


Hepatitis B Vaccine and Liver Problems in U.S.
Children Less Than 6 Years Old, 1993 and 1994

Monica A. Fisher and Stephen A. Ekhnd

Dt tor ansess. whee bemwefins and moks of hepatitis B vaccine for
the genweral pogualatsmn of ULS, children are sparse, This study
adlressed the problem of external validiey kound in presuan
stigdecs o hinh risk pu'qu|m1n- |'~1: evalusiing the hemcfit of
hepatits B eaccmanion for the pevweral population of Amencan
childeen. Wi caloutared the rok of liver peoblems among
hepatitis B vaccinated and non-hepatinis B vaccinaeed chil-
dren wing g repression. ||-c|;u|:i|n B waccimaied children

had an un:»JJuqnl odds parko of 194 and spc-adjusted obk
ratir ol 2,35 for iver problems comparad wirth mon-hepatees B
vaccunated chikloen in the 1993 Matonal He |Irh Inperview
"‘mn.t'l.- Hq\mtb B vaccinated chikdren had ﬁlll.ﬂb.]
R of X ﬁ"m]*‘hl.ﬂ"td Jn:kuru l’l'}iﬁuh.'ﬂ
pe \Mm comipaged with non-hepars B vaccinaned chabdeen
i the 1994 Mamonal Heabh Interview Survey  Jdaeascr
{Epidemology 1995 10-3317-339)
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Incidence of Liver Problems in Vaccinated

versus Unvaccinated Children
294%

257%

I

Liver Problems 1993 NHIS Liver Problems 1994 NHIS

B Vaccinated ™ Unvaccinated

“Hepatitis B vaccinated children had an unadjusted odds ratio of 2.94 and an age-adjusted odds
ratio of 2.35 for liver problems compared with non-hepatitis B vaccinated children in the 1993

National Health Interview Survey.”
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Vaccination and Risk for Developing Inflammatory wl - ’ - -
Disease: A Meta-Analysis of Case-Control and Cohort Studies Incidence of Crohn’s Disease and Ulcerative

O o i Coan o Segionii 4 Colitis in Polio Vaccinated versus

This article has an acoompanying continuing medscal edwcation activity on page «1340. Learning Objective—Upon completion of this activity, suc- U nvaCCi nated Ch i Idren

cesshal learsers will be able to discuss the implication of veccination snd environmental (stors in e development of inllammatory Bewel divease.

BACKGROUND & AIMS: Environmental factars may play a key role in the pathogenesis of infllammatory bowel disease
[IBD). Whether vaccination Is associated causally with 1BD is controversial. We performed a 348%
meta-analysis of case-contrel and cohort studies on the assodation between vaccination and
the risk for IBD.

Studies and abstracts imvestigating the relationship between vaccination and subsequent risk
for developing IBED were reviewed. Childhood or adult immunizations with any vaccine type, at
any dose, and with any vaccine schedule were used as inclusion oriteria.

HEleven studies were included in the systematic review and meta-analysis: B case-contral studies
and 3 cobort studies. Studied vaccines were bacille Calmette-Guérin), vaccines against diph-
theria, tetanus, smallpox, poliomyelitis, perussis, HIN1, measbes, rubella, mumps, and the
combined measles, mumps, and rubsella vaccine, Only a few detalls about vaccine type or route
of administration were found in studies. Overall, there was mo association between childhood
immunization and risk for developing IBD: bacille Calmette-Guérin, relative risk ([RR) of 1.04
[95% confidence interval [C1], 0.78-1.38), diphtheria, RR of 1.24 (95% CI, 0.80=1.94), tetanus,
RR of 1.27 (95% CI, 0.77-2.08), smallpox, RR of 108 [95% C1, 0.70-1.67), paliomyelitis, RR of
1L.79 [95% CL 0.BB-3.66). an mrasles containing vaccines, RR of 1.33 [95% O, 0.31-5.80) in
cohort studies, and RR of 0.85 [95% Cl, 0.60-1L.20) in case-control studies. Subgroup analysis
for Crohn's disease (C0) and wloerative colitis (UC) found an association between the polio-

100%
mayelitls vaccine and risk for developing OD [RR, 2.28; 95% C1, 1.12-4.63) or UC (R, 348; 95%
O, L2=0.71). The RRE of developing IBED after HINT vaccination was 113 [95% C1, 0.97=1.32).
Results of this meta-analysis show no evidence supporting an association between childhood

bom or HINM1 vaccnation in adults and risk of developing IED. The assoclation be-
tween the pollomyelitis vaccine and the risk for CD or UC should be analyzed with caution

because of study heterogeneity. Crohn's Disease Ulcerative Colitis

Percent Relative Risk

Pineton de Chambrun et al., Clin Gastroenterol B Vaccinated ™ Unvaccinated
Hepatol 2015
http://dx.doi.org/10.1016/j.cgh.2015.04.179

“Subgroup analysis for Crohn’s disease (CD) and ulcerative colitis (UC) found an association
between the poliomyelitis vaccine and risk for developing CD (RR, 2.28; 95% Cl, 1.12-4.63) or
UC (RR, 3.48; 95% Cl 1.2-9.71)”
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o ety Tt s s P oy GulfWar llIness Symptoms and

Prevalence and Patterns of Gulf War lliness in Kansas Veterans: Association Vaccination
of Symptoms with Characteristics of Person, Place, and Time of Military

Service
448%

Lea Steele

Gulf War veterans have reported health problems that they attribute 1o their military service, but tle is
understood about the nature or extent of these conditions. To determine whether Kansas Gulf War velerans are
affected by excess health problems, a population-based survey of 1,548 velerans who served in the Persian Gulf
War (PGW) and 482 veterans who served elsewhere (non-PGW) was conducted in 1998. Gulf War iness,
defined as having chronic symptoms in three of six domains, occurred in 34% of PGW velerans, 12% of non-
PGW vaterans who reportad receiving vaccines during the war, and 4% of non-PGW velerans who did not
receive vaccines. The prevalence of Gull War liness was lowest among PGW wveterans who served on board
ghip (21%) and highest among those who weng in lrag and/or Kuwait (42%). Among PGW velerans who served
away from battlefield areas, Gull War iliness was least prevalent among those who departed the region prior to
the war (9%) and most prevalent among those who departed in June or July of 1881 (41%). Observed patterns
suggest that excess morbidity among Gull War veterans is associated with characleristics of their wartime
sanvice, and thatl vaccines used during the war may ba a contributing factor. Am J Epidemiol 2000;152-992-1002.

fatigue syndrome, chronic; Persian Gull syndrome; risk factors; symptoms and general pathology, veterans

Incidence

Pain in joints Short term Trouble accessing Blurred or double
memory issues words vision

Steele, AmJ Epidemiol 2000 Wvsiaer ikl
https://pubmed.ncbi.nlm.nih.gov/11092441/

“Gulf War lliness, defined as having chronic symptoms in three of six domains, occurred in 34%
of PGW veterans, 12% of non-PGW veterans who reported receiving vaccines during the war
and 4% of non-PGW veterans who did not receive vaccines."
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Health of UK servicemen who served in Persian Gulf War

Cathering Unmin, Nick Blatchley, Willam Coker, Susan Ferry, Matthew Hotopd, Lisa Hufi, Khalida Fsmail,

lan Paimes. Anihony David, Simon Wessafy

Summary

Background Various symgloms in millary porscansd in tha
Percian Gudl War 1990-91 hawe caused inlematonal
spaculation and concem. We investigated UK sendcomen.

Mathods W did & cross-sectional postal suney on &
random sample of Guil Woar welerans (Gulf War cohort,
ned248) and. stratified for age and rank, SerdCeTEn
deployed 10 the Bosnia confict (Bosnia cohorl. n=4250]
and those serding during the Gull War but not deployed
there (Era cohort, ned24G). We askopd sbout deploymaent.
eaposures, sympioms, and ilinesses. ‘We anabysed men only.
Our pwlcome messures wenk physical health, funcbional
capacity (SF-38), the general heaRth guestionnaire, the
Cafiters  for  Diseass Controd and  Prevedtion (CDC)
multisymplom  critedia for Guld ‘War lliness, and post-
troumatic Siress react ons.

Findings There wene 8195 (65-1%) valid respondas. The Gull
War cohort repomed symptoms and Gisorders significantly
mone frequently than those in the Bosnia and Era cohorts,
which wire similar. Perception of physical hoalth and ability
werg significantly worse (n the Gulf War cohort than in the
OAfvar CONOMS, Sven Afer adgus:mem far confourders. Gull
‘War voterans wore moe likely than the Bosnia cohort to

h i ¥ g b 5

were Tound i all coborts, however, they may not be unigue
and cousally implicaled In GuitWarrelated iliness. A
specific mechanism miy link vaccination againg! bislogical
warfare Bgents and later il health, but the risks of iness
must be considersd against the necessity of protection of

SENADEMEN.

Lancer 1999; 363: 169-T8

Introduction

From late 1990, the UK deployed 53462 miliasy
personne to the Pendan Gulf War. In the months after the
cnd of the war, ancodotal reports emerged in the USA of
various disorders affecting Gualf War veterans. In the UK,
simnilay observatbons surfaced in 1993, after 2 television
broadcast in Junc, Some UK Gulfl War vetcrans have
expericnced health problems since their retum. Such
anecdotal reports cannot, however, sitablish whiether these
complaints hove any particular patiern, nor whether they
are relaved vo Gulf War service,

Provious studies of the health of Gull War veerans
have had bmstatwns. Compansons with  oon-military
populations may be misleading, since mahtary recruitment
imvolves  medical  scregning.  Clindcal  assessment
programmes. for non-randomly selected  veterams with
sympioms cannot provide epidemiclogical information or

Incidence relative to unvaccinated

S

Incidence of Gulf War lliness for Multiple

Vaccines Received

260%
140%
. .

Gulf War lliness

B Greater than 7 Vaccines

M 3 - 6 vaccines

Unwin et al., The Lancet 1999
https://pubmed.ncbi.nlm.nih.gov/9923871/

¥ Unvaccinated

“Vaccination against biological warfare and multiple routine vaccinations were associated with
CDC multisymptom syndromein the Gulf War cohort.”




Role of vaccinations as risk factors for ill health in
veterans of the Gulf war: cross sectional study

Matthew Hotopf, Anthoiny David, Lisa Hull, Khalida Ismail, Caherine Unwin, Simon Wessely

Abstract

Objectives To explore the relation between ill health
abter thee Culf war and vaccines received before or
churirg the conflict. Tis gest the hypothesis that ssch il
Teealih is limited o miliary personne] whio received
mulieple viccmes during deplovament anad
pesticice wse modifies amy effeo.

Diesigm Cross sectional study of Gulf war veterans
felomwed fior sixe tes cighnt years after dephmvancnt.
Setting UK armied lorces.

Participants Military personnel whe served moihe
Gaulf amd whio still had their vaccine records.

Main outcome measures Mulisyimptom illesess s
climsified by the Centers for Diseiase Control and
Prevention; fatigue; psychological distress;
post-aranmatic stress reaction; health percegtion; and
phsical fmctioning,

Results The response rate for the eaginal survey was
TOAY (0= 32840 OF these, T8% (923) had vaccine
reconls Beceipt of multple vaccines before
deploviment wis associated with only one of the six
healih outcomes (posi-trammatic stress reaction), By
conitrast fve of the six outeones (all bt
post-iraumatic stress reaction) were associated with
multipbe vaccimes received dunng deploviment, The
strongest association was for the mulissympiom illness

Hotopf et al., BMJ 2000

increase the likelihood that they suffered long tenn
health comscxuctices. The firse was that for Uk (bt not
LS} service personmel pertussis was used as an
adjwmt to stmulate the immune response (o anthrax
vaccme. The second was that n1|.|]ti|:||r VACCINes wote
given simvullancously. This reflected the need 10 keep
the persoamel ugs ti date with FOWENe VAcCines; W piro-
e them from infeciious diseases such as cholers and
tvphoicl, which were potenind health hazards during
deploviment; and oo provect them from the threat of
hinlogical warfare agents—namely, plague and anthrax.
The third aspect was that mamy of the vaccines were
given after the personnel were deploved. Rook and
Fumla suggested than deploymmeent was a siress which
worsld v itsell lead o increased ciroulating cortico-
steroids, and  this wao would mfuence  cyiokine
profiles Finally, they speculated chat there maght have
been an interaction between the vaccine regimen and
pesticiles—espaecially  organophosplute  paesticides—
usexd mn ihe Gulf to cause a Thi promoting effec.

W bave previously repaortesd on a large (n=3284)
cohort nlu:l!- al male Gull war velerans who were coin-
pared with non-deployved service personned and veier-
ans of pencekeeping duties i Bosni,” We founad
imvcremseed raves of il health for all bealth outcomes in
those who served in the Gull. Among many other

https://pubmed.ncbi.nlm.nih.gov/10818024/

Incidnece relative to unvaccinated

Incidence of Gulf War lliness and Fatigue
for Multiple Vaccines Received During
Deployment

500%
340%
100% 1o0%

Gulf War lliness Fatigue

B Greater than 5 Vaccines W Unvaccinated

“Among veterans of the Gulf war there is a specific relation between multiple vaccinations
given during deployment and later ill health.”
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