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Dear Editor, 

We want to congratulate and acknowledge the work done by 
Vadavalur et al. regarding their study entitled “Prevalence of and 
factors associated with neonatal seizures in the United States, 
2016-2020.” This project shed light on the notable antenatal, in-
trapartum, and infant risk factors most closely correlated with in-
fant seizures across the country and reported a prevalence of 1 in 
2500, which is not insignificant. 

We appreciate the strength of the study in the broad and reflective 
sample size and reliable sourcing through birth certificate registra-
tion. A sample size of 18,935,854 patients across four years is an 
adequate representation. However, our question to this authoring 
team lies in the stratification of these collected data. The study 
covered the prevalence of neonatal seizures across the entire 
United States, which, though comprehensive, does not consider 
the known variety in access to care between rural and urban com-
munities or across state lines with differences in general and neo-
natal healthcare outcomes. Though the study claims no significant 
difference between state reports of neonatal seizures, according 
to the CDC Infant Mortality “Stats by States” Map (1), the state-to-
state disparity between infant health outcomes from any cause is 
quite clear. For example, the map cites the highest current death 
rate (number of deaths per 1,000 live births) to be in Mississippi 
at 9.39% versus the lowest state death rate in North Dakota at 
2.77%. We cannot help but wonder whether such a clear and sig-
nificant difference in outcomes across states could in of itself be 
presented as a risk factor, along with the studies’ other notable 
identified factors of birth prior to 28 weeks of gestation, 5-minute 
APGARs of less than 7, and maternal intrapartum disease states, 
as well as considering the overall infant mortality rate of 5.8% in 
infants with seizures. 

It is also pertinent to discuss the possible impact of the COVID-19 
pandemic on the prevalence of neonatal seizures and adverse 
outcomes such as maternal and fetal deaths. Maternal deaths 
alone in the United States increased from 754 in 2019 to 861 in 
2020, a 56% increase, and again to 1178 in 2021, a 37% increase, 
and of those deaths, 102 in 2020 and 401 in 2021 were attributed 
to COVID-19 (2) which indicates a significant effect on the course 
of gestation and general health outcomes for the mother-child 
unit. We propose expanding this study to analyze the effect of 
COVID-19 on infant seizure risk and compare whether the pre-
vious risk factors are altered or remain relevant in the face of a 
COVID-19 diagnosis antenatally, intrapartally, or of the infant. 

When discussing maternal health outcomes, it is vital to acknowl-
edge disproportionate mortality rates across specific populations. 
According to Simpson et al., the maternal death rate among non-
Hispanic Black women increased from 44.0 per 100,000 live births 
in 2019 to 55.3 in 2020 and 68.9 in 2021 (2). Additionally, the 
maternal death rate for Hispanic women went from 12.6 in 2019 
to 18.2 in 2020 and 27.5 in 2021, while for non-Hispanic White 
women, it was 17.9 in 2019, 19.1 in 2020, and 26.1 in 2021 (2). 
It is evident that racial disparities widened as a result of the CO-
VID pandemic; therefore, it would be interesting to compare the 
prevalence of neonatal seizures stratifying for differences across 
populations. 

In summary, we appreciate the author’s work establishing a start-
ing point in the quest for clarity on neonatal outcomes, particularly 
seizure risk. We hope to see an expansion of this work to cover 

“We appreciate the strength of the study 
in the broad and reflective sample size 
and reliable sourcing through birth 
certificate registration. A sample size of 
18,935,854 patients across four years is 
an adequate representation. However, our 
question to this authoring team lies in the 
stratification of these collected data.”

“Additionally, the maternal death rate for 
Hispanic women went from 12.6 in 2019 
to 18.2 in 2020 and 27.5 in 2021, while for 
non-Hispanic White women, it was 17.9 in 
2019, 19.1 in 2020, and 26.1 in 2021 (2). It 
is evident that racial disparities widened 
as a result of the COVID pandemic; 
therefore, it would be interesting to 
compare the prevalence of neonatal 
seizures stratifying for differences across 
populations.”

“We propose expanding this study to 
analyze the effect of COVID-19 on infant 
seizure risk and compare whether the 
previous risk factors are altered or 
remain relevant in the face of a COVID-19 
diagnosis antenatally, intrapartally, or of the 
infant.”
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the effect of the COVID-19 pandemic on this risk and further de-
velopment of the social, racial, and state-stratified risks to ma-
ternal and infant mortality that might be at play in parallel to this 
work. Above all, it remains clear that there is much to be desired 
in studying the environmental-maternal-fetal connection and that 
this work remains at the forefront of bettering healthcare for moth-
ers and infants. 

Sincerely, 

Grace Ahuja OMS-III, Melissa Kreutz OMS-III, Joshua Hernandez 
OMS-IV 
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Subject: Editorial Response and Considerations on Vadavalur et 
al.’s study

Dear Grace Ahuja OMS-III, Melissa Kreutz OMS-III, Joshua Her-
nandez OMS-IV,

I appreciate the feedback provided on the study by Vadavalur et 
al., titled “Prevalence of and Factors Associated with Neonatal 
Seizures in the United States, 2016-2020.” While I acknowledge 
your congratulations, I think addressing areas where further scru-
tiny is warranted is imperative.

The recognition of the study’s significance in highlighting antena-
tal, intrapartum, and infant risk factors associated with neonatal 
seizures across the United States is duly noted. However, I find it 
necessary to critically evaluate the extent of the study’s strength, 

particularly regarding the broad sample size and reliance on birth 
certificate registration. While a sample size of 18,935,854 patients 
over four years seems impressive, its adequacy hinges on the 
quality and representativeness of the data.

The inquiry into the stratification of collected data aligns with con-
cerns raised by the editorial team regarding the study’s compre-
hensive scope. The failure to consider variations in access to care 
between rural and urban communities and disparities across state 
lines raises questions about the study’s applicability and its poten-
tial oversight of significant regional variations. The assertion of no 
significant difference between state reports of neonatal seizures 
contradicts state-to-state disparities in infant health outcomes, as 
indicated by the CDC Infant Mortality “Stats by States” Map.

The proposal to explore the impact of the COVID-19 pandemic 
on neonatal seizures is interesting. However, it prompts a more 
critical examination of the study’s limitations in addressing con-
temporary influences. The surge in maternal deaths, particularly 

“The recognition of the study’s 
significance in highlighting antenatal, 
intrapartum, and infant risk factors 
associated with neonatal seizures across 
the United States is duly noted. However, 
I find it necessary to critically evaluate 
the extent of the study’s strength, 
particularly regarding the broad sample 
size and reliance on birth certificate 
registration.”

“We hope to see an expansion of this 
work to cover the effect of the COVID-19 
pandemic on this risk and further 
development of the social, racial, and 
state-stratified risks to maternal and infant 
mortality that might be at play in parallel to 
this work.”

NEONATOLOGY TODAY is interested in publishing manuscripts from Neonatologists, 
Fellows, NNPs and those involved in caring for neonates on case studies, research results, 

hospital news, meeting announcements, and other pertinent topics. 
Please submit your manuscript to: LomaLindaPublishingCompany@gmail.com

“The inquiry into the stratification of 
collected data aligns with concerns 
raised by the editorial team regarding the 
study’s comprehensive scope. The failure 
to consider variations in access to care 
between rural and urban communities 
and disparities across state lines raises 
questions about the study’s applicability 
and its potential oversight of significant 
regional variations.”



Neonatology Today welcomes your editorial com-
mentary on previously published manuscripts, 
news items, and other academic material relevant 
to the fields of Neonatology and Perinatology. 

Please address your response in the form of a let-
ter. For further formatting questions and submis-
sions, please contact Mitchell Goldstein, MD at 
LomaLindaPublishingCompany@gmail.com.
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those attributed to COVID-19, indicates a significant gap in the 
study’s temporal relevance and its failure to capture the evolving 
landscape of neonatal health amid the ongoing pandemic.

I agree with your emphasis on acknowledging and addressing 
disproportionate mortality rates across specific populations, es-
pecially in the context of racial disparities exacerbated by the CO-
VID-19 pandemic. However, questioning the study’s effectiveness 
in presenting a comprehensive view of neonatal outcomes without 
a more explicit focus on the intersectionality of race and socioeco-
nomic factors is necessary.

In summary, while I appreciate your engagement and recognize 
the study’s potential, I urge a more critical examination of its limi-
tations and a concerted effort to address the concerns raised. We 
anticipate that further data analysis may provide a more nuanced 
and contextually relevant exploration of neonatal health.

Sincerely,

A s ingle-center re t rospect ive s tudy 
compared the benefits and costs of  an 
exclusive human milk diet in infants less than 
or equal to 28 weeks gestation and or less 
than or equal to 1,500 grams vs. a 
combination of  mother’s milk fortified with 
cow milk-based fortifier and formula, or a diet 
of  formula only. Primary  outcomes were 
length of  stay, feeding intolerance and time 
to full feeds. Secondary  outcomes included 
the effect  of  the diet on the incidence of  NEC 
and the cost-effectiveness of  an exclusive 
human milk diet.

In those babies fed an exclusive human milk 
diet,  there was a minimum of  4.5 fewer 
additional days of  hospitalization resulting in 
$15,750 savings per day, 9 fewer days on 
TPN, up to $12,924 savings per infant  and a 
reduction in medical and surgical NEC 
resulting in an average savings per infant of 
$8,167.  And for those parents who get to 
take their baby  home sooner, the impact is 
simply priceless.

Although every  effort is made to start 
feeding as soon as possible, good nutrition 
is essential, even if  the baby  is unable to 
be fed. It is key  that  early  nutrition 
incorporates aggressive supplementation 
of  calories, protein and essential fatty 
acids. Without these in the right  balance, 
the body goes into starvation mode; and 
before feeding even begins, the intestine, 
the liver and other parts of  the body  are 
compromised. While an exclusively  human 
diet  with an exclusively  human milk-based 
fortifier will minimize the number of  TPN 
days, TPN is essential to the early  nutrition 
of  an at-risk baby  and is a predicate of 
good feeding success.

App rop r i a te g row th beg ins w i th a 
s t a n d a r d i z e d a n d v a l i d a t e d ( a n d 
adequately  labelled) donor milk with a 
minimum of 20 Cal per ounce. 

Adding human milk-based fortification and 
cream has been proven to enhance growth 
without compromising infant health through 
t h e i n t r o d u c t i o n o f  b o v i n e - b a s e d 
fortification.6 

Indeed, even small amounts of  bovine 
products added to human milk were shown 
to be detrimental with a dose-response 
relationship suggesting increased amounts 
o f  bov ine p roduc ts lead to worse 
outcomes. 2,7 

An exclusive human milk diet is essential 
“medicine” for VLBW premature infants 
and we all agree fortification is required for 
proper growth. If  we also agree to the 
former,  utilizing a non-human fortifier or 
any  other foreign addi t ives in th is 
p o p u l a t i o n c a n n o t  b e p a r t o f  t h e 
conversation. 

NCfIH welcomes the opportunity  to discuss 
the forthcoming guidelines in person or via 
phone. Mitchell Goldstein, Medical Director 
for the National Coalition for Infant  Health 
can be reached at 818-730-9303.

Sincerely,

Mitchell Goldstein, MD
Medical Director, 
National Coalition for Infant Health
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“An exclusive human milk 
diet is essential 
“medicine” for VLBW 
premature infants and we 
all agree fortification is 
required for proper 
growth. If we also agree 
to the former, utilizing a 
non-human fortifier or 
any other foreign 
additives in this 
population cannot be part 
of the conversation.”

Readers can also follow 
NEONATOLOGY TODAY  at 

its Twitter account: 
@NeoToday  

Mitchell Goldstein, MD, MBA, CML
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“I agree with your emphasis on 
acknowledging and addressing 
disproportionate mortality rates across 
specific populations, especially in the 
context of racial disparities exacerbated 
by the COVID-19 pandemic. However, 
questioning the study’s effectiveness 
in presenting a comprehensive view of 
neonatal outcomes without a more explicit 
focus on the intersectionality of race and 
socioeconomic factors is necessary.”

Erratum (Neonatology Today December, 2023)

Neonatology Today is not aware of the erratum affecting the 
December, 2023 edition.

Corrections can be sent directly to LomaLindaPublishingCom-
pany@gmail.com. The most recent edition of Neonatology To-
day including any previously identified erratum may be down-
loaded from www.neonatologytoday.net.
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