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Increased childhood incidence of narcolepsy in western Sweden after H1M1 influenza
vaccination. 25X
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Abstract
OBJECTIVES: To assess the incidence of narc olepsy between January 2000 and December 2010 in chidren in weslem Sweden and
its refationship to the Pandemrix vaccination, and to compare the cinical and laboratory features of these children

METHODS: The children were identified from all local and regional pedeatric hospitals, child rehabilitation centers, oulpatient pediatric
chnics, and regional departments of neurophysiology, Data collection was performed with the aid of a standardized dala colection
form, from medical reconds and lelephone intenviews with patients and parents, The laboratory and investigational data were canefully
serulinized.

RESULTS: We kdentified 37 ¢hildren with narcolepay. Nine of them had onsel of symploms befone the HINT vaccinalion and 28 had

onset of symploms in relationship 1o the vaccination. The median age at onset was 10 years. All patients in the postvaccination group

were positive for human keukocyte antigen (HLA-DOB1"0602. Hinefeen pabtents in the postvaccinabion growp, compared with one in

the prevaccination group, had a clinical onsel that could De dated within 12 weeks

CONCLUSION: Pandemric vaccinalion is a precipating factor for narcolepsy. especially in combination with HLA-DQB1'0S02. The

incidence of narcolepsy was 25 times higher after the vaccination compared with the time period before. The childnen in the lx
postvaccination group had a lower age 31 onsel and a more sudden onsel than thal generally seen
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Association between HI1N1 vaccination and narcolepsy-cataglexy: fu to sheep. [Neurology. 2013]

Narcolepsy Rate

B After Pandemrix Use M Before Pandemrix Use

“The incidence of narcolepsy was 25 times higher after the vaccination compared with the time
period before. The children in the postvaccination group had a lower age at onset and a more
sudden onset than that generally seen.”
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Evaluation of the association of maternal pertussis vaccination with obstetric events and birth
outcomes,
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Abstract

IMPORTANCE: |n 2010, due to & pertusas outbeeak and necnatal deaths, the California Department of Health recommended that the
tetanus toodd, reduced diphtheria toxoid. and acelular pertussis vaccine (Tdap) be adminstered during pregnancy. Tdap is now
mecommanded by the Advisory Commities on Immunization Practices for all pragnant women, preferably betwesn 27 and 38 weeks'
pestaton. Lmaed daia eost on Tdap safety dufing preghancy’

OBJECTIVE: To evaluate whether maternal Tdap vascmaton dufing preghincy is Besssiated with inorensed faks of sdverse obstetns
events o adverse birth cutcomes.

DESIGH AND SETTING: Retrospective, cbservabonal cohort study usng adminstrative health care databases from 2 Cabforna
Vaccine Safety Datalink sites.

PARTICIPANTS AND EXPOSURES: Of 123,434 women with singleton pregnancies ending in a Fve birth between Januany 1, 2010, and
November 15, 2012, 28,229 (21%) received Tdap during pregnancy and 57,285 did not.

WAIN QUTCIOME 5 AND MEASURES; Rigks of smal-for-gestational-age (S5A) births (<10th parogntile), chormamaignitis, praterm birth
(€37 wesks gesiaten), and hypenessive disorders of pregrancy were evalulted. Relative nak (RR) estmates were adjusted for sie,
receipt of ancther vaccing during pregrancy, and propensity 10 recenve Tdap duning pregnancy. Cox regresseon was used for preterm
defivery, and Fosson regression for other outoomes.

RESULTS: Vaconation was not assocarted with increased rsks of adverse birth outcomes: crude estimates for praterm deliverny wene
8.3% of vacomated and 7.8% of unvaccinated wormnen (sdusied RR, 1.03; 35% CI, 0.57-1.05); 8.4% of vacoinated and 8.3% of
unvaccinated had an SGA bith (adjusted RAL 1.00; 25% CI, 0.58-1.08). Receipt of Tdap bafore 20 weeks was not asscciated with
hypertensive disondes of pregnancy (adjusied RR, 1.08; 55% Cl, 0.85-1.20); chorioamnionitis was diagnosed in 8.1% of vaccinated
and 5.8% of unvaccinated women (adpusted RR, 1.1%; 55% CI, 1.13-1.28).

COMCLUSIONS AND RELEVANCE: I this echan of wormen with singleton pregnances that ended in live birth, receipt of Tdap during
pregnancy was not assocated with increased risk of hypenensive dsorders of pregnancy or preterm or SGA birth, although a small
Bbut siatietically sigaifieant insrensed rigk of shorisamnicnits disgnosis was shasryed

Rate of Chorioamnionitis in Pregnant
Women Vaccinated With Tdap Versus
Unvaccinated Pregnant Women
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Chorioamnionitis
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“Among women who received Tdap at anytime during pregnancy, 6.1% were diagnosed with
chorioamnionitis compared with 5.5% of unexposed women. After adjusting for site, receipt of
1 or more other vaccines in pregnancy and the propensity score, the adjusted relative risk (RR)

was 1.19 (95% Cl, 1.13-1.26)”
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Intussusception risk and health benefits of rotavirus vaccination in Mexico and Brazil.
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Abstract

BACKGROUND: Because posticensure survedlance determined that a prévious rotavirus waccinge, RotaShield, caused ntussusceplion in 1
of every 10,000 recipients, we assessed the association of the new monovalent rotavirus vaccine (RV1) with intussusception after routine
immunization of infants in Wexico and Brazi

METHODS: We used case-seres and case-conirol methods to assess the association between RV and intussusception. infants with
infussusception were identified through active surveillance at 89 hospitals (16 in Mexico and 53 in Brazi), and age-matched nfants from the
same neighborhood were enrozd as controls. Vaccnation dates were verified by a review of vaccinalion cards or cnic records.

RESULTS: We enrolied 615 case patients (285 in Mexico and 330 in Brazi) and 2050 conlrols, An ncreased risk of intussusceplion 110 7
days after the first dose of RV was identified amang infants in Mexico with the use of both the case-series method (incidence ratio, 5.3;
95% confidence nterval [CR, 3.0 to 9.3) and the case-control method (odds ratio, 5.8; 95% Cl, 2.6 to 13.0). No significant risk was found
after the first dose amang infants in Brazd, but an increased rigk, abell smaler than that seen after the first dose in Mexico--an increase by
a factor of 1910 2.6 - was seen 1 to 7 days after the second dose. A combined annual excess of 96 cases of mussusceplion in Maxico
(approccimately 1 per 51,000 infants) and in Brazil (approcdmately 1 per 68,000 infants) and of 5 deaths due o intussusception was
attributable to AV, However, RV prevented approximately 50,000 hospiakzations and 1300 deaths from diarrhea each year in these two
countries.

COMCLUSION &: RV was associafed with a8 short-term risk of intussus ception in approximately 1 of every 51,000 to 68,000 vaccinated
infanis. The absolute number of deaths and hospializations averted because of vaccination far exceeded the number of infussusception
cases that may have been associated with vaccination. (Funded in part by the Ga\1 Aliance and the U.S. Department of Heakh and Human
Services. ).

Odds of Intussusception Before and After
the First Rotavirus Vaccine (Case-Control
Method)
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Intussusception

M Rotavirus Vaccine ® No Rotavirus Vaccine

“An increased risk of intussusception 1 to 7 days after the first dose of RV1 was identified among
infants in Mexico with the use of both the case-series method (incidence ratio, 5.3; 95%
confidence interval [CI], 3.0 to 9.3) and the case-control method (odds ratio, 5.8; 95% Cl, 2.6 to

13.0)”
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Measles and atopy in Guinea-Bissau.
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Abstract

BACKGROUND: Epidemciogical studies have led to speculation that infections in early chidhood may prevent alerghc sensitisabion but
evidence lo suppor this hypothesis s lacking. We investigaled whether measies infection prolects against the development of atopy in
chidren of Guinea-Bissau, West Africa.

METHODS: We conducted a historical cohort study in Bandim, a sems-rural district of Bissau, the capital of Guinea-Bissau. 385 young adulls,
first surveyed in 1978-80 aged 0-6 vears, were folowed up in 1994, Qur analyses were restricied to 262 individuals still kving in Bandim for
whom a measkes history, documented in childhood, was judged to be relable. We defned atopy as skin-prick 1est positily (> or = 3 mm
weal) to one or more of seven alargens.

FINDINGS: 17 (12.8 percant) of 133 participanis who had had measies infection were alopic compared with 33 (256 percant) of 1289 of
those who had been vaccinated and not had measies. (odds ratio, adjusted for potential confounding vanables 0.36 [35 percent CI
0.17-0.78], p=0.01). Particpants who had been breastfed for more than a year were less lkely to have a positve skin test to housedust
mite. After adustment for breastfeeding and other variables, measles infection was associated with a large reduction in the risk of skin-
prick test positivity to housedust mite (odds ratio for Dermatophagoides pleronyssinus 0.20 [0.05-0.81], p=0.02; D farinae 0.20 [0.06-0.71],
p=0.01).

INTERPRETATION: Measles infection may prevent the development of alopy in African chidren.

Odds of Atopy in Vaccinated Children
Versus Children Previously Infected with

Measles
2.8X

Atopy

B Measles Vaccination w/o Measles Infection

M Measles Infection

“17 (12.8%) of 133 participants who had had measles infection were atopic compared with 33
(25.6%) of 129 of those who had been vaccinated and not had measles”
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Early thimerosal exposure and neuropsychological outcomes at 7 to 10 years.
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Abstract

BACKGROUND: E has been hypothesized that early exposure to thimerosal, a mercury-containing preservative used in vaccines and immune

giabulin preparatons, is associated with neuropsychological deficls in chidren.

METHODS: ¥We enroled 1047 children between the ages of 7 and 10 years and administered standardized tesis assessing 42

neuropsychological outcomes. (We did not a5sess autism-spectrum disorders. ) Exposure to mercury from thimerosal was determined from ;

computerized immunization records, medical records, personal immunization records, and parent interviews. information on potential

confounding factors was obtained from the inferviews and medical charis. We assessed the association between current 1X 1X
neuropsychological performance and exposure fo mercury during the prenatal peried, the neonatal period (birth to 28 days), and the first 7

manths of life.

RESULTS: Among the 42 neuropsychological outcomes, we detected only a few significant associations with exposure o mercury from

thimercsal The detected associations were smal and almost equally divided betw een positive and negative effects. Higher pranatal

MErcury exposure was associated with better performance on one measure of language and poorer performance on one measure of &

attention and executive functioning. Increasing levels of mencury exposure from birth to 7 months were associated with better performance
on one measure of fine molor coordination and on one measure of attention and executive functoning. increasing mercury exposure from
barth 1o 28 days was associaled with poorer performance on one measure of speech articulation and better performance on one measure
of fine motor coordination.

CONCLUSIONS: Our study does not support @ causal association between early exposure to mercury from thimerasalcontaining vaccines Motor Ti cs Ph Dni CcsS Ti cs
and immune globulins and deficits in neuropsychological functioning at the age of 7 to 10 years.

Copyright 2007 Massachusatts Medical Socety.

B High Thimerosal ™ Low Thimerosal

“Among boys, higher exposure to mercury from birth to 7 months was associated with ... a higher
likelihood of motor and phonic tics, as reported by the children’s evaluators.”
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Delay in diphtheria, pertussis, tetanus vaccination is associated with a reduced risk of
childhood asthma.
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Abstract

BACKGROUND: Early childhood immunizetions have been viewed as promoters of asthma development by stimulating a T(H)2-type immune
response of decreasing microbial pressure, which shifts the balance between T(H) and T{H)2 mmunity.

OBJECTIVE: Differing time schedules for chidhood immunizations may explain the discrepant findings of an association with asthma
reported in observational studies. This research was undertaken to determne whether timing of diphthena, pertussis, tetanus (DPT)
immunization has an effect on the dévelopment of chidhood asthma by age 7 years.

METHODS: This was a retrospective longitudinal study of a cohort of chidren born in Manicba in 1935 The complete immunization and
healh care records of cohorl chidren from barth until age 7 years were avadable for analysis. The adjusted cods ratio for asthma at age 7
years according to timing of DPT immunization was computed from mulivanable bgistic regression.

RESULTS: Among 11, 531 chiddren who received at least 4 doses of DFT, the risk of asthma was reduced to (1/2) in children whose first
doge of DPT was delayed by more than 2 monihs, The Ekethood of asthma in chidren with delays in all 3 doses was 0.30 (95% C1
0.18-0.88).

COMCLUSION: ¥We found a negative association between delay in administration of the first dose of whole-cel DPT immunization in
chidhood and the development of asthma; the association was greater with delays in all of the firs! 3 doses, The mechanism for this
phenomenon requires. further research.

Risk of Asthma Following the
Recommended Schedule of DPT Versus a
Delayed Schedule

1.00X

Asthma Risk

B Normal Schedule  ® Delayed Schedule

“Among 11,531 children who received at least 4 doses of DPT, the risk of asthma was reduced to
(1/2) in children whose first dose of DPT was delayed by more than 2 months. The likelihood of
asthma in children with delays in all 3 doses was 0.39 (95% Cl, 0.18-0.86).”
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Rate of Premature Puberty Diagnosis After
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“Significantly increased (P<0.0001) rate ratios were observed for premature puberty for a 100 pg difference
in Hg exposure from TCVs in the birth-7 months (rate ratio=5.58) and birth-13 months (rate ratio=6.45) of
age exposure windows. By contrast, none of the control outcomes had significantly increased rate ratios
with Hg exposure from TCVs.”




