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T he longer a woman’s reproductive years last, the 
less she may be prone to postmenopausal de-

pression, a large meta-analysis has determined. 
The risk for depression declined by 2% for every 

two premenopausal years after age 40. Women who 
entered menopause after age 40 experienced a 50% 
decrease in the risk for depression, compared with 
women who experienced premature menopause, 
Dr. Marios K. Georgakis and colleagues reported in 
JAMA Psychiatry (2016. doi:10.1001/jamapsychia-
try.2015.2653).

The findings suggest that longer exposure to en-
dogenous estrogens mediates the pathophysiology 
of late-life depression, wrote Dr. Georgakis, of the 
National and Kapodistrian University of Athens, and 
coauthors. 

“If confirmed in prospective and culturally di-
verse studies … these findings could have a signifi-
cant clinical effect by allowing for the identification 
of a group of women at higher risk for depression 
who may benefit from psychiatric monitoring or es-
trogen-based therapies.” 

The meta-analysis comprised 14 studies that in-
cluded 67,714 women. They controlled for numerous 
factors, including age, BMI, obesity, smoking status, 
and hormone therapy use. However, only two con-
trolled for past depression—one of the biggest risk 
factors for recurring depression. 

In addition to the 2% decline per two premeno-
pausal years after 40, a subanalysis of three studies 
examining severe depression found a 5% decreased 

Later Menopause Lowers Risk for Later 
Depression 
Michele G. Sullivan

VIEW ON THE NEWS 
Observations, but not proven links
The study is a commendable effort to examine the role 
of reproductive hormones in postmenopausal depres-
sion, but several important caveats should temper en-
thusiasm for its conclusions, Dr. Hadine Joffe and Joyce 
T. Bromberger, PhD, wrote in an accompanying editorial. 
In most of the studies, women were ages 55 to 60—con-
siderably beyond the average menopausal age of 52. Ad-
ditionally, most were at least five years past their meno-
pause, reflecting a group that might have passed the 
period of highest risk for hormone-mediated depression. 

This meta-analysis does not address depression as-
sociated with the gonadal steroid fluctuations of peri-
menopause or recent estradiol withdrawal of immedi-
ate postmenopause, the colleagues wrote. Rather, the 
analysis applies to depression in older women whose 
brains have not recently been exposed to estradiol or 
other reproductive hormones and for whom hormonal 
risk factors have previously been considered less relevant. 

The study is one of the few to investigate the psycho-
tropic effects of estrogen on aging women, however. In 

contrast to the acute effects of reproductive hormones on 
mood in cycling women, the article highlights a potential 
neuroprotective effect of gonadal steroids on mood that 
is delayed and extends into the stable hypoestrogenic and 
hypoprogestinemic environment of postmenopause. Its 
conclusions are strengthened by studies of nonpsychiat-
ric diseases associated with earlier menopause, including 
cardiovascular disease, cognitive decline, and dementia. 

Nevertheless, it’s too early to recommend pro-
phylactic hormone therapy, the authors concluded. 
Given the small effect size and limitations of the 
studies used in this analysis, more direct evidence sup-
porting a sustained and delayed neuroprotective ef-
fect of extended exposure to estradiol, cyclic proges-
tins, and their neurosteroid derivatives is required to 
support use of hormonal therapy as a therapeutic ap-
proach to protecting against postmenopausal depression.

Dr. Joffe is Director of the Women’s Hormone and Aging Research Pro-
gram at Brigham and Women’s Hospital, Boston. Dr. Bromberger is a 
Professor of Epidemiology and Psychiatry at the University of Pittsburgh.



Preschool ASD Prevalence Estimates Lower 
Than Grade School Estimates 
Tara Haelle

E stimated prevalence of autism spec-
trum disorder (ASD) among 4-year-

olds falls short of the estimated preva-
lence among 8-year-olds in a recent 
study comparing nationally representa-
tive age cohorts. 

“Because previous reports indicate 
that many children with ASD are not 
evaluated until after age 4, ASD preva-
lence in this 4-year-old age cohort will 
likely rise when measured at a later 
age,” Deborah L. Christensen, PhD, of 
the CDC, and her associates reported. 
“Lowering the age at first evaluation 
may be more relevant than lowering the 
age at diagnosis, given the challenges 
of diagnosing young children with ASD,” they wrote  
(J Dev Behav Pediatr. 2016;37[1]:1-8).

The investigators screened health and education 
records for all 4-year-old and 8-year-old children 
participating in five of the 11 sites involved in the 
2010 Autism and Developmental Disabilities Moni-
toring Network, an active surveillance system for 
identifying 4-year-olds with ASD. The authors looked 
for an ICD billing code and/or special education 
data that included an ASD diagnosis or a description 
of “behavior consistent with ASD.” 

They then compared autism prevalence, cognitive 
test scores, demographics, and ages of evaluation 
and ASD diagnosis among the 58,467 4-year-olds 

and 56,727 8-year-olds assessed, each cohort repre-
senting approximately 1.4% of those age-groups in 
the 2010 US population. 

Prevalence of ASD among 4-year-olds was 
13/1,000 children overall, approximately 30% lower 
than prevalence estimates for 8-year-olds and rang-
ing from a low of 9/1,000 in Missouri to a high of 
20/1,000 in New Jersey. Other states involved in the 
analysis included Arizona, Utah, and Wisconsin. 
Prevalence was significantly higher in states with 
both education and health records available than in 
those states with only health records available. 

At all five sites, boys significantly proportionally 
outnumbered girls in ASD diagnosis. Overall, three 

risk for the same time measure. Another analysis of 
women with premature menopause found a dou-
bling in the risk for depression for those who experi-
enced menopause before age 40. 

Estrogen is known to have neuroprotective and 
antidepressive properties, and the brain is richly 
endowed with estrogen receptors, the authors said. 
The exact pathway of protection against depression, 
however, remains unknown. Potentiation of neu-
rotransmitters and moderation of atherosclerosis 
might play protective roles. 

“Given the results of our study, it remains to be 
investigated whether women with menopause at 

younger ages could benefit by preventive use of hor-
mone therapy against late-life depression, provided 
that adverse effects associated with long-term use 
are considered,” the authors said. “In this context, 
the development of estrogen receptor subtype–spe-
cific ligands could decrease the proportion of estro-
gen therapy adverse effects.” 
Disclosures: Neither Dr. Georgakis nor any of the co-
authors declared any financial conflicts. 

To take the posttest, go to http://bit.ly/1U7I7f3
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boys had ASD for every one girl with ASD, but the 
ratio varied from 2.6 in Arizona, Missouri, and Wis-
consin to 4.4 in New Jersey. Despite no overall dif-
ference in ASD prevalence by race/ethnicity among 
4-year-olds, white 8-year-olds had 1.4 times greater 
prevalence than that among black children and 1.2 
times greater prevalence than that among Hispanic 
children the same age. 

Among the 70% of children in Arizona, New Jer-
sey, and Utah who had data on cognitive assess-
ments, 46% of 4-year-olds and 28% of 8-year-olds 
had cognitive impairment, defined as a score of 70 
or lower. Prevalence of both ASD and cognitive im-
pairment among 4-year-olds was 6/1,000 children, 
compared with 5/1,000 children among 8-year-olds. 

Prevalence of ASD without cognitive impairment 
was 7/1,000 among 4-year-olds and 12/1,000 among 
8-year-olds. 

A history of developmental concerns before age 
3 existed for 93% of the 4-year-olds and 87% of the 
8-year-olds with ASD. In addition, 71% of the 4-year-
olds and 43% of the 8-year-olds had received their 
first comprehensive evaluation by 36 months. 
Disclosures: The CDC funded the research. Dr. Chris-

tensen and her associates reported no disclosures.

VIEW ON THE NEWS 
Prevalence disparities by age may increase
In the article by Christensen et al in the Journal of 
Developmental and Behavioral Pediatrics, it is reason-
able to hypothesize that the 30% lower rate found 
for 4-year-old children, compared with 8-year-old 
children, may be an underestimate of the discrep-
ancy. Recent surveillance reports from the CDC show 
a marked increase in prevalence, compared with the 
report from two years earlier. Therefore, by the time 
the children who were age 4 in 2010 reached age 
8, the prevalence difference may be even greater. 

When considering differences in prevalence at age 
4 and age 8 in the context of record-review surveil-
lance methodology, two distinct questions must be 
considered: Is all ASD detectable at early ages, mean-
ing are symptoms at clinically significant levels at 
the time of assessment? Do records adequately cap-
ture all cases that have detectable ASD symptoms? 

It is evident from the literature that comorbidities, 
such as intellectual disability (ID), and co-occurring 
medical and neurologic conditions, such as seizure 
disorders or genetic syndromes with dysmorphology, 
are likely to impact the age at which ASD symptoms 

are evident. It is likely that not all children with ASD 
demonstrate clear impairment before age 4. Children 
who do not show ID may be able to compensate for 
weaknesses in social engagement when the demands 
are lower but may show increasing difficulties as 
the social demands increase with age and maturity. 

The second question addresses whether available 
records are adequate for capturing the total num-
ber of children affected by ASD. If children have not 
yet been identified as needing evaluation or inter-
vention services, these records may not exist by age 
4. Because evidence indicates that observation by 
experts is not adequate to detect risk for ASD, these 
data showing that many children are not captured 
in record review surveillance at age 4 should compel 
us to adopt strategies to maximize early detection. 

These comments were excerpted from an editorial by Diana L. Robins, PhD, 
of the AJ Drexel Autism Institute at Drexel University in Philadelphia (J Dev 
Behav Pediatr. 2016;37[1]80-82). Dr. Robins reports being co-owner of M-
CHAT, which licenses use of M-CHAT for commercial products. She did not 
receive any royalties connected with this article.

Long-term PPI Use Linked to Increased  
Risk for Dementia 
Heidi Splete

L ong-term use of proton pump inhibitors (PPIs) 
was significantly associated with later diag-

noses of dementia in adults ages 75 and older in a 
prospective cohort study of more than 73,000 indi-

viduals. The findings were published online in JAMA 
 Neurology. 

Overall, the risk for incident dementia was 44% 
higher among the 2,950 patients who received regu-

To take the posttest, go to  
http://bit.ly/24Mec0X
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lar PPIs, compared with 70,729 who didn’t receive 
PPIs (hazard ratio [HR], 1.44), according to Willy 
Gomm, PhD, of the German Center for Neurodegen-
erative Diseases in Bonn, and his colleagues. 

To assess the potential link between PPIs and de-
mentia, the researchers reviewed data from a Ger-
man insurance database during 2004-2011. The study 
population included 73,679 community-dwelling 
adults ages 75 and older who were free of dementia 
at the start of the study (JAMA Neurol. 2016 Feb 15. 
doi: 10.1001/jamaneurol.2015.4791). The patients 
taking PPIs were slightly but significantly older than 
those not taking PPIs; there was a higher proportion 
of women (P < .001 for both groups). PPI users were 
also significantly more likely than nonusers to have a 
history of depression, stroke, coronary disease, and 
use of polypharmacy (P < .001 for each). 

Risk for incident dementia decreased with age, from 
69% for patients ages 75 to 79 to 49% among those ages 
80 to 84 and 32% among those ages 85 and older. 

In addition, the risk for dementia was not sig-
nificantly different based on specific drugs in a sub-
group analysis of the three most often prescribed 
PPIs: omeprazole, pantoprazole, and esomeprazole. 
HRs were 1.51, 1.58, and 2.12, respectively. 

“If PPIs have adverse effects, it is important to be 
aware of them,” Dr. Daniel E. Freedberg of Columbia 
University, New York, said in an interview. “When 
PPIs are indicated, the preponderance of data indi-
cate that their benefits outweigh their potential risks. 
Clinicians should reassure patients that this was a 
single study and that previous studies have reached 
different conclusions. Clinicians should focus on 
whether or not PPIs are indicated rather than on PPI 
side effects.” 

Dr. Freedberg also noted several key limitations of 
the study: “First, the authors were unable to adjust 
for crucial variables that might explain a noncausal 
link between PPIs and dementia. For example, lower 
socioeconomic status is an established predictor of 
dementia and may also be associated with PPI use. 
However, the authors could not capture socioeco-
nomic status. 

“Second, patients who use PPIs have more fre-
quent and more intensive health care interactions 
than patients who do not use PPIs. These patients are 
thus also more likely to be diagnosed with dementia. 
This is another source for bias that the authors were 
not able to capture. Third, clinicians should be aware 
that this study was designed to compare extremes of 
PPI use,” Dr. Freedberg emphasized. 

In addition, “In the primary analysis, patients were 
classified as exposed to PPIs only if they received at 
least one PPI prescription every three months for an 
18-month period. Patients who used occasional PPIs 
were excluded from the study,” said Dr. Freedberg. 

“The present study can only provide a statistical 
association between PPI use and risk for demen-
tia,” the researchers noted. “The possible underlying 
causal biological mechanism has to be explored in 
future studies.” 
Disclosures: The researchers had no financial con-

flicts to disclose.

VIEW ON THE NEWS 
Challenging research lies ahead
The researchers have provided an important and in-
teresting challenge to evaluate the possible asso-
ciation between use of PPIs and risk for dementia. 
Further determinants of whether PPIs are causal for 
dementia require validation in large cohorts and 
probably in well-designed case-control studies with 
good measures of long-term PPI use, covariates, and 
especially methods to measure incidence of dementia. 

Dr. Lewis H. Kuller is affiliated with the Department of Epidemi-
ology at the University of Pittsburgh. He made his remarks in an 
accompanying editorial and had no financial conflicts to disclose. 
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Elevated Cardiovascular Risks Linked  
to Hidradenitis Suppurativa 
Bianca Nogrady

T he inflammatory skin disease hi-
dradenitis suppurativa is associated 

with significantly increased risks for ad-
verse cardiovascular outcomes, such as 
ischemic stroke, myocardial infarction 
(MI), and cardiovascular mortality, ac-
cording to results of a population-based 
study. 

A population-based cohort study of 
5,964 patients with hidradenitis suppura-
tiva showed that, after adjusting for con-
founders such as age, sex, smoking, and 
other comorbidities, hidradenitis suppu-
rativa was associated with a 57% greater 
risk for MI, 33% greater risk for ischemic 
stroke, 53% increase in major adverse car-
diovascular events, and 35% increase in 
all-cause mortality over a mean 7.1 years of follow-up. 

The study, published in JAMA Dermatology, also 
showed a significant increase in cardiovascular- 
associated death, which was the only adverse out-
come that remained significantly elevated (inci-
dence rate ratio, 1.58) in patients with hidradenitis 
suppurativa when compared with a control group of 
individuals with severe psoriasis (JAMA Dermatol. 
2016 Feb 17. doi: 10.1001/jamadermatol.2015.6264). 

“Studies have suggested that, in hidradenitis sup-
purativa, atrophy of the sebaceous glands, follicular 
hyperkeratinization, and subsequent hair follicle 
destruction are associated with deep-seated inflam-
mation, increased susceptibility to secondary infec-
tions, and chronic perpetuation of the inflammatory 

response,” wrote Dr. Alexander Egeberg of the Uni-
versity of Copenhagen and coauthors. 

The researchers suggested that there was a “con-
spicuous absence” of research on the risk for cardio-
vascular disease in hidradenitis suppurativa, especial-
ly in light of accumulating evidence of the association 
between cardiovascular disease and other chronic 
inflammatory diseases, such as psoriasis, rheumatoid 
arthritis, and inflammatory bowel disease. 
Disclosures: No conflicts of interest were declared.
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