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Introduction

Signal: _
¢ 2003 in Germany: SUD- ass’n with Hexavac?
= Nov 2000- Jun 2003 : 3 death ( 2 y/o) within 48 hrs following the
administration of 4*" dose.
+ SMR=23
Italy: 2" largest market of Hexavac. No signal events

Methods

Study population: All children
who died of SUD b/w 31-729
days of age in 1999-2004

Case-series methodology

A Self-conrolied case-series method All casesaf SUD

— case only [ R e T i
— risk period: 0-14 days following 1™ ey T T
1 1 = e e e
vaccination I ﬁ E _H il
— control period: the remaining I it

observation period

~ Exposed: event+ during the risk
period

— Not-exposed: event+ during the

control period — =
— Obtain Rate ratio (RR})

>ECpop'nZExt & &L F-Cohort

study TIRSNBRRITELLTES

(&.EhTLVB) . Bias H¥ES.

Methods-cont’d

* Case finding : death certification and ICD code

— All individual records of death were reviewed

 Vaccination histories: Local health units(LHU)

» diphteria, tetanus,pertussis, poliomyelitis, hepatitis B, Hib [
3doses & T DB 3EE - l

3m 5m 11~12m T

12!!15111 b L MaR

» 95% D/INRARICIESETICSET
» 9S%MIUHTIEE., TOtOERMECEELZBEE. BMICILUHAOR

EHRDHOIA TN,

¢ IRRBORMNRITI-DHF D55, 96%H Hexavac
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Figure 2. Selection of the study population, age 31-729 days, Rtaly 19992004, Legend *One subject was excluded because the date of
birth was unknown. 7

dot:101371 journal pone.DO1 6363.g002

__Not-exposed
n=192

Number of evends
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Figure 4. Disiribution of Hhmunised subjects by interval between date of vaccinaton and date of death. * Legend. *Only events
duys i are thown,

thin 43
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Table 3. Rate ratio of sudden unexpected deaths in infants of age 31-729 days by risk period (following any vaccination) and
dose, ltaly 1999-2004.

Risk pordod: 0-1 days Fisk period: 0-7 days Rizk puriod: 0-14 days

N Number of daaths; RR ad): adjusted Rate Rado; Cl: Confidence Interval.
'RRs o the self Case-saries method for g, p or curailed po (191 and adjusied by age group By
80; §1-100; 101-120; 121=18¢; 181-350; 361~729).
dol: 10,1371 Joumalpon e 00163622003

Table 4. Rate ratio of sudden unexpected deaths in infants of age 31-729 days by risk period and type of vacdne, italy 19992004,

Risk paviod: 0-14 days

1.1 (08-1.8)

6104
g (i SH- |u|u~ui1t'uiuul-nl
nllriﬂlﬂslﬂ-lm“'Muml‘ulnmml L St

14 W-G-!.ﬂ

0.5 {0:2-1.4)

M Number of deaths; P Person-days at sk RR adj: adjusted Rete Ratics C Confidence interval.

'RRs are estimatsd by the. and adjusted by age group (31-80; 81-100; 10112, 121-180; 181-360; 361-729).
*I'he informetion of the brand name of the hexavalent product was missing for 1 infant (the event occutred in the control perlod].
doi:F0.1 371 Joumal pone 00163630004

Table 5. Rate ratio of sudden unexpected deaths in infants of age 31-729 days for the risk period 0-14 days follawing vaccination
with a combination of six antigens by dose, Italy 1999-2004.

Flest dose Second snd third dosa

27 (1) -85

1.610.8-2.2)

Othar concomitant administravon of six:

I Number of deaths: P-d: Person-days at risic AR adi: adjusted Rete Ratio: O: Confidence Int

'RRAs are estimated by the Boisson reoression made] and adjusted by age group (31-80; 81- mo; \0| 120; 121-180; 181-260; 361-729 For the first dose; 31-180; 181-
360, 361-72% foe the second-third dosel.

he Information on the brand name of the hexavalent product was missing for 1 infant (the- event ocauned In the corrrel period)
toi:10.1371 fjaumal pon e001 63631005

Conclusion and discussion

* Hexavac IEEHR7TBELLRORRI E M ST,

« Signal event TdHoT=FAYTHDSMR &Y — ﬁﬂg‘.b\of—
(almost an order of magnitude lower) o

o DEY., F=tsignal’ A EBRIT/ONGE MO,

+ Hexavac MRR A/ LD, HEER7BLUANOEL 1EED
EEOBTHD, DORLSUDASEIYOTUVEREITHEET
B k&, risk-period &control-period A3SUDMbasal rates(<
HEASTHLEEZDL. ERMICEARTAIRABSR T
HORBREFIOFEOTEESENH S,
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A modified self-contrelled case series method to
examine association between multidose

vaccinations and death

Ronny Kuhnert,?*t Hartmut Hecker,” Christina Poethko-Miillcr
Martin Schlaud,* Mechtild Vennemann;® Heather J. Whitaker!
and C. Paddy Farrington!

7. Conclusion

i .
vuccingtions. For this special situation, two methods have been developed on the basis of the standard SCCS method.
In the first method. observation periods are runcited according |o the vaccination schedule. The second method for

cengored, perturbed, or iled post was | d by Furington e al. {8] and works by introducing
a correction tenn io the formula. Simulation sludms ina spu,lﬁn senting with short risk pcrlod.s show thut the two
mcthods provide comparable and precisc esti under the ption that infahls are vuccinated in necordunce with

recommended vaceination sehedules

The major advantage of the proposed SCCS mcthod with truncated chseyvation periods is its appeating simplicity. It

can be upphcd without special programming, within the sume frumework us the standard cuse scrics method. ks major

d ge ix that it requires that ive vaccine doses are sépasated by a known minimum time interval. This is
not an unduly festrictive requirement for studics of multiduse vaccines. pr)mdcd that the nisk period of intercst is shornt
relative to this interval,

The SCCS method with cofrection facter is more complicated to apply. bul mzkes no assumption abowt separutions
between doses. The simulations undertuken hete, with short risk periods, suggest that it is marginally more efficicnt than
the method with runcated observation periods. and tends 1o huve slighly better a-error

In conclusion, the SCCS method with tuncated observation periods is an aitractive alernative. s properties require
further investigation in more gemeral contexts, in pasticular when tisk perivds are louger than those considercd here
This is the topic of ongoing. further work
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