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Validity Issues in the Yaju-Tsubaki Paper and Subsequent Articles
What is the variable “Study Period” ?

Sadao Suzuki

Department of Public Health, Nagoya City University Graduate School of Medical Sciences

Abstract

The Yaju-Tsubaki paper on Nagoya HPV vaccination and their subsequent articles assume the validity
of their own variable, ‘Study Period’. However, they have provided no methodological justification. The
problems with the variable can be summarized as follows: (1) The starting point of the Study Period fits
directly into the definition of information bias. The adjustment for the Study Period is equivalent to “using
a biased younger age than the fact for the vaccinators only”, (2) A fictitious gradient due to a systematic
misalignment of the correspondence between the groups. The magnitude of the gap varies depending on
the starting point. It is unreasonable to observe the odds ratio to change accordingly, (3) The use of a
parametric model extended the Study Period. The odds ratio was extended to Study Period=0, where
there were no non-vaccinated subjects, (4) Study Period is not a risk period. The end of Study Period is
fixed to 2015 and defined independently of symptom occurrence, thus, has no signal detection capability,
and (5) Simultaneous adjustment for age and Study Period is impossible in principle, since the adjustment
is equivalent to that for age and biased age. The odds ratios in the Yaju-Tsubaki paper and subsequent
articles do not imply the higher risk of the symptoms by HPV vaccination, but are due to hiased variables
and inappropriate models.
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Table 1 Cross table of the year of birth (age at survey) and Study Period (starting point)
by vaccination status

_HE% : Study Period, TE% :if2m

EINFE 1 2 3 4 5 6 7 8 9
(WESFE) 5015 2014 2013 2012 2011 2010 2009 2008 2007 2006
B
2000(15) 7 29 507 40 s 1 0o o 0 ©
1999 (16) 10 24 495 1,354 39 4 2 0 o0 o0
1998(17) 5 15 216 1,251 1,300 40 9 0 0 0
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JEEEE
2000015) 0 0 03761 0 o o o0 o0 0
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19952000 © ©0 O 0 0 o o o048 o
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T - - - 15 16 17 18 19 20 21
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Fig.1 Change in odds ratio when the starting point is moved
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Fig. 2 Risk period and Study Period for vaccinators with different symptom onset time
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Table 2 Cross table of residual age and Study Period (Starting Point) by vaccination status

LE&% : Study Period, TFE% : #2m

T 0 1 2 3 4 5 6 7 8 9
2015 2014 2013 2012 2011 2010 2009 2008 2007 2006
=EE
-4 0 0 0 0 5 0 0 0 0 0
-3 0 0 0 0 39 1 0 0 0 0
-2 7 0 0 01,300 4 2 0 0 0
-1 10 29 507 40 1,500 40 9 () 0 0
0 5 24 495 1354 835 1,239 27 0 0 0
1 0 15 216 1,251 2,629 2,057 80 0 0 0
2 1 4 86 400 2,344 199 48 () 0 0
3 1 3 23 173 0 265 98 0 0 0
4 5 4 29 180 0 0 0 0 0 0
5 0 5 20 93 0 0 0 0 0 0
IEiEEE
-4 0 0 0 0 0 0 0 0 0 0
-3 0 0 0 0 2,038 0 0 0 0 0
-2 0 0 0 0 0 0 0 0 0 0
-1 0 0 0 3,761 0 1,260 0 0 0 0
0 0 0 0 0 0 0 663 452 428 496
1 0 0 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0 0 0
3 () () 0 0 0 0 0 0 0 0
4 () 0 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0 0 0

XK1, 5 &k DEHHEE. EFRIZNE U AL 7.
M X SRR R L AR RE AR, RSSO —30d B JEE R I .
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Fig. 3 0Odds ratios by Study Period and residual age
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nﬁ'ﬂ I nﬁ'ﬂ HH \ ﬁ:l*

8K - HFRX (BREEXET 1) "

NE - #Rx?
* Study Period THHE
* XEERAEZRTOTMEOREL) KL

NEHR
« Sensitivity analysis ICEDXZ HE/ERBE%EA

e
s FFRERECLIREET IV
BRXZEMEAETER)

ARG FTHE S 8 R EF D MEZD
TEh{ho Buhetadih-fz FElk-ofk
0.70 0.73 1.00
1.13 1.00 1.23
4.37 2.82 3.59
6.15 1.89 3.92
2.39 127.9 94.5
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