal continuous positive
airway pressure (CPAP) in the delivery room; (2) lowering the
goals for oxygen saturation from greater than 95% to 90 to 95%
and decreasing the initial FiO, from 60 to 40% and (3) starting
early amino-acid supplementation on the first day of life compared
to the previous practice of dextrose and electrolyte containing
solutions followed by a 4 to 6 day advance of amino acids.

The primary outcome of interest is the impact of these changes on
extra-uterine growth restriction (BUGR), defined as growth less the
10th percentile for postmenstrual age (PMA) b

Using CPAP as a primary mode of ventilatory support reportedly
reduces barotrauma and volutrauma in premature neonates.” Tt is
unclear whether using CPAP may facilitate postnatal growth and
neurodevelopment, possibly by attenuating ventilator-induced
release of inflammatory mediators.

Lowering oxygen saturation ranges has been studied as a2 means
of reducing oxidant injury to the lungs and the retinal
vasculature.® Not only does this intervention appear safe, but the
‘STOP-ROP" (supplemental therapeutic oxygen for pre-threshold
retinopathy of prematurity) trial demonstrated that lowered oxygen
saturations decreased adverse pulmonary events, such as
pneumonia and the need for supplemental oxygen.® A recent study
has demonstrated a reduction in the incidence of
bronchopulmonary dysplasia (BPD) with lowered oxygen
saturation goals.® Oxygen tosicity may be a significant factor in the
etiology of neuronal injury” and ifs role in growth has not been
closely examined.

Matching the parenteral nutrition to the ELBW nutrient
requirements has improved as our understanding of i wtero
metabolism and growth has expanded. Inadequate nutritional
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Chest compression and/or epinephrine at birth for preterm
infants <32 weeks gestational age: matched cohort study of

neonatal outcomes

PS Shah, P Shah and KFY Tai

Department of Pediatrics, Mount Sinai Hospital and University of Toronto, Toronto, ON, Canada

Background: Studies of outcomes of preterm infants after the receipt of
extensive cardiopulmonary resuscitation (CPR) at birth have yielded varied
results.

Objective: To compare adverse outcome (death or severe morbidities) of
preterm infants <32 weeks gestational age (G&) who received chest
compressions with or without administration of epinephrine at birth with
those who did not receive either.

Design/Method: Data were retrospectively analyzed from a database for
preterm infants <32 weeks G discharged from hospital between July 2004 and
October 2007. Cases: Infants who received chest compression with or without
administration of epinephrine during the initial resuscitation. Matched cohort:
Infants who did not receive extensive CPR at birth (matched for GA, sex and
admission. date). Primary oucome: Death ot any of three severe morbidities
(grade 3 or 4 infraventricular hemorthage or periventricular leukomalacia;
tetinopathy of prematurity > stage 2 or chronic ung disease).

Result: Sixty-six cases and 156 maiched infants were identified. There wete
10 baseline differences between groups except Apgar and severity of illness
scotes. Median (inferquartile range) duration for chest compression
(12=166) was 60 (30 1o 180s) and number of epinephrine doses (2= 129)
was 1 (1 to 3). Logistic regression confirmed significantly higher risk of
adverse outcome among cases compared with matched controls (58 vs 37%;
P=0.04, adjusted odds ratio 223, 95% confidence interval 1.04, 4.77).

Conclusion: Infants born prematurely who met criteria for extensive
CPR at birth experienced higher risk of combined adverse outcome,
including death or severe neutological injuty, severe retinopathy of
prematurity or bronchopulmonary dysplasia.

Journal of Perinatology (2009) 29, 693—697; doi:10.1038/p.2009.70;
published online 25 June 2009
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Introduction

Personnel attending deliveries of very low birth weight and
moderately preterm infants (<32 weeks gestational age (GA))
initiate resuscitation according to recommendations of the
Neonatal Resuscitation Program."” On the basis of their degree of
immaturity, provision of respiratory support, in the form of positive
pressure ventilation with or without intubation, is considered as
routine practice; however, chest compressions and epinephrine
administration are considered as extensive cardiopulmonary
resuscitation (CPR) measures’

Outcome studies have provided conflicting reports relative to the
effects of extensive CPR.4° Reports from the early 1990s showed
significant adverse outcomes for infants <750 g birth weight,”
whereas more recent studies reported no difference in outcomes
between infants receiving and not receiving extensive CPR.>® Apart
from one study from the Vermont Oxford Networl?, none of these
studies was adequately powered to ascertain true differences. The
Vermont Oxford Network study® reported on mortality and severe
neurological injury as determined by head ultrasonography from
several international centers; however, resuscitation practices varied
significantly among these centers and may have influenced the
results. Approximately 25% of the patients received epinephrine
without chest. compressions in their study.® In addition, other
neonatal outcomes were not reported in this study.

The objective of this study was to compare the adverse outcome
(mortality or severe morbidities) among preterm infants
<32 weeks GA who received chest compression with or without
administration of epinephrine at birth (in the delivery room) with
a matched cohort of infants who did not receive chest compressions
or epinephrine.

Methods

Infants

Data were retrospectively retrieved from a database for preterm
infants <32 weeks GA who were discharged (died or survived)
between July 2004 and October 2007 from our tertiary care
perinatal center in Toronto, Canada. Data on all neonatal intensive
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A pilot trial testing the feasibility

of administering

p-penicillamine to extremely low birth weight neonates

RD Christensen’, SC Alder®, SC Richards®, JT Hom4, DK Lambert' and VL Baer'
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Objective: We enterally administered a 14-day course of 3-mercapto-n-
low birth weight (ELBW)

neonates, as a step toward assessing this therapy as a means of reducing the

valine (p-penicillamine) to five extremely

incidence or severity of retinopathy of prematurity (ROP).

Methods: The study drug (100 mg/ml) was given by nasogastric tube at
a dose of 100 mg/k every 81 for three days, and then 50mg/k once per
day for 11 additional days. Logbooks were maintained by the bedside
turses to record signs of possible immediate intolerance. Laboratory tests
assessed hepatic, renal, and hematologic toxicity. ROP was scored
according to the ICROP guidelines. Gomparisons were with a cohort of
139 consecutive recent neonates of the same birth weight and gestational
age range.

Results: Five neonates were entolled in the study, and all received the
full course of study drug as planned. Signs of immediate intolerance of
the study drug were not observed in any. The study patients did not have a
higher incidence, than that of the cohort group, in creatinine elevation,
thrombocytopenia, neutropenia, hyperbilirubinemia, or abnormal liver
function test. Four of the five had no ROP and one developed transient
stage 1, compared with a 54% occurrence of ROP in the cohort.

Conclusions: It is feasible to enterally administer a 14-day course of
3-mercapto-D-valine to ELRW neonates and the suspension appears to be
well tolerated. These results suggest that phase II safety and preliminary
efficacy trials can be undertaken.

Journal of Perinatology (2006) 26, 120—124. doi:10.1038/5] jp.7211440;
published online 12 Jamuary 2006
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Introduction

Retinopathy of prematurity (ROP) is a common retinal
neovascular disorder of premature infants."” Tt is of variable
severity and sometimes heals spontaneously with no sequelae.
However, ROP can progress to retinal detachment or severe
retinal scar formation and partial or total vision loss. The
National Eye Institute of the National Institutes of Health estimates
that ROP affects about 12000 in 14000 neonates, and it is the
cause of complete blindness of 400—600 neonates annually,

in the USA?

Extremely low birth weight (ELBW, <{1000g) neonates,
particularly those <28 weeks gestation at birth, are at risk for
ROP on the basis of their incompletely vascularized retinas.
Damage in the avascular retina is thought to induce production of
vasogenic factors such as vascular endothelial growth factor
(VEGF), which stimulate neovascularization near the surface of the
retina. The neovascularization can be followed by fibrosis and
subsequent contraction of the scar tissue, leading to traction and
retinal detachment %5

Reactive 0)2/gen species are candidates for causing the initial
retinal injury.*~® As a chelator of pro-oxidant heavy metals,
3-mercapto-p-valine has the potential to reduce the amount of free
radical activity in the tissues of the premature infant. In addition,
3-mercapto-D-valine can decrease the bioavailability of VEGF by
reducing its disulfide bonds.>~*

Over an 8-year period (1974—1982) while studying the
administration of intravenous p-penicillamine to prevent or treat
hyperbilirubinemia, Lakatos ef al. *** noted a low incidence of
ROP among the treated infants. Two clinical trials from Hungary
were subsequently reported in which p-penicillamine was
administered to preterm neonates in an effort to reduce ROP. In
both the trials, the incidence of ROP was significantly reduced and
the treatment had minimal toxicity. In a recent Cochrane Review,
Drs Phelps, Lakatos, and Watts concluded that insufficient data
exists for recommending p-penicillamine prophylaxis in clinical
practice."” They wrote of the need for appropriately powered and
well-designed multicentered trials to test this promising approach.
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Neurodevelopmental impact of hydrocortisone exposure in
extremely low birth weight infants: outcomes at 1 and 2 years

K Patra, MM Greene and JM Silvestri

OBJECTIVE: Postnatal steroids are used in neonatal intensive care units despite known side effects. Hydrocortisone (HC) use
persists as it is believed to have less deleterious effects on neurodevelopmental (ND) outcome compared to other steroids. The
literature is sparse with respect to the ND impact of HC use in recent years. Hence, we sought to examine the effect of HC use on
ND outcome in a contemporary cohort of extremely low birth weight (ELBW) infants.

STUDY DESIGN: A total of 175 ELBW infants (86 HC exposed, 89 steroid naive) born in 2008 to 2010 were compared for mortality,
morbidity and ND outcome at 8 and 20 months corrected age. Outcome measures included neurologic exam and results of the
Bayley Scales of Infant and Toddler Development-Ill (BSITD-II). Multiple regression analyses adjusted for the effect of other risk
factors on outcome.

RESULT: Overall, 65 (75%) of the HC and 74 (83%) of the no-HC groups survived to discharge. HC infants were smaller (mean birth
weight (BW) 719+ 127 g vs 837 +99 g) and of lower gestational age (GA) (mean GA 26.0 + 1.7 weeks vs 27.5 + 1.8 weeks) compared
to the no-HC group. Patients in the HC group were more likely to be a multiple, have a severely abnormal head ultrasound,
bronchopulmonary dysplasia, retinopathy of prematurity, necrotizing enterocolitis and receive treatment for patent ductus
arteriosus and hypotension than those in the no-HC group. Of the HC group, the mean age at treatment was 20 + 19 days, mean
duration of treatment 49 + 37 days. At 8 months, the HC group had lower mean motor (87 + 18 vs 95 + 15, P=0.028) and fine motor
(9+29 vs 10.5+2.6, P=0.005) and higher rate of subnormal motor (44 vs 15%, P=0.002} and fine motor scores (24 vs 6.5%,
P=0.017). In regression analyses, HC exposure >7 days was significantly related to worse outcome on fine motor scores at

8 months while cumulative days of HC exposure was a predictor of worse outcome on language at 8 months and motor outcome at
20 months. Each additional day of HC exposure increased the odds of subnormal receptive and expressive language in the first year
of life by 4 and 2%, respectively, and increased odds of subnormal motor function by 2% in the 2nd year of life.

CONCLUSION: HC exposure for >7 days is associated with worse performance in fine motor skills in the first year of life, while
cumulative HC exposure negatively impacts receptive and expressive language skills in the first year and motor skills in the second

year of life after adjusting for neonatal and social risk factors.

Journal of Perinatology (2015) 35, 77-81; doi:10.1038/jp.2014.133; published online 31 July 2014

INTRODUCTION

Postnatal corticosteroids are used commonly in neonatal intensive
care units (NICUs) despite their known adverse effects on
neurodevelopmental (ND) outcome in preterm infants."® Con-
cerns regarding early childhood neurologic outcome in preterm
infants following dexamethasone exposure led the American
Academy of Pediatrics to caution against the use of postnatal
steroids altogether in the treatment and prevention of broncho-
pulmonary dysplasia (BPD).”® Since that time there has been a
significant reduction in the use of dexamethasone while hydro-
cortisone (HC) use has increased.®'® Cohort studies suggest that
infants exposed to HC have ND outcomes superior to those of
infants exposed to dexamethasone and similar to that of infants
not treated with steroids."" ™' Prospective trials of 10 to 15 days of
HC treatment for the prevention of BPD have found no increased
incidence of cerebral palsy and ND impairment at 2 years.'*'
What is not clear, however, is the impact of variable doses and
durations of HC therapy on ND outcome. This is relevant as HC use
is increasing and treatment duration and weaning schedules will
vary widely both across and within institutions. The literature is
sparse with respect to ND outcome after HC exposure and no

study has examined the ND effect of HC on extremely low birth
weight (ELBW) infants born since 2005. Neonatal management
continues to evolve and HC use may have different effects now on
short- and long-term morbidity. We therefore sought to examine
the impact of HC exposure on the mortality, morbidity and ND
outcome of a contemporary cohort of ELBW infants.

METHODS

Population and HC data

This is a retrospective chart review of all ELBW infants (BW < 1000 g) who
were born in 2008 to 2010 and cared for in the Rush University Medical
Center NICU. Exclusion criteria included presence of a major congenital
malformation or genetic syndrome, exposure to postnatal dexamethasone
and transport to another medical facility prior to hospital discharge.
Remaining infants were categorized by exposure to HC. This resulted in a
cohort of 175 ELBW infants {86 HC exposed and 89 steroid naive) who
were compared in terms of mortality, morbidity and ND outcome at 8 and
20 months corrected age (CA). Sixty-five (76%) infants in the HC and 74
{83%) infants in the no-HC groups survived to hospital discharge. Of the
survivors 55 {85%) infants in the HC and 46 {(62%) infants in the no-HC
groups had complete ND assessments at 8 months CA. One infant in the

Rush University Medical Center, Department of Pediatrics, Chicago, IL, USA. Correspondence: Dr K Patra, Rush University Medical Center, Department of Pediatrics, 1653W
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Rupture of membranes before the age of viability and
birth after the age of viability: comparison of outcomes

in a matched cohort study

H Soylu®, A Jefferies’, Y Diambomba’, R Windrim? and PS Shah’

"Department of Paediatrics, Mount Sinai Hospital, University of Toronto, Toronto, ON, Canada and *Department of Obstetrics and
Gymecology, Mount Sinai Hospital, University of Toronto, Toronto, ON, Canada

Objective: To compare composite adverse outcome rate of infants

<52 weeks gestational age (GA) who were born after preterm premature
rupture of membranes (PPROM) at previable gestation to those born
without PPROM.

Study Design: Retrospective review of prospective collected data for
infants discharged between 2004 and 2007 was conducted. Cases were
infants with >7 dags of PPROM that occurred before 24 weeks. Matched
cohort consisted of infants botn without PPROM (matched for GA,

sex and admission date). Composite adverse outcome was assessed
considering death or any of the following three severe morbidities
(severe neurological injury, sevete retinopathy of prematurity or
chronic lung disease).

Result: The 29 cases had higher mean severity of illness score compared
with 74 matched infants. Mean duration of ROM was 45 vs 2 days

and mean GA at the ROM was 21 vs 27 weeks, respectively. Logistic
regression confirmed significantly higher risk of composite adverse
outcome rates for cases (69 vs 47%; P = 0.02, adjusted odds ratio 4.0, 95%
CI 12, 13.6).

Conclusion: The survival rate for infants born at <32 seeks following
PPROM at previable age has improved significantly, however, these
infants had a higher rate of adverse composite neonatal outcome.
Journal of Perinatology (2010) 30, 645—649; doi:10.1038/p.2010.11;
published online 11 March 2010

Keywords: infant; premature; morbidity; mortality; PPROM

Introduction

Preterm premature rupture of the membranes (PPROM)
complicates 3% of pregnancies and is associated with
approximately one third of all preterm births, '™ PPROM between
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E-mail: pshah@mtsinai.on.ca

Received 10 September 2009; revised 25 November 2009; accepted 10 December 2009; published
online 11 March 2010

16 and 26 weeks of gestation is reported at a frequency of 1% in the
United States."* Despite recent advances in both obstetric and
neonatal care, including use of intrapartum antibiotics, antenatal
steroids, postnatal surfactant and gentle ventilation strategies, both
mother and infant are at high risk of adverse outcomes in
situations complicated by PPROM at previable gestational age
(GA).LG’7 Maternal complications include intrauterine infection,
oligohydramnios>*** and placental abruption.” Neonates are at
risk of mortality and morbidities due to pulmonary hypoplasia,
extreme difficulty at resuscitation, sepsis, air leaks and chronic
lung disease (CID).25%1°~12 In 4 systematic review and meta-
analyses of reports from 1980 to 1999, significant lack of good
quality information of outcomes of neonates born after early
PPROM was identified.® Perinatal survival was reported to be <20%
when PPROM occurred at both <20 and between 20 and 23 weeks
gestation. On one hand, improved survival has been reported in
recent years by some studies’®'® whereas others have cautioned
against conservative management due to increasing maternal
complications rates.'

Natural history suggests that approximately 75% of women
deliver within 1 month of PPROM and that the remaining 25%
remain pregnant more than 1 month.® The reported neonatal
outcomes of such pregnancies that have resulted in viable neonates
are variable. " The objective of this study was to compare
composite outcome (death or severe morbidities) of infants
<32 weeks GA who were born after PPROM at previable gestation
(<24 weeks GA) of at least 7 days duration with the outcome of
those born without PPROM.

Methods

Setting

A retrospective review of prospectively collected data was performed.
Data were collected for preterm infants <32 weeks GA discharged
(died or survived) between July 2004 and October 2007 at our
tertiary care perinatal center in Toronto, Canada. Data related to
all neonatal intensive care unit (NICU) admissions (including
delivery room deaths) were collected daily prospectively by either
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Depression at Birth in Term Infants Exposed to Maternal
Chorioamnionitis: Does Neonatal Fever Play a Role?

Lina F. Shalak, MD
Jeffrey M. Perlman, MB
Gregory L. Jackson, MD
Abbot R. Laptook, MD

OBJECTIVES:

(1) To determine the incidence and the time coutse of elevated
temperature following delivery in term infants with clinical
chotioamnionitis (CHORIO) and (2) to determine if the extent of
temperature elevation at birth is associated with increased likelihood of
NICU Admissions, birth depression, or with short-term neurological
abnormalities.

DESIGN/METHODS:

The infants were divided into two groups based on the median admission
rectal temperature of 37.8°C for the cohort. Depression at birth was
defined as either the need of positive pressute ventilation for >2 minutes,
intubation, or Apgar score <6 at 5 minutes. Neutological examination
and assessment of encephalopathy (Sarnat staging) was performed at
birth and daily thereafter, by one investigator blinded to temperature
findings.

RESULTS:

Infants with higher rectal temperature at 30 minutes of life were mote
likely to be admitted to NICU: OR (2.8, 95% confidence interval (CI) [1.8
10 43]), and swere more likely to have birth depression OR (3, 95%CI [1.4
to 6.5]). For infants in NICU, a rectal temperature above 37.8°C was
present in 87% in the delivery room, persisted in 47% at 30 minutes, and
declined to a notmal temperature at 60 minutes of life in the absence of
medical interventions. There was no relationship between neurological
scores and neonatal temperature.

CONCLUSIONS:

Term infants exposed to CHORIO who had a higher neonatal temperature
at 30 minutes of life, were more likely to be admitted to the NICU and to

Depariment of Pediatrics (LES,, G.LJ), University of Texas, Southwestern Medical Cenier, Dallas,
TX, US4; Weill Medical College of Cornell University (JMP.), Providence, RI, US4; and Brown
Medical School (AR.L), Providence, RI, USA
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have birth depression, than infants with lesser degree of temperature
elevation after birth. Within the NICU group, the extent of temperature
elevation was not associated with worse neurological outcomes.
Journal of Perinatology (2005) 25, 447452, doi:10.1038/5}.p.7211326
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INTRODUCTION

The presence of maternal fever has been associated with an
increased need of resuscitation at birth, lower Apgar scores, a
higher incidence of seizures in the newborn and increased
mortality.!~® Moreover an association between clinical
chorioamnionitis (CHORIO) and cerebral palsy has been described
both in term and preferm infants*~® However, the mechanisms
that link these two conditions remain ill defined, especially for
infants born at term. Since hyperthermia during and following
hypoxic insults in experimental animals enhances neuronal death,
maternal fever associated with clinical CHORIO has been proposed
as a potential mechanism of injury.” However, the role of an
elevated temperature in the newborn, following delivery to a
mother with CHORIO has not been systematically studied in
relation to neonatal neurological outcomes. This prospective cohort
study of term infants delivered to mothers with CHORIO was
undertaken with three objectives. First, to determine the incidence
of elevated temperatures following delivery in infants born to
mothers with clinical CHORIO admitted to the intensive care unit
as compared to infants admitted to the newborn nursery, and
whether it is associated with depression at birth. Second, to
determine the temperature decay following admission. Third, to
determine whether the extent of temperature elevation in infants
born with maternal CHORIO and admitted to the intensive care
unit is associated with a greater incidence of abnormal
neurological examination or encephalopathy.

MATERIALS AND METHODS

Study Population

‘This prospective cohort was derived from all term infants with an
estimated gestational age >36 weeks, born to mothers with a
diagnosis of clinical CHORIO at Parkland Memorial Hospital in
Dallas, Texas between July 1999 and January 2001. There were
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New insights into spontaneous intestinal perforation using
a national data set: (2) two populations of patients with

perforations
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Background: Spontaneous intestinal perforation (SIP) is increasingly
common in the premature infant and has been demonstrated to be
associated with early postnatal administration of glucocorticoids and
indomethacin. Before survival of the extremely low birth weight (ELBW)
infant, SIP was thought to be a rare, congenitally acquired disease
sporadically affecting the muscularis of the distal intestine. These disparate

views of etiology have not been previously reconciled in the literature.

Objectives: (1) To establish a cohort of SIP patients in a national data
set. (2) To use timing of diagnosis as a unique data element and thereby
differentiate between SIP cases which are susceptible to postnatal risk
factors versus those occurting at or immediately after birth (and therefore
10t exposed to postnatal risk factors).

Methods: A large deidentified national data set was used to
retrospectively look at timing of diagnosis and then the cohort was divided
into postnatal treatment groups for further subanalyses. This analysis
resulted in the division of the cohort into early and late diagnosis SIP
subcohorts. These were then queried retrospectively by univariate analysis
1o look for differences in demographics between the two (using a P-value
< 0.05)

Results: There were 633 patients with SIP evaluated in this data set. The
early SIP cohort (0—3 days) was made up of 116 infants with a median
BW of 1.401 kg, whereas the late cohort (4—14 dags) held 386 infants
with a median BW of 775 g. Infants with early SIP were significantly more
likely to: be male, have higher Apgar scores, have not received antenatal
steroids, surfactant or required mechanical ventilation.

Conclusions: Two populations of infants acquire SIP: ELBW infants
acquire SIP on average between 7 and 10 days of life after exposure to
indomethacin and glucocorticoids (either endogenous ot exogenous), and
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infants with early SIP (0—3 days) who are significantly less likely to have
been exposed 1o postnatal risk factors and are less premature.
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Introduction

Spontaneous intestinal perforation (SIP), also known as focal
small bowel perforation, is an acquired form of neonatal bowel
disease that is distinct from necrotizing enterocolitis (NEC).
However, distinguishing SIP from NEC in large clinical databases
has been challenging. We recently created the first national
database devoted to SIP investigation." In the first study using this
data set, we demonstrated that early postnatal indomethacin was
independently associated with SIP, thereby addressing one of the
more controversial topics in the STP literature,' ™

In this second study, we sought to address another inconsistency
in the SIP literature. Before the improved survival of ELBW infants,
SIP was thought to be a congenitally acquired disease that affects
term and near term infants (old SIP).>~” These case reports
described segmental absence of the muscularis in the distal intestine
either as an isolated or multifocal process, with some infants having
a single occurrence and others having recurrent presentations. The
difference in presumed etiology between the old SIP and the new
SIP has never been resolved but reports of the old SIP have declined
in recent years. This has resulted in a tacit presumption by many
clinicians that there is only one form of SIP. The size of our SIP
cohort provided a method to differentiate between the two patient
populations acquiring each form of SIP, thereby allowing us to
determine differences in prevalence and demographics. Our
hypothesis was that there are two distinct forms of SIP.

Methods
The deidentified administrative data set

Clinical data on these neonates was recorded during the time that
care was being provided in the NICU as described previously.®




