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Im
m

unogenicity bridging from
 qH

PV Vaccine to G
ardasil 9 for H

PV types 6, 11, 16, 18
Com

parison of Gardasil 9 w
ith qHPV vaccine w

ith respect to HPV types 6, 11, 16, and 18 w
ere conducted 

in a population of w
om

en aged 16 to 26 years from
 Protocol 001, girls aged 9 to 15 years from

 
GDS01C/Protocol 009 and m

en aged 16 to 26 years from
 GDS07C/Protocol 020.

A statistical analysis of non-inferiority w
as perform

ed at M
onth 7 com

paring cLIA anti-HPV 6, 
anti‑HPV 11, anti-HPV 16, and anti-HPV 18 GM

Ts betw
een individuals adm

inistered Gardasil 9 and 
individuals adm

inistered Gardasil. Im
m

une responses, m
easured by GM

T, for Gardasil 9 w
ere non-inferior 

to im
m

une responses for Gardasil (Table 3). In clinical studies 98.2 %
 to 100 %

 w
ho received 

Gardasil 9 becam
e seropositive for antibodies against all 9 vaccine types by M

onth 7 across all groups 
tested. In Protocol 001, GM

Ts for HPV-6, -11, -16 and -18 w
ere com

parable in subjects w
ho received 

qHPV vaccine or Gardasil 9 for at least 3.5 years.

Table 3: Com
parison of im

m
une responses (based on cLIA) betw

een Gardasil 9 and qHPV vaccine for 
HPV types 6, 11, 16, and 18 in the PPI (Per Protocol Im

m
unogenicity)* population of 9 to 15 year-old 

girls and 16 to 26 year old w
om

en and m
en

PO
PU

LATIO
N

G
ardasil 9

qH
PV Vaccine

G
ardasil 9/ 

qH
PV Vaccine

N(n)
G

M
T 

(95%
 CI) 

m
M

U
§/m

l
N(n)

G
M

T 
(95%

 CI) m
M

U
§/m

l
G

M
T 

Ratio
(95%

 CI) #

A
nti-H

PV 6

9 to 15 year old 
girls

300
(273)

1679.4
(1518.9, 
1856.9)

300
(261)

1565.9
(1412.2, 1736.3)

1.07
(0.93, 1.23)

16 to 26 year 
old w

om
en

6792
(3993)

893.1
(871.7, 915.1)

6795
(3975)

875.2
(854.2, 896.8)

1.02
(0.99, 
1.06) ¶

16 to 26 year 
old m

en
249
(228)

758.3
(665.9, 863.4)

251
(226)

618.4
(554.0, 690.3)

1.23
(1.04, 
1.45) ¶

A
nti-H

PV 11

9 to 15 year old 
girls

300
(273)

1315.6
(1183.8, 
1462.0)

300
(261)

1417.3
(1274.2, 1576.5)

0.93
(0.80, 1.08)

16 to 26 year 
old w

om
en

6792
(3995)

666.3
(649.6, 683.4)

6795
(3982)

830.0
(809.2, 851.4)

0.80
(0.77, 
0.83) ¶

16 to 26 year 
old m

en
249
(228)

681.7
(608.9, 763.4)

251
(226)

769.1
(683.5, 865.3)

0.89
(0.76, 
1.04) ¶

A
nti-H

PV 16

9 to 15 year old 
girls

300
(276)

6739.5
(6134.5, 
7404.1)

300
(270)

6887.4
(6220.8, 7625.5)

0.97
(0.85, 
1.11) ¶

16 to 26 year 
old w

om
en

6792
(4032)

3131.1
(3057.1, 
3206.9)

6795
(4062)

3156.6
(3082.3, 3232.7)

0.99
(0.96, 
1.03) ¶

16 to 26 year 
old m

en
249
(234)

3924.1
(3513.8, 
4382.3)

251
(237)

3787.9
(3378.4, 4247.0)

1.04
(0.89, 
1.21) ¶

A
nti-H

PV 18

9 to 15 year old 
girls

300
(276)

1956.6
(1737.3, 
2203.7)

300
(269)

1795.6
(1567.2, 2057.3)

1.08
(0.91, 
1.29) ¶

16 to 26 year 
old w

om
en

6792
(4539)

804.6
(782.7, 827.1)

6795
(4541)

678.7
(660.2, 697.7)

1.19
(1.14, 
1.23) ¶

16 to 26 year 
old m

en
249
(234)

884.3
(766.4, 
1020.4)

251
(236)

790.9
(683.0, 915.7)

1.12
(0.91, 
1.37) ¶

*The PPI population consisted of individuals w
ho received all three vaccinations w

ithin predefined day 
ranges, did not have m

ajor deviations from
 the study protocol, m

et predefined criteria for the interval 
betw

een the M
onth 6 and M

onth 7 visit, seronegative to the relevant HPV type(s) (types 6, 11, 16, and 18) 
prior to dose 1, and am

ong 16 to 26‑year‑old w
om

en, w
ere PCR negative to the relevant HPV type(s) prior 

to dose 1 through one m
onth postdose 3 (M

onth 7).
§m

M
U=m

illi-M
erck units.

¶p-value <0.001.
#Dem

onstration of non-inferiority required that the low
er bound of the 95%

 CI of the GM
T ratio be 

greater than 0.67.
CI=Confidence Interval.
GM

T=Geom
etric M

ean Titres.
cLIA= Com

petitive Lum
inex Im

m
unoassay.

N
= N

um
ber of individuals random

ised to the respective vaccination group w
ho received at least one 

injection.
n= N

um
ber of individuals contributing to the analysis.

Studies supporting the efficacy of G
ardasil 9 against H

PV types 31, 33, 45, 52, and 58
The efficacy of Gardasil 9 in w

om
en aged 16 to 26 years w

as assessed in an active com
parator-controlled, 

double-blind, random
ised clinical study (Protocol 001) that included a total of 14,204 w

om
en 

(Gardasil 9 = 7,099; qHPV vaccine = 7,105). Subjects w
ere follow

ed up to 67 m
onths postdose 3 w

ith 
a m

edian duration of 43 m
onths postdose 3.

Gardasil 9 w
as efficacious in preventing HPV 31-, 33-, 45-, 52-, and 58-related persistent infection and 

disease (Table 4). Gardasil 9 also reduced the incidence of HPV 31-, 33-, 45-, 52-, and 58-related Pap test 
abnorm

alities, cervical and external genital procedures (i.e., biopsies), and cervical definitive therapy 
procedures (Table 4).

Table 4: Analysis of efficacy of Gardasil 9 against HPV types 31, 33, 45, 52, and 58 in the PPE
‡ 

population of 16 to 26 year old w
om

en

D
isease Endpoint

G
ardasil 9 

N
=7099

qHPV Vaccine 
N

=7105
%

Efficacy**
(95%

 CI)
n

Num
ber 

of cases*
n

Num
ber 

of cases*

H
PV 31-, 33-, 45-, 52-, 58-related CIN

 2/3, A
IS, 

Cervical Cancer, VIN
 2/3, VaIN

 2/3, Vulvar 
Cancer, and Vaginal Cancer α

6016
1

6017
38

97.4
(85.0, 99.9)

H
PV 31-, 33-, 45-, 52-, 58-related CIN

 2/3 or A
IS

α

H
PV 31-, 33-, 45-, 52-, 58-related CIN

2

H
PV 31-, 33-, 45-, 52-, 58-related CIN

3

5949

5949

5949

110

5943

5943

5943

35327

97.1
(83.5, 99.9)

96.9
(81.5, 99.8)

100
(39.4, 100)

H
PV 31-, 33-, 45-, 52-, 58-related VIN

 2/3, 
VaIN

 2/3
6009

0
6012

3
100.0

(-71.5, 100.0)

H
PV 31-, 33-, 45-, 52-, 58-related Persistent 

Infection ≥6 M
onths

§
5941

41
5955

946
96.0

(94.6, 97.1)

H
PV 31-, 33-, 45-, 52-, 58-related Persistent 

Infection ≥12 M
onths

¶
5941

23
5955

657
96.7

(95.1, 97.9)

H
PV 31-, 33-, 45-, 52-, 58-related A

SC-U
S 

H
R-H

PV Positive or W
orse Pap

# A
bnorm

ality
5883

37
5882

506
92.9

(90.2, 95.1)

H
PV 31-, 33-, 45-, 52-, 58-related cervical 

definitive therapy procedures
†

6013
4

6014
41

90.2
(75.0, 96.8)

‡The PPE population consisted of individuals w
ho received all 3 vaccinations w

ithin one year of enrolm
ent, 

did not have m
ajor deviations from

 the study protocol, w
ere naïve (PCR negative and seronegative) to the 

relevant HPV type(s) (types 31, 33, 45, 52, and 58) prior to dose 1, and w
ho rem

ained PCR negative to the 
relevant HPV type(s) through one m

onth postdose 3 (M
onth 7).

N
=N

um
ber of individuals random

ised to the respective vaccination group w
ho received at least one 

injection
n=N

um
ber of individuals contributing to the analysis

§Persistent infection detected in sam
ples from

 tw
o or m

ore consecutive visits 6 m
onths (±1 m

onth visit 
w

indow
s) apart.

¶Persistent infection detected in sam
ples from

 three or m
ore consecutive visits 6 m

onths (±1 m
onth visit 

w
indow

s) apart.
#Papanicolaou test.
CI=Confidence Interval.
ASC-US=Atypical squam

ous cells of undeterm
ined significance.

HR=High Risk.
*N

um
ber of individuals w

ith at least one follow
-up visit after M

onth 7
**Subjects w

ere follow
ed for up to 67 m

onths postdose 3 (m
edian 43 m

onths postdose 3)
αN

o cases of cervical cancer, VIN
2/3, vulvar and vaginal cancer w

ere diagnosed in the PPE population
†Loop electrosurgical excision procedure (LEEP) or conisation
A

dditional efficacy evaluation of G
ardasil 9 against H

PV Types 6, 11, 16, 18, 31, 33, 45, 52, 
and 58
Since the efficacy of Gardasil 9 could not be evaluated against placebo, the follow

ing exploratory 
analyses w

ere conducted.
Efficacy evaluation of G

ardasil 9 against cervical high-grade diseases caused by H
PV 

Types 6, 11, 16, 18, 31, 33, 45, 52, and 58 in the PPE
The efficacy of Gardasil 9 against CIN

 2 and w
orse related to HPV Types 6, 11, 16, 18, 31, 33, 45, 52, 

and 58 com
pared to qHPV vaccine w

as 94.4 %
 (95 %

 CI 78.8, 99.0) w
ith 2/5,952 versus 36/5,947 cases. 

The efficacy of Gardasil 9 against CIN
 3 related to HPV Types 6, 11, 16, 18, 31, 33, 45, 52, and 58 com

pared 
to qHPV vaccine w

as 100 %
 (95 %

 CI 46.3, 100.0) w
ith 0/5,952 versus 8/5,947 cases.

Im
pact of G

ardasil 9 against cervical biopsy and definite therapy related to H
PV Types 6, 11, 

16, 18, 31, 33, 45, 52, and 58 in the PPE
The efficacy of Gardasil 9 against cervical biopsy related to HPV Types 6, 11, 16, 18, 31, 33, 45, 52, 
and 58 com

pared to qHPV vaccine w
as 95.9 %

 (95 %
 CI 92.7, 97.9) w

ith 11/6,016 versus 262/6,018 cases. 
The efficacy of Gardasil 9 against cervical definitive therapy (including loop electrosurgical excision 
procedure [LEEP] or conisation) related to HPV Types 6, 11, 16, 18, 31, 33, 45, 52, and 58 com

pared to 
qHPV vaccine w

as 90.7 %
 (95 %

 CI 76.3, 97.0) w
ith 4/6,016 versus 43/6,018 cases.

Long-term
 effectiveness studies

A subset of subjects is being follow
ed up for 10 to 14 years after Gardasil 9 vaccination for safety, 

im
m

unogenicity, and effectiveness against clinical diseases related to the HPV types in the vaccine.
In the long-term

 extensions of clinical studies Protocols 001 and 002, effectiveness w
as observed in the 

PPE population. The PPE population consisted of individuals:
-	

w
ho received all 3 vaccinations w

ithin 1 year of enrolm
ent, w

ithout m
ajor deviations from

 
the study protocol,

-	
w

ho w
ere seronegative to the relevant vaccine HPV type(s) prior to dose 1 and am

ong 
w

om
en aged 16 to 26 years, PCR negative to the relevant vaccine HPV type(s) prior to 

dose 1 through one m
onth postdose 3 (M

onth 7).
In 

Protocol 
001 

registry 
study, 

no 
cases 

of 
vaccine 

HPV 
types 

related 
high-grade 

CIN
 

w
ere observed through 9.5 years postdose 3 (m

edian follow
-up of 6.3 years) in w

om
en (n = 1,448) w

ho 
w

ere aged 16 to 26 years at tim
e of vaccination w

ith Gardasil 9.
In 

Protocol 
002 

extension 
study, 

no 
cases 

of 
high-grade 

intraepithelial 
neoplasia 

or 
genital 

w
arts w

ere observed through 11.0 years postdose 3 (m
edian follow

-up of 10.0 years) in girls (n = 872) and 
through 10.6 years postdose 3 (m

edian follow
 up of 9.9 years) in boys (n = 262) w

ho w
ere aged 9 to 15 years 

at tim
e of vaccination w

ith Gardasil 9. Incidence rates of vaccine HPV types related 6‑m
onth persistent 

infections in girls and boys observed during the study w
ere 52.4 and 54.6 per 10,000 person‑years, 

respectively, and w
ithin ranges of incidence rates expected in vaccinated cohorts of sim

ilar age (based 
on results from

 previous efficacy studies of Gardasil 9 and qHPV vaccine).
Im

m
unogenicity

The m
inim

um
 anti-HPV titre that confers protective efficacy has not been determ

ined.
Type-specific im

m
unoassays w

ith type-specific standards w
ere used to assess im

m
unogenicity to each 

vaccine HPV type. These assays m
easured antibodies against neutralising epitopes for each HPV type. 

The scales for these assays are unique to each HPV type; thus, com
parisons across types and to other 

assays are not appropriate.
Im

m
une response to G

ardasil 9 at M
onth 7

Im
m

unogenicity w
as m

easured by (1) the percentage of individuals w
ho w

ere seropositive for antibodies 
against the relevant vaccine HPV type, and (2) the Geom

etric M
ean Titre (GM

T).

Gardasil 9 induced robust anti-HPV 6, anti-HPV 11, anti-HPV 16, anti-HPV 18, anti-HPV 31, anti-HPV 33, 
anti-HPV 45, anti-HPV 52, and anti-HPV 58 responses m

easured at M
onth 7, in Protocols 001, 002, 004, 

005, 007, and GDS01C/Protocol 009. In clinical studies 99.2 %
 to 100 %

 w
ho received Gardasil 9 becam

e 
seropositive for antibodies against all 9 vaccine types by M

onth 7 across all groups tested. GM
Ts 

w
ere higher in girls and boys than in w

om
en aged 16 to 26 years, and higher in boys than in girls and 

w
om

en. As expected for w
om

en 27 to 45 years of age (Protocol 004), the observed GM
Ts w

ere low
er 

than those seen in w
om

en aged 16 to 26 years.
Anti-HPV responses at M

onth 7 am
ong girls/boys aged 9 to 15 years w

ere com
parable to anti‑HPV 

responses in w
om

en aged 16 to 26 years in the com
bined database of im

m
unogenicity studies for 

Gardasil 9.
On the basis of this im

m
unogenicity bridging, the efficacy of Gardasil 9 in girls and boys aged 9 to 15 years 

is inferred.
In Protocol 003, anti-HPV antibody GM

Ts at M
onth 7 am

ong boys and m
en (HM

) aged 16 to 26 years 
w

ere com
parable to anti-HPV antibody GM

Ts am
ong girls and w

om
en aged 16 to 26 years for vaccine 

HPV types. High im
m

unogenicity in M
SM

 aged 16 to 26 years w
as also observed, although low

er than in 
HM

, sim
ilarly to qHPV vaccine. In Protocol 020/GDS07C, anti-HPV antibody GM

Ts at M
onth 7 am

ong boys 
and m

en (HM
) aged 16 to 26 years w

ere com
parable to anti-HPV antibody GM

Ts am
ong boys and m

en 
(HM

) aged 16 to 26 years adm
inistered w

ith the qHPV vaccine for HPV 6, 11, 16 and 18. These results 
support the efficacy of Gardasil 9 in the m

ale population.
In Protocol 004, anti-HPV antibody GM

Ts at M
onth 7 am

ong w
om

en aged 27 to 45 years w
ere non‑inferior 

to anti-HPV antibody GM
Ts am

ong girls and w
om

en aged 16 to 26 years for HPV 16, 18, 31, 33, 45, 
52, and 58 w

ith GM
T ratios betw

een 0.66 and 0.73. In a post hoc analysis for HPV 6 and 11, the 
GM

T ratios w
ere 0.81 and 0.76 respectively. These results support the efficacy of Gardasil 9 in 

w
om

en aged 27 to 45 years.
Persistence of im

m
une response to G

ardasil 9 
In long-term

 follow
-up extension of clinical studies Protocols 001 and 002, persistence of antibody 

responses w
as observed:

•
	

for at least 5 years in w
om

en w
ho w

ere aged 16 to 26 years at tim
e of vaccination 

w
ith Gardasil 9, depending on HPV type, 78 to100 %

 of subjects w
ere seropositive; 

how
ever, efficacy w

as m
aintained in all subjects regardless of seropositivity status for 

any vaccine HPV type through the end of the study (up to 67 m
onths postdose 3, m

edian 
follow

-up duration of 43 m
onths postdose 3),

•
	

for at least 10 years in girls and boys w
ho w

ere aged 9 to 15 years at tim
e of vaccination 

w
ith Gardasil 9; depending on HPV type, 81 to 98 %

 of subjects w
ere seropositive.

Evidence of anam
nestic (Im

m
une M

em
ory) response

Evidence of an anam
nestic response w

as seen in vaccinated w
om

en w
ho w

ere seropositive to relevant 
HPV type(s) prior to vaccination. In addition, w

om
en (n = 150) w

ho received 3 doses of Gardasil 9 in 
Protocol 001 and a challenge dose 5 years later, exhibited a rapid and strong anam

nestic response that 
exceeded the anti-HPV GM

Ts observed 1 m
onth postdose 3.

A
dm

inistration of G
ardasil 9 to individuals previously vaccinated w

ith qH
PV vaccine

Protocol 006 evaluated the im
m

unogenicity of Gardasil 9 in 921 girls and w
om

en (aged 12 to 26 years) 
w

ho had previously been vaccinated w
ith qHPV vaccine. For subjects receiving Gardasil 9 after 

receiving 3 doses of qHPV vaccine, there w
as an interval of at least 12 m

onths betw
een com

pletion of 
vaccination w

ith qHPV vaccine and the start of vaccination w
ith Gardasil 9 w

ith a 3‑dose regim
en (the 

tim
e interval ranged from

 approxim
ately 12 to 36 m

onths).
Seropositivity to vaccine HPV types in the per protocol population ranged from

 98.3 to 100 %
 by 

M
onth 7 in individuals w

ho received Gardasil 9. The GM
Ts to HPV types 6, 11, 16, and 18 w

ere higher 
than in the population w

ho had not previously received qHPV vaccine in other studies w
hereas the GM

Ts 
to HPV types 31, 33, 45, 52 and 58 w

ere low
er. The clinical significance of this observation is not know

n.
Im

m
unogenicity in H

IV infected subjects
N

o clinical study of Gardasil 9 w
as conducted in HIV-infected individuals.

A study docum
enting safety and im

m
unogenicity of qHPV vaccine has been perform

ed in 126 HIV infected 
subjects aged 7 to12 years w

ith baseline CD4 %
 ≥15 and at least 3 m

onths of highly active antiretroviral 
therapy (HAART) for subjects w

ith a CD4 %
 <25 (of w

hich 96 received qHPV vaccine). Seroconversion 
to all four antigens occurred in m

ore than 96 %
 of the subjects. The GM

Ts w
ere som

ew
hat low

er than 
reported in non‑HIV infected subjects of the sam

e age in other studies. The clinical relevance of the 
low

er response is unknow
n. The safety profile w

as sim
ilar to non-HIV infected subjects in other studies. 

The CD4 %
 or plasm

a HIV RN
A w

as not affected by vaccination.
Im

m
une responses to G

ardasil 9 using a 2-dose schedule in individuals 9 through 14 years 
of age
Protocol 010 m

easured HPV antibody responses to the 9 HPV types after Gardasil 9 vaccination in the 
follow

ing cohorts: girls and boys aged 9 to 14 years receiving 2 doses at a 6 m
onth or 12‑m

onth interval 
(+/- 1 m

onth); girls aged 9 to 14 years receiving 3 doses (at 0, 2, 6 m
onths); and w

om
en aged 16 to 26 years 

receiving 3 doses (at 0, 2, 6 m
onths).

One m
onth follow

ing the last dose of the assigned regim
en, betw

een 97.9 %
 and 100 %

 of subjects 
across all groups becam

e seropositive for antibodies against the 9 vaccine HPV types. GM
Ts w

ere higher 
in girls and boys w

ho received 2 doses of Gardasil 9 (at either 0, 6 m
onths or 0, 12 m

onths) than in girls 
and w

om
en 16 to 26 years of age w

ho received 3 doses of Gardasil 9 (at 0, 2, 6 m
onths) for each of 

the 9 vaccine HPV types. On the basis of this im
m

unogenicity bridging, the efficacy of a 2‑dose regim
en 

of Gardasil 9 in girls and boys aged 9 to 14 years is inferred.
In the sam

e study, in girls and boys aged 9 to 14 years, GM
Ts at one m

onth after the last vaccine dose 
w

ere num
erically low

er for som
e vaccine types after a 2‑dose schedule than after a 3‑dose schedule (i.e., 

HPV types 18, 31, 45, and 52 after 0, 6 m
onths and HPV type 45 after 0, 12 m

onths). The clinical relevance 
of these findings is unknow

n.
In girls and boys receiving 2 doses at 6- or 12 m

onth interval (+/- 1 m
onth), persistence of antibody 

response w
as dem

onstrated through M
onth 36; depending on HPV type, 81 %

 to 99 %
 of girls and boys 

receiving 2 doses at 6-m
onth interval and 88 %

 to 100 %
 of girls and boys receiving 2 doses at 12-m

onth 
interval w

ere seropositive. At M
onth 36, the GM

Ts in girls and boys aged 9 to 14 years receiving 2 doses 
at a 6-m

onth interval (+/- 1 m
onth) rem

ained non-inferior to GM
Ts in w

om
en aged 16 to 26 years 

receiving 3 doses of Gardasil 9.
In a clinical trial, persistence of antibody response has been dem

onstrated for at least 10 years in girls 
aged 9 to13 years w

ho received 2 doses of qHPV vaccine.
Duration of protection of a 2‑dose schedule of Gardasil 9 has not been established.
Pregnancy
Specific studies of Gardasil 9 in pregnant w

om
en w

ere not conducted. The qHPV vaccine w
as used as an 

active control during the clinical developm
ent program

 for Gardasil 9.
During the clinical developm

ent of Gardasil 9; 2,586 w
om

en (1,347 in the Gardasil 9 group vs. 1,239 in 
the qHPV vaccine group) reported at least one pregnancy. The types of anom

alies or proportion 
of pregnancies w

ith an adverse outcom
e in individuals w

ho received Gardasil 9 or qHPV vaccine 
w

ere com
parable and consistent w

ith the general population (see section 4.6).
Prevention of juvenile-onset recurrent respiratory papillom

atosis (JoRRP) by vaccination of 
girls and w

om
en of childbearing potential

JoRRP is caused by upper airw
ay infection prim

arily w
ith HPV types 6 and 11, acquired vertically 

(m
other-to-child) during childbirth. Observational studies in the US and Australia have show

n that the 
introduction of qHPV vaccine since 2006 has led to declines in the incidence of JoRRP at population level.
5.2	

Pharm
acokinetic properties

N
ot applicable.

5.3	
Preclinical safety data

A repeat dose toxicity study in rats, w
hich included an evaluation of single-dose toxicity and local 

tolerance, revealed no special hazards to hum
ans.

Gardasil 9 adm
inistered to fem

ale rats had no effects on m
ating perform

ance, fertility, or em
bryonic/foetal 

developm
ent.

Gardasil 9 adm
inistered to fem

ale rats had no effects on developm
ent, behaviour, reproductive 

perform
ance or fertility of the offspring. Antibodies against all 9 HPV types w

ere transferred to the 
offspring during gestation and lactation.
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6.1	

List of excipients
Sodium

 chloride
L-histidine
Polysorbate 80
Sodium

 borate
W

ater for injections
For adjuvant, see section 2.
6.2	

Incom
patibilities

In the absence of com
patibility studies, this m

edicinal product m
ust not be m

ixed w
ith other m

edicinal 
products.
6.3	

Shelf life
3 years.
6.4	

Special precautions for storage
Store in a refrigerator (2 °C – 8 °C).
Do not freeze. Keep the vial in the outer carton in order to protect from

 light.
Gardasil 9 should be adm

inistered as soon as possible after being rem
oved from

 the refrigerator.
Stability data indicate that the vaccine com

ponents are stable for 96 hours w
hen stored at tem

peratures 
from

 8 °C to 40 °C or for 72 hours w
hen stored at tem

peratures from
 0 °C to 2 °C. At the end of this 

period Gardasil 9 should be used or discarded. These data are intended to guide healthcare professionals 
in case of tem

porary tem
perature excursion only.

6.5	
Presentation

Vials
Gardasil 9 is supplied as a carton of ten 0.5-m

L single-dose vials.
Figure 1: The Vaccine Vial M

onitor

The Vaccine Vial M
onitors (VVM

s) are incorporated into the vial label of Gardasil 9 m
anufactured by 

M
erck Sharp &

 Dohm
e LLC. The color dot w

hich appears on the label of the vial is a VVM
. This is 

a tim
e-tem

perature sensitive dot that provides an indication of the cum
ulative heat to w

hich the vial 
has been exposed. It w

arns the end user w
hen exposure to heat is likely to have degraded the vaccine 

beyond an acceptable level.
The interpretation of the VVM

 is sim
ple. Focus on the central square. Its color w

ill change progressively. 
As long as the color of this square is lighter than the color of the ring, then the vaccine can be used. As 
soon as the color of the central square is the sam

e color as the ring or of a darker color than the ring, 
then the vial should be discarded.
6.6	

Special precautions for disposal and other handling
Single-dose vial.
•

	
Gardasil 9 m

ay appear as a clear liquid w
ith a w

hite precipitate prior to agitation.
•

	
Shake w

ell before use to m
ake a suspension. After thorough agitation, it is a w

hite, cloudy liquid.
•

	
Inspect the suspension visually for particulate m

atter and discolouration prior to adm
inistration. 

Discard the vaccine if particulates are present and/or if it appears discoloured.
•

	
W

ithdraw
 the 0.5 m

l dose of vaccine from
 the single-dose vial using a sterile needle and syringe.

•
	

Inject im
m

ediately using the intram
uscular (IM

) route, preferably in the deltoid area of the upper 
arm

 or in the higher anterolateral area of the thigh.
•

	
The vaccine should be used as supplied. The full recom

m
ended dose of the vaccine should be used.

Any unused vaccine or w
aste m

aterial should be disposed of in accordance w
ith local requirem

ents.
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