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Date of birth Unvaccinated cohorts F= THEHNA CIN3 vasi il
nvasive cervical cancer
o ,\Io,%h @"b" P ,\Io,‘in \9"?’ xo,‘%c’ ,\9‘9 Cohort 1: invited from age 20-Oyears  0-99 (0-89-1-10)  0-97 (0-94-1-01)
e & e e < & e W and no vaccine 150 —Cohort4
& oF o o W o — Cohort 5
} } } } } » Cohort 2: invited from age 20-Oyears  1.08 (0-96-1-.22) ~ 1.03 (0-99-1-06) __ Cohort
Birth cohorf o 1 2 3 4 5 6 7 or 25 years and no vaccine § __cCohort7
Age at first invitation 20 20ord5 25 245 245 245 245 Cohort 3: invited from age 25-Oyears  1.04 (0-93-115)  1.01 (0-98-1-05) =
to screening (years) . 2
and no vaccine o
) _— ) ] -
Offer of HPV vaccination Mo Mo No Mo Yes Yes Yes Cohort 4: invited from age 24-5 years  1.00 1.00 =
School years 12-13 10-11 8 . =
and no vaccine (reference category) z
Age (years) 16-18 14-16 12-13 Vaccinated cohorts S
H
C * "]
overage coce 801 - Cohort 5: invited from age 24-5 years  0-66 (0.59-0.75)  0-61 (0-59-0-64) =
At least 1 dose 5% o 7% and offered vaccine in school 2 50|
3 doses 44.8% 73:2% 84.9% years 12-13 ;-E
*Vaccine coverages include (when data are available) mop-up vaccinations (ie, when females are vaccinated in a Cohort 6: mVIteq fro_m age245years 0:38(029-0-48)  025(0-23-0-28) 5
| ) h . ) - ' and offered vaccine in school b
ater year than the one in which they were first offered vaccination).
years 10-11 /
Cohort 7: not invited before age 0-13 (0-06-0-28)  0-03 (0-02-0-04) 0 T T T !
24-5 years and offered vaccine in 50 o 2'4 26 28 3'0
school year 8 Aoe fvears)
i

HHE

Milena Falcaro, et al. Lancet November 3, 2021 https://doi.org/10.1016/50140-6736(21)02T78-4.
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O FEBEEHNAORBERAERXR(IEER (195280 A) TIOAAHT-VATHTH-1=-DICxF L. FFE
fEEE (11458 AN) TIZ10RAH =Y 94 TH - 7=,

O FEEEMELRL T, EEEOFEBRFAZICLZ2FEENADEEEKLLIZ0.51 (95%Cl: 0.32-
0.82) . MOETH AR L /-fBEXLL150.37 (95%CI: 0.21-0.57) TH - 7=,

O 16MUTTEELAEHICHWT, HEE LIt L -EEBORERLL (ZRFRER) 13
0.12 (95%Cl: 0.00-0.34) . 19T TiEEL /=8 Tl30.36 (95%Cl: 0.18-0.61) TdH > 7=,

Table 2. HPV Vaccination and Invasive Cervical Cancer. 100 HPV Vaccination Status
Crude Incidence Rate Age-Adjusted Incidence Adjusted Incidence = - Unva_ccmated
No. of Cases of per 100,000 Person-Yr Rate Ratio Rate Ratio § @ == Vaccinated at 17-30yr of age
HPV Vaccination Status Cervical Cancer (95% CI) (95% Cl) (95% Cl)* S8 47 Vaccinated <17 yr of age
“~— v
Unvaccinated 538 5.27 (4.84-5.73) Reference Reference °s
v
Vaccinated 19 0.73 (0.47-1.14) 0.51 (0.32-0.82) 0.37 (0.21-0.57) $ S
TS 504
Status according to age cutoff E g
of 17 yr L£s
= g
Vaccinated before age 17 yr 2 0.10 (0.02-0.39) 0.19 (0.05-0.75) 0.12 (0.00-0.34) Lé § 25+
v
Vaccinated at age 17-30 yr 17 3.02 (1.88-4.86) 0.64 (0.39-1.04) 0.47 (0.27-0.75) 3
Status according to age cutoff
of 20 yr 0 1
18 20
Vaccinated before age 20 yr 12 0.49 (0.28-5.73) 0.52 (0.29-0.94) 0.36 (0.18-0.61) rve ot Foll o)
ge at Follow-up (yr]
Vaccinated at age 20-30 yr 7 5.16 (2.46-10.83) 0.50 (0.24-1.06) 0.38 (0.12-0.72)
Figure 2. Cumulative Incidence of Invasive Cervical Cancer According to HPV
* The adjusted incidence rate ratios were adjusted for age as a spline term with 3 degrees of freedom, county of residence, calendar year, e -
mother’s country of birth, highest parental education level, highest annual household incojme level, previous diagnosis in mother of CIN3+, ) . .
and previous diagnosis in mother of cancers other than cervical cancer. The 95% confidence intervals were bias-corrected percentile confi- Age at follow-up |sAtrurjcated in the graph because no cases of cervical can-
dence intervals that were estimated with the use of bootstrapping with a resampling frequency of 2000 times. cer were observed in girls younger than 18 years of age.

HH B © Jiayao Lei, Alexander Ploner, et al. N Engl J Med 2020, 383; 14: 1340-1348.
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A Age atvaccination < 16 years B Age atvaccination 17 — 19 years
Person- Age-adjusted Adjusted” Adjusted” 209 — Unvaccina ted 209 Unvaecina ted
Vacciation status VEears Events IRE (95%: CI) IRE (95% Cl) [RE (95% CI) _ 18 9 — - Wactinated A 1.8 5 — - Vaccinated
Unvaccinated 2884778 125 [ 1 1 £ 167 £ 167
Vaccinated, age <16 y L643,967 6 0.03(0.04-040) 0.13(0.04-041) 014004053  § 5] e
- RS 2 1
Vaccmated, age 17-19 v 174,674 5 029 (L0E-1.01) 031 (00s-1.07)y 032 (0081 28) ; 10 ; 109
08 o 0.8
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3 04 - 3 04
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b Adjusted for attained age, maximum educational level of own, mother or father, calendar year and ethnicity 1lr 1:3 ;1 2; 2|5 2'} 2'9 ;1 1lr 1; 2I1 2|3 2Is 2IT 2'9 ;1

Age, years Age, years
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Irends in high-grade cervical abnormalities in women by age group before and after commencement of the female HPV
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HPV: human papillomavirus.

Source: Australian Institute of Health and Welfare, 2016. Cervical screening in Australia 2013 to 2014 [25].
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Study Event V Total V EventC Total C Risk ratio Weight Risk ratio
95%CI) (%8 (95%CD
CIN2+ recurrence rates irrespective of HPV type CIN2+recurrence rates related to HPV16 or HPV1

Design = observational Design = observational
Grzes 2011 0 25 1 50 12 0650.03t015.50) Kang 2013 5 360 18 377 —‘— 393 029(0.11t0078)
Kang 2013 9 360 27 377 —‘— 1.7 035001710 075) Ghelardi 2018 0o M 9 mn o 1 47 0.05(0.00t0 0.90)
Ghelardi 2018 2 172 " 172 —— 47 0.18(0.04t0081) Ortega-Quinonero 2018 3 103 15 139 —’— 257 0.27(0.08t00.91)
Ortega-Quinonero 2018 S 103 22 139 — 79 0.36(0.13t0 1.03) Vinnytska 2019 2 76 3 37 _’_ 124 0.32(0.06t0 1.86)
Sand 2019 82 2074 777 15054 é 212 08600.67t0110) Del Pino 2020 2 13 4 12 —— 134 037(0.07t0 196)
Vinnytska 2019 7 76 6 37 o 83 05702110157 Random effects model - 955 0.27(0.16t0 047)
Del Pino 2020 5 153 12 112 —— 88 0.20(0.08t0053) Prediction interval —— 015t00.51)
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Bogani 2021 2 100 1 200 _.}— 48 0.36(0.08t0167) Design = randomised controlled trial

Random effects model -'+- 812 0.43(0.29t00.64) Pieralli 2018 0 89 4 89 3 45 0.11(0.01tc 2.03)

Prediction interval ——r (0.14101.27) Random effects model 45 0.11(0.01t0203)

Heterogeneity: 12=0.1811; P=0.01; P=60% i Prediction interval: not applicable §

Design = randomised controlled trial Heterogeneity: not applicable
Pieralli 2018 0 89 4 89 1 15 0.11(0.01t0 2.03) Random effects model -i‘l- 1000 0.26(0.16t0 0.43)
Karimi-Zachri 2020 23 138 41 104 ’ 174 0.42(0.27t0 0.66) Prediction interval \ — (016 t0 0.45)

Random effects model : 188 0.41(0.03t0513) Heterogeneity: 12=0; P=0.87; 1’=0% 0.01 01 05 1 2 10 100

Prediction intervall: not applicable ‘ Test for subgroup differences: x"=0.37, df=1, P=0.55 Favours vaccine group Favours non-vaccine group

Heterogeneity: 12=0; P=0.37; ’=0% |

Random effects model - 1000 0.43(0.30t0 0.60) | Fig 2| Forest plots assessing risk of recurrence of cervical intraepithelial neoplasia grade 2 or higher (CIN2+) between human papillomavirus (HPV)
Prediction interval — 016t01.12) vaccinated (V) and non-vaccinated control (C) groups after local conservative treatment for cervical intraepithelial neoplasia, irrespective of HPV type

Heterogeneity: 1/=0.1472; P<0 (‘)1_ Psox (top) and related to HPV subtypes HPV16 and HPV18 (bottom) (randomised controlled trials and observational studies)

Test for subgroup differences: x*=0.03, df=1, P=0.87
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>1 doses - 0.82 (0.73-0.93) 21 doses —-— 0.77 (0.64-0.94)

: - —_— 44 (0.26-0.
Age 14-17 years at first dose — 0.61 (0.46-0.81) Age14-11: yeasy st fist dose | 0.44 (0.26-0.74)
Age 18-20 years at first dose —_ 0.72 (0.58-0.90) Age 18720 years &t st doss — 0.75 (0.52-1.08)
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