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1. Macrophagic myofasciitis (MMF): A specific lesion in deltoid muscle

Macrophagic myofasciitis: an emerging entity C Muaerophagic myvofasciitis lesions assess Tong-term
persistence of vaccine-derived aluminium
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FJ10 Macrophagic myofasciitis is an emerging condition characterized by specific lesions at muscle biopsy made of focal macrophagic infiltrates
Authier, 2007/06/25



2. MMF-associated Clinical Syndrome

Up to 17 alum shots (mean 5.2) in past 10yrs

Delayed clinical onset (mean 12mo) from last shot

Delayed muscle biopsy (mean 66 mo) from last shot

Myalgia (88%) + Chronic fatigue (87%) + Cognitive impairment (96%)

+ overt autoimmune disease (20%) : Multiple sclerosis (9%), DM, thyroiditis...)

1. Significant association between myalgias and MMF: Gherardi et al, Brain 2001

2. Significant association between fatigue and MMF
- case-control study: AFSSAPS, 2003
- Total and Cognitive Fatigue scores (Impact Fatigue Scale) higher in MMF

3. Most MMF patients fulfill criterias for Chronic Fatigue Syndrome
- Authier et al, Arthritis Rheum 2003
- fatigue 93%, myalgias 87%, arthralgias 55%
- CFS criteria (CDC/Oxford) 53%



3. MMF after anti-HPV immunization

8 girls referred to Henri Mondor hospital

- Age: at onset 15-18 yrs
at evaluation : 16-23 yrs

Vaccines:

GARDASIL 8/8
REVAXIS (DTP) 3/8
HBV 2/8

Macrophagic myofasciitis 27

- Deltoid muscle biopsy (7/8): normal: 5/7
Patient #6 RIDPS *-J.
it pognitia

HEY  Spsomy Gaetdani

4L

Experimental MMF lesion induced by
i.m. injection of Gardasil

- C57.BL6 mouse

-120 pl Gardasil i.m. in Tibialis anterior
- Sampling at D+28




4. MMF is associated with Cognitive Dysfunction (MCI)

Associative
posterior
cortex

Itti & Authier

(in préparation)

- quasi-constant (95%)
- stereotyped, dysexecutive type
- reported in workers exposed to inhaled Al

\

Inhibition

Verbal score

Flexibility Attention

Working
Memory

Planification Visual
’ Memory
Perceptual Verbal memory
Organisation
Joint dis. :
MMF: (normalized values)

Couette et al. J. Inorg. Biochem. 2009
Passeri et al. J. Inorg. Biochem. 2011
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FJ3 Comparison of profiles showed a significant difference in working memory and visual memory
Authier, 2007/06/25



5. IM injection of alum-vaccine is followed by entry of Aluminum in brain
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6. Neuromigration of alum particles is an active process

- Alum particles can be transported by monocyte-lineage cells to lymph
nodes, blood and spleen, and, similarly to HIV, may use MCP1/CCL2-

dependent mechanisms to penetrate the brain.

- This occurs at a very low rate in normal conditions explaining good

overall tolerance of alum despite its strong neurotoxic potential.

- However, continuously escalating doses of the poorly biodegradable
alum adjuvant in the population may become insidiously unsafe,
especially in case of overimmunization

- or immature/altered blood brain barrier

- or high constitutive CCL-2 production.

Khan et al. BMC Med 2013, 11, 99 (18 pages)
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Aluminium adjuvanted vaccines:
the position of the French Advisory
Committee on Immunisation Practices

Pr Jean Beytout
University hospital of Clermont-Ferrand (France)

Member of the French Committee on Immunisation
Practices. High Council of Public Health.



Aluminium adjuvanted vaccines
Long duration collective experience

e Aluminium salts have been added to vaccine
antigens since 1926 . These vaccines have been
used all over the world for more than eighty
yvears and milliard of doses were inoculated.

e Tolerance is fair. Adverse effects are scarce :
mainly local reaction (pain, inflammatory

reaction), seldom general (fever); these reactions
happen early.

* No country or official body calls into question
the validity of this addition or the safety of
vaccines containing aluminium salts.



Macrophagic Myofasciitis (MMF)

e MMEF is defined by microscopic lesions found in muscles
biopsies : infiltration of muscle tissue by PAS-positive
macrophages.

* |n patients suffering from musculoskeletal symptomes,
Ghirardi, Authier and Cherin at the French Reference Center
for Neuromuscular Diseases (GERMAAD), observed MMF in
biopsy obtained from deltoid muscle. Macrophages
contained aluminium particles provided by inoculated
vaccines.

e Since 1998, this team gathered more than 1000
observations of MMF. Biopsies were done 65 months in
average between the inoculation of an adjuvanted vaccine
in the deltoid.




Table 1 - summary of reported chncal symploms [12]

aymptoms Percentage
of patients
Myalaias BE-31
Arthralgias o568
Marked asthenia 20
Muscle weakness 45
FEVET -3
Elevated CK leveis 2850
Increased ESR 37
Myopathic EMG 35
Demyelinaling CNS disorder 9
Muttiple s¢clerosis diagnosis 33
Chraonic fatigue S-92
Hashmote's thyroiditis 2.
Cither autoimmune-related diseaszes (RA, Sjogren) 6.7



Latest aluminium vaccine received before diagnosis.




Macrophagic myofasciitis controversy

 An epidemiological study was set by the French Ministry
of Health (2002 — 3):

— MMF is an indisputable histological entity whose association
with aluminium used as an adjuvant in vaccines is recognized.

— But case-control study demonstrated there was no specific
clinical entity could be demonstrated to be related with the
use of aluminium adjuvanted vaccine.

e |n 2004, the Global Advisory Committee on Vaccine Safety
(WHO) reviewed the data of the case—control study
performed in France and also concluded that “ the
persistence of aluminium-containing macrophages at the
site of a previous vaccination is not associated with
specific clinical symptoms or disease “.

Global Advisory Committee on Vaccine Safety. - Weekly Epidemiological Record .

1999; 41: 337-40. - WER. 2002; 77: 389-404. - WER. 2004; 79 :3 - 20.



MMF suggested pathogenesis

Several successive hypothesis were challenged :
e 15t(1998): diffuse muscle disease,

e 27 (1999): autoimmune process related with
aluminium,

e 34 (2001): Chronic fatigue syndrome,

4t (2009) : Direct cerebral toxicity due to aluminium
nanoparticles,

e 5t (2011) : ASIA syndrome (autoimmune?),

e 61 (2013) : cerebral toxicity due to aluminium
loaded monocytes



Chronic Fatigue Syndrom (CFS)

1. Unexplained, persistent fatigue present for > 6 months
that is not substantially relieved by rest, is of new onset
(not lifelong) and results in a significant reduction in
previous levels of activity.

2. Four or more of the following symptoms are present for
Six months or more:

Impaired memory or concentration,

Postexertional malaise (extreme, prolonged exhaustion and
sickness following physical or mental activity),

Unrefreshing sleep,

Muscle pain,

Multijoint pain without swelling or redness,
Headaches of a new type or severity,

Sore throat that's frequent or recurring,
Tender cervical or axillary lymph nodes.

_



From MIMF to CFS

The GERMMAD worked to demonstrate that MMF was associated
with neuropsychogical problems linked to cerebral lesion.

Experimental studies were done:

* |n mice, 1 year after IM injection of aluminium containing
vaccine, Al deposits are detected in brain. Injected labelled
materials can be followed up to brain, suggesting that
macrophages loaded with nanoparticles are able to migrate and
to access to cerebral area especially grey matter.

e |n altered blood-brain barrier mice (BBB), they demonstrated a
progressive diffusion into the cerebral grey matter suggesting
an active process via macrophages containing nanoparticles
that cross the blood-brain barrier : “Trojan horse” mechanism.

 |n CCL2 deficient mice, substitution modulates the cerebral
intake of aluminium labelled particles captured by monocytes.



Pointed out uncertainties

Cerebral impairment does not explain all the
symptoms which the MMF patients suffered.

Al-Rho particles are not representative of the aluminium
used as a vaccine adjuvant.

the experiment conducted in mice whose BBB integrity
is deficient shows that increased permeability can
amplify the phenomenon but does not prove that BBB is
involved in the translocation.

In the MCP-1 deficient mice loss experiment, it is not
possible to ascertain whether the loss of function is
linked to the primary recruitment of macrophages in the
injected muscle and/or their translocation towards the
brain and other organs.

the presence of aluminium inclusions in the CNS does
not signify the automatic existence of a “neurotoxicity”.

10



The Haut Conseil de la santé publique

 “Deems that the scientific data available today do not
allow the safety of vaccines containing aluminium to
be called into question with regard to their
risk/benefit balance,

* Recommends the continuation of vaccinations
according to the vaccine schedule in force,

 Warns of the consequences, in terms of the
reappearance of infectious diseases, that could result
from a decrease in vaccine coverage due to
aluminium-containing vaccines being called into
question without any scientific justification,

* Encourages the pursuit of research that aims to
evaluate the safety of adjuvants that are available
and in development”.



HPV L1 Gene DNA in Gardasil and its
potential effects
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Director, Milford Medical Laboratory, Inc.
Milford, Connecticut, 06460
USA
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Table 1 — Gardasil® lot numbers, countries of origin and HPV L1 gene DNA found
J Inorg Biochem 2012; 117:85-92. [HPV-16 found in different non-B conformation]

prefilled syringe

Lot# Country/Source Genotype

14372 USA, Connecticut HPV-11

vial HPV-18
15112 USA, New York HPV-18
prefilled syringe
0553AA USA, New Jersey HPV-11
vial HPV-18
NL35360 France HPV-11
prefilled syringe HPV-18
NP23400 Spain, Valencia HPV-11
prefilled syringe HPV-18
NN33070 Spain, Valencia HPV-11
prefilled syringe HPV-18
NM25110 Australia, Sydney HPV-11
prefilled syringe HPV-18
NL01490 prefilled New Zealand, Tauranga HPV-18
syringe
NK16180 New Zealand, Northland HPV-18
prefilled syringe
NK00140 New Zealand, Tauranga HPV-11
prefilled syringe HPV-18
NM08120 New Zealand, HPV-11
prefilled syringe Christchurch HPV-18
NL13560 New Zealand, Wellington HPV-11
prefilled syringe HPV-18
NL39620 Poland HPV-11
prefilled syringe
NN28160 Russia HPV-11
vial HPV-18
NL49190 Bulgaria HPV-11
prefilled syringe HPV-18
NM29390 India HPV-18
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HPV-16 L1 gene DNA in non-B conformation found in postmortem
blood and spleen of an 18 years old female who died in sleep 6
months after Gardasil vaccination in New Zealand



Five Gardasil vaccine samples from New Zealand physicians
-all tested positive for HPV L1 gene DNA

Lot # Country/Source Results

NLO1480 | New Zealand, HPV-18
Tauranga HPV-16
NK16180 | New Zealand, HPV-18
Northland HPV-18
NK0D140 New Zealand, HPW-11
Taurangs HFV-18
HPV-18
NM08120 New Zealand, HPWV-11
Christchureh HPV-18
HPV-18
MNL13560 New Zealand, HPV-11
Wellington HPV-18

HPV-18
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A 16-Year-Old Girl With Bilateral Visual TR Lot
Loss and Left Hemiparesis Following an S
Immunization Against Human Papilloma

Virus

Fruncis |. DiMurin, Jr, MD, Mirma Hajjar, MD, and Thoamas Chesieldi, MD
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ygnetic resonance imaging on admission.

. Fluid-attenuated inversion recovery sequences show right occipito-
etal and chiasmal increased signal.

dle: Axial T1 with contrast shows ring enhancement of the right
pito-parietal lesion.

tom: T1 with contrast; on the left a sagittal view shows chiasmal
ancement, on the center and right coronal views show right
rispheric and chiasmal enhancement respectively




e Biopsy of the hemispheric mass was performed and histology revealed demyelination.

Photomicrograph at low power demonstrating demyelination on
left half of field with a vessel cuffed with lymphocytes. Right hand
side of the field shows white matter with intact myelin (stained
blue) but infiltrated with macrophages.

Stained with Holmes Luxol fast blue, 200 magnification.

Photomicrograph at high power demonstrating a vessel cuffed
with lymphocytes within a field of demyelination and infiltrated

with macrophages.
Stained with immunoperoxidase PGM1 for macrophages

(brown), 400 magnification.



Three months after the onset, the patient still had not regained any visual function, her weakness
and sensory deficit recovered completely however.

A repeat MRI of the brain revealed resolution of the hemispheric and chiasmal lesions.

Magnetic resonance
imaging 3 months after
initial admission.

Fluid-attenuated inversion
recovery sequence with lessening
of the high signal intensity
compared with admission scans




At 18 months after the onset of her symptoms, her examination remained stable with no further neurological

complaints, persistent profound visual impairment, inconsistently identifying light and movement from the left
eye only.
An MRI of the brain was performed and was unchanged compared with the previous one done at 6 months.

agnetic resonance
1aging 18 months after
Imission.

\IR: near total resolution of the
h signal intensity in the right
Mispheric lesion
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Overview

Dr Lee claims to have tested vials of Gardasil vaccine
for the presence of vaccine derived HPV L1 gene DNA
sequences and to have detected it.

Dr Lee claims to have tested post mortem samples
from a single person for the presence of HPV DNA. He
claims they are positive for HPV DNA bound to the

vaccine adjuvant

Dr Lee supports that the HPV vaccine may have caused
death due to a complex of vaccine constituents

The Immunisation Advisory Centre at The University of
Auckland strongly question both his methods,
interpretation and conclusions




Testing of Gardasil samples - concerns

 The vaccine is be expected to contain traces of vaccine
type HPV L1 gene DNA — consistent with manufacturing
process.

e However:

1. The tests used have never been validated — methods are
not transparent

2. DNA contamination can be tested by most laboratories —
not ‘cutting edge’

3. PCR extremely sensitive, nested PCR much more so. High
risk of amplifying other DNA sequences

4. Use of degenerate primers increases sensitivity but also
increases risk of amplifying other DNA sequences
(decreases specificity) wildcard. Given that the genetic
code of the vaccine L1 gene is known this is a strange
thing to do.



Testing of post mortem samples -
concerns

There are no controls used (unvaccinated). This is a vital part of
the scientific process

Inclusion of degenerate primers again

— Over sensitive, increased risk of amplifying other irrelevant DNA (junk)
+ reduced specificity for vaccine type HPV L1 gene

Why did Lee not include primers for the plasmid and promoter
sequences which would provide more robust evidence for the
presence of vaccine HPV DNA.

Has not proven that the DNA is of vaccine origin (no plasmid, no
yeast)

The amount of residual DNA in the vaccine is miniscule

— How can such a small amount of DNA detected dispersed through out
body tissues?

It is not biologically possible for the HPV DNA to integrate into the
host genome (does not have the necessary sequences)



Extraordinary hypotheses

Dr Lee supports hypotheses whereby HPV DNA has bound
irreversibly to aluminium adjuvant (theory), been taken up by
macrophage (theory) and caused an inflammatory response
(theory) leading to death (theory).

He contends that these complexes can be detected in post mortem
tissue samples and that they were carried there by the macrophage

He has little if any evidence for this hypothesis, which, if it were
true, needs to be tested using rigorous scientific methods.

1. Convincing proof of binding of vaccine DNA to the adjuvant

2. Convincing proof of carriage by macrophage

3. Convincing proof of deposition in tissues (especially brain)

4. Convincing proof of inflammatory immune cascade including TNF

No one else has replicated the findings

The findings are not supported by existing extensive research on
the immunology or epidemiology of HPV vaccine safety.



Immune response following
vaccination with protein-based vaccine

e After injection immune cells such as macrophage take
up vaccine (adjuvant and antigen) at injection site

 The cells become activated and migrate via the lymph
to local lymph node (not spleen)

e Half life of a macrophage ~6 days

 These facts do not support the potential for presence
of adjuvant/HPV DNA in either blood or spleen

e |n addition, the immune activation on uptake of HPV
vaccine does not include an increase in inflammatory
factors (incl TNF) even in vaccinees with large injection
site reactions at time of local inflammation.




The NZ case

* This type of death is often caused by
underlying cardiac abnormalities.

— Testing was refused by the family

e There was no evidence of inflammation in the
autopsy results for the NZ case

— including either the brain or the heart



Key question and answer

 Does Gardasil trigger death?
— No
— Large epidemiological studies and routine surveillance
systems conducted globally directly investigating this

find no difference between vaccinated and
unvaccinated population (refs provided)

— If it did then we would see a higher rate of cases in
vaccinated people, and this has not been observed.

— Data for over 100 million doses to date



Extraordinary claims require extraordinary
evidence

Carl Sagan 1934-1996



Selected references on safety of Quadrivalent Human
Papillomavirus Vaccine

Food and Drug Administration. Clinical Review of Biologics License Application for Human Papillomavirus 6, 11,
16, 18 L1 Virus Like Particle Vaccine (S. cerevisiae) (STN 125126 GARDASIL), manufactured by Merck, In: Vaccines
Clinical Trial Branch, Centre for Biologics Evaluation and Research, editor.: Food and Drug Administration.; 2006.

Garland SM, Hernandez-Avila M, Wheeler CM, Perez G, Harper DM, Leodolter S, et al. Quadrivalent vaccine
against human papillomavirus to prevent anogenital diseases.[see comment]. N Engl J Med. 2007;356(19):1928-
43.

Villa LL, Costa RL, Petta CA, Andrade RP, Ault KA, Giuliano AR, et al. Prophylactic quadrivalent human
papillomavirus (types 6, 11, 16, and 18) L1 virus-like particle vaccine in young women: a randomised double-blind
placebo-controlled multicentre phase Il efficacy trial. Lancet Oncology. 2005;6(5):271-8.

Future Il Study Group. Prophylactic efficacy of a quadrivalent human papillomavirus (HPV) vaccine in women with
virological evidence of HPV infection.[see comment]. J Infect Dis. 2007;196(10):1438-46.

Arnheim-Dahlstrom L, Pasternak B, Svanstrom H, Sparén P, Hviid A. Autoimmune, neurological, and venous
thromboembolic adverse events after immunisation of adolescent girls with quadrivalent human papillomavirus
vaccine in Denmark and Sweden: Cohort study. BMJ. 2013;347(f5906).

Callréus T, Svanstrom H, Nielsen NM, Poulsen S, Valentiner-Branth P, Hviid A. Human papillomavirus immunisation
of adolescent girls and anticipated reporting of immune-mediated adverse events. Vaccine. 2009;27(22):2954-8.

Chao C, Klein NP, Velicer CM, Sy LS, Slezak JM, Takhar H, et al. Surveillance of autoimmune conditions following
routine use of quadrivalent human papillomavirus vaccine. J Intern Med. 2012;271(2):193-203.

Klein NP, Hansen J, Chao C, et al. Safety of quadrivalent human papillomavirus vaccine administered routinely to
females. Arch Pediatr Adolesc Med. 2012;166(12):1140-8.

Siegrist C-A, Lewis EM, Eskola J, Evans SJW, Black SB. Human papilloma virus immunization in adolescent and
young adults: A cohort study to illustrate what events might be mistaken for adverse reactions. Pediatr Infect Dis J.
2007;26(11):979-84.

Siegrist C-A. Autoimmune diseases after adolescent or adult immunization: What should we expect? CMAJ.
2007;177(11):1352-4.

Slade BA, Leidel L, Vellozzi C, Woo EJ, Hua W, Sutherland A, et al. Postlicensure Safety Surveillance for Quadrivalent
Human Papillomavirus Recombinant Vaccine. JAMA. 2009;302(7):750-7.



Analysis of Adverse Events induced by Human
Papillomavirus Vaccines
Harumi Sakai, M.D
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Serious Adverse Events™ * New Onset of Chronic Diseases
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New Onset of Autoimmune Diseases
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No.1

No.2

No.3

No.4

No.5

No.6

No.7
No.8
No.9

Age
107% i teenage

107% i teenage
107% i teenage
107% i teenage
107% i teenage

107% i teenage

107% i teenage
107% i teenage
107% i teenage

HB—NYyHOREBEEEREH P1
(RFEND2013FE3AFTTHOEREFIZOLVT. BEEFHEEREKR SFt1,708

RERDHHEMEZNITHSER

Sex
Female

Female

Female

Female

Female

Female

Female
Female
Female

Ocular symptoms

£ BR, Visual loss

£ BR, Visual loss
£ BR, Visual loss
£ BR, Visual loss

£ BR, Visual loss

£ BR. Visual loss

£ BA. Visual loss
£ BA. Visual loss

£ BR, Visual loss

General Symptoms
i ffif% 1k Cardiopulmonary
arrest #x4 % HXYE Enchephalo-
pathy after resuscitation
B33 JH % Loss of consciousness

BB K Loss of consciousness
BB 5K Loss of consciousness
B B 5K Loss of consciousness

B33 JH % Loss of consciousness
FEEHELL. Dizziness
FEHMHEL. Dizziness
FEHMHEL. Dizziness



PSR
o b
(Age)

No.10 16/%

FEIE

Cervarix 3
doses

2EH1A%

1month
after

2nd
vaccination

AR HEEAEIR  Central

Nervous Diseases

B35 5 disturbed
consciousness

HFELD Vertig

L0 BRI 2 Dyspnea

1B EfEZE Motor Neuron

Diseases

SH1THEEE Gait disturbance

it T E £ Difficulty of
swallowing

[Z(FLL EESE Severe
Headache

SIS Chroni Fatigue

H MO JEH Pain of Ear
4B Visual loss

BDOEMNELY Pain of
eyeball

A7 - BE B JiE Ik Preripheral
Nerve Symptoms
Muscular = Articular
Symtoms

£ B MREEBRER
¥ Generalized Severe
Pain Syndrome

FREDOLU N Numbness

of exotrenities

i 7 Loss of muscle
power



No.11 14i%

Cervarix 3
doses

3E B4R

4 monh after
3rd

vaccinatin

=8 KFE{E Grand mal

S\ DE Vertigo

18 FfEZE Motor Neuron
Diseases

$H 1T E Gait Disturbance

BEJE. BEEAN —vET D

Headache

4= BH Visual loss

HREKJ&E Pain of eyeball
B ORIMNFHTFH glitter

flicker

£ BT S BIRiEE
#£ Generalized Severe
Pain Syndrome

#5198 Muscle Power

BE & Arthralgia



No.12 12-135%
m

next
onth
after 2"
vacccinat
ion

Cervarix 3 doses

EITRREPESE Disturbed

sensation of balance £ B EE M BRER
£ Generalized Severe
Pain Syndrome

18 FfEZE Motor Neuron
Diseases

SH{THEREE Gait disturbance FARIDZHIXY

LB NIET Loss of f7 711K Decreased

memory muscle power

SAJE. {RE8J® Headache,

ey .
Migrain BE & JE Arthralgia

42 BH Visual loss



No.13

17 7% 2[81 B (24/1/20)
ABRtE XY Gardasil 2 doses

B IE L disturbed consciousness
BERELLY  Loss of sensation of Foot
8548 Fell down

=% Convulsion

A ZBDLU TN Numbness of exotrenities
S5 DF loss of balance

H1THEE Gait disturbance

7 711EF Decreased muscle power
ECTEMEE memory loss

&Mt Vomiting

2% BH Visual loss



)

DOF o LREFTTOMRERE

(HEEERRICHE
Z(THMESNTES 1415 D55 MERABHLHEH D E

m 1@ H
m2[[H

3EHE

12

10

| HTT
i got
H6
L Ew
- EN
- E@
- mm

Ht

wHE
He
FwHC
He
BHo¢

 He6t
B8t
B

H9t
=114

BT
BET
B
B=)z
- BoT
ER
=L
=
B9t
BST
=g:

HET
HT
[=hA
HOT
H6
Hs8
HL.
H9
HS
gv
He
H¢
HT
HO



S5 B International J Gynecological Cancer 20(5), 2010

7‘/‘1/§>I~ BEELGE ¥H-LGEME -2 BERMNICEELR
FER BORE RE&ER fiE K
D FAE
AS04 (MPL, 7ILS  3.5% 1.0% SELGL 17.5%
JyHOR =iy FN (18/519) (5/519) (91/519)
- ] HETEY
I R
PR BUN) 46
R BT iR o # 14 30%
5 11%
0 0%
0 0%
1 2%
20 43%
1 2%
B b 8k 5t P 5 11%
i 46 99%
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GRAE RN )

- 18mN545mDE . 1,106 NICH—=/N\USIREH A IINDEEBHZEIERTHEREL, 2 "EOBEME .,
JEIER 247 A R TOENITOBRERRIEARITRIED, TEMECEFRSNBVEL TV,

-VWINOEREIIF>EORRBEZREREIDTLRL,

EER247ARRTOENITORESERFEENE

1B MEIR B OFTARFEAE <2 3.6 (2.2, 5.5)
[20]

FELEBARE % (95% CI)[n]
H— )y 2™ H—H LR
(N=553) (N=553)
EEES2 40.0 (35.9, 44.2) 34.7 (30.8, 38.9)
BEELREDH! [221] [192]

3.8 (2.4, 5.7)
[21]

B SRR RO ARFEAE 3 1.1 (0.4, 2.3)

[6]

1.8 (0.9, 3.3)
[10]

EENEEBSR 4.2 (2.7, 6.2)
[23]

4.0 (2.5, 6.0)
[22]

X1 DI9FEORREEZRICEANST., 181824y A FCICEBRKEE#ZUIED, EEEEZ2ZZ2UIIER
ELTIE H=)NUwHR(CBVTIEREZ RN, H—-FIIICHBVTIEDD hEbEh ok,
%2 BRAREEEEIR FIENTRDHZ N ofc. TDMIE. BAEL BEYNEBUE. A%, 5D, K. &I1E. 2 BVERIRRE,

Tl IHIRICBEIE T DAEHINKI4D D 1 Z 5D T,

X3 HCORERBOFIESAE(ICOWT, AAR T MMOImRSEICRSNDTIF > IFEIRRHCHITSFIELREL

EEI<dVIqAGR
X4 BEHIZEDI. AENREBELREEDEFTHD.

Einstein et al. Comparison of the immunogenicity and safety of Cervarix™ and Gardasil? human papillomavirus(HPV) cervical cancer
vaccines in healthy women aged 18-45 years Human Vaccines 5:10, 705-719;0ct 2009, Einstein et al. Comparative immunogenicity
and safety of human papillomavirus(HPV)-16/18 vaccine and HPV-6/11/16/18 vaccine Follow-up from months 12-24 in a Phase III
randomized study of healthy women aged 18-45 years. Human Vaccines 7:12, 1343-1358;Dec 2011
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AlREEIS (FRE) (. FimbEiksl)

1EHXADEEER

5%

4.7% 4.6% 4.6%
. (o]
4.1%
4%
3.5%
3%
2.7%

2.0%
2% -
1% ]
O% . T T T T T T 1

10~14 15~19 20~24 25~29 30~34 35~39 40~44

XKEM23FEBBREICHS (LM RIEEEHGAERR 1IN ARBIDMERIZEES
#)MD, EMAGRKREHETIL. TR23EH T AOTEKRLI-LD,, (BI— ADEHE
ABEDRIREMEIEEEL TLVELY, )

XKAREAHDIE, [2iGE-HESKIVELCLUEIBRWL =30,




FEHEDATFE (HPV) DIFUEELBECRERESFO

BRICDOWVNT

FEGENATH (HPV) DIF EELB S RERBREFORRICOOVTHEEDSVE
VERELEBGERBRICLDIRETU COS R LA T (TR T .
- FAERE, MABLERFOHRTHD. FBIELDIF O OREFRMENRESN TV,

&
B BER BRE | ASEK
g | HIRR R BEER | FORE | BEESRE
i
. T g | OREEL  BEEEC  EEEEL  EEREED
FAEZUN 0 15005 15 o3104 | EERE JETEEY: IETEES | JETERY -
1 x| Iy e 36 HimE 10/1(0.1%)  835#1(9.0%)  285fl(3.1%)  99fi(1.1%)
Sas - ’ & 9325A | MEEE I EREE: STEREYE : SIBREYE :
A ! 13/51(0.1%) 829451(8.9%) 30741(3.3%) 9541(1.0%)

1 M Lehtinen, et al; Overall efficacy of HPV-16/18AS04-adjuvanted vaccine against grade 3 or greater cervical intraepithelial neoplasia: 4-
year end-of-study analysis of the randomised, double-blind PATRICIA trial; Lancet Oncology 2012;13:89-99

X RH. BEEREERER. BCREREB. BIPREBEFICOWVWTE EFICEENDD.



H=93)0 (4{HPVDYIFY) [CRATS

RKETOREMEEZIVIIOVNTOHE

(i)

e  H-AIIUCEEHT R, KECHIFDERADTHERE IN— NAR

« HMO (Health Maintenance Organization; EEY-EXDIREEITIEER
pRAAME) DDIFIEIERIREEEREEZAVT, IBEEIHERE TR,

. ﬁiﬁw%ﬁﬁﬁ'l‘i’ii\]‘%ﬂ (B4F : 416,942[01#2FE53. Bk A : 183,616[01#4E53) (C

(#&5R)

o DIFAEREROKML. BHEECEILLHDERTHD. HPVIIF U OHEE N EL)
DIFTIEIRL,

o HAFEHTI. GBSERZERFRASNGNO,

o H-HIIIEFE(L GBS-BHEEAR - FRARIMASZRARAE - REXR - VI 5F3 — B 2K
7N F-RIGOURI% _EFEERO

o H-FIIUE FRETHIC, BE - BRADRGICHEVT, IEEOIBEBREFTRLIR - 7L
F RS- KFCEFIDURIZ _ EREERN, \

[(REDOT—52EH]

HE : Gee, Julianne* et al. Monitoring the safety of quadrivalent human papillomavirus
vaccine: Findings from the Vaccine Safety Datalink. Vaccine2011; 29: 8279-8284 3

*xK[ECD CFilE



H—=A 2RO ERRE (20065 ~20094F

R EE/BRA | REERHMB) | EEEAY% | ENH HHiE > fEIRE (RR) ﬁ%ﬁ:o)
NI
(FFn)

GBS =& 164 416,942 0.80 0.00 7L
BA 164 183,616 1 0.48 2.10 7L
BN 4 79 203,890 50 32.80 1.52 HL X
BA 120 139,746 33 25.03 1.32 7L
i Z& e =i 164 416,942 0 1.35 0.00 7L
BA 98 112,619 2 1.50 1.33 7L
AR M AE =i 110 292,302 8 4.04 1.98 7L
ERE
BA 156 176,194 11 15.00 0.73 7L
XKEYEMTRAEDHER . RENEWNEAHBELT,
55 =R EEAY | LEREH BEX = >t fEBREE (RR)
S SR fiE 513
q=D
Ede =5F 138 351,706 206,045 47 23 1.02 gL
BA 142 150,603 283,666 22 37 1.13 L
£k 1 B4 138 351,630 146,833 610 202 0.86 L
BA 142 150,544 54,584 170 95 0.54 7L
7LIILX— =E 138 351,630 146,833 54 29 0.77 L
&=t
BA 142 150,544 54,584 37 8 1.48 7L
Hi# : Gee, Julianne et al. Monitoring the safety of quadrivalent human papillomavirus 9

vaccine: Findings from the Vaccine Safety Datalink. Vaccine2011; 29: 8279-8284



H—F2)EEED 10T IECKTTS

I3—-0YN (FIX—D-AV1—-7>) IcBFS
B %t/ MiEF N /fikmiE = TR RISICE T 3538

[*Ei%]
. IN=DERII—T > T20065F~2010F(CEMENEAFRMEIR— MEE
. 997,585)&0)10'\/1717—52?I?c’ii(]“%%&:b\ T —IN—AED)F ARTECERZ AT
AR R EIFRAR AT LR
(A2 EEE : 296,826 A\, 3F#EFEE : 700,7590)
o SIRFBEIAFTIIZREL. ZOA. DEKEE 5 HILL EFREDGHOIL299RRICDOVTOHR

(#55R)
o 29RBOI5. A—FIYMNR-LAJ—EIK- 1 BEABKRIARD 3 IRFBOHIOWTHIET LD
BEENHONIN, LOFFHRAEDFER. EARBRERVEEZISNI,
o AR FMEEFZNESZEMEIERO,
(FEFHREE : NUE. TAD A TIVIL TS — SFBHR A, TURAE)
e A \/iz)bt@ O SR/ AR R /AR M =R 4 RIS C ORI R R 2RI IET >
AL [(XREOT—55R]
{88 . Arnheim-Dahlstrom, Lisen et al. Autoimmune, neurological, and venous thromboembolic adverse events

after immunisation of adolescent girls with quadrivalent human papillomavirus vaccine in Denmark and
Sweden:cohort study. BMJ 2013; 347



29RRBRICHITD. H—F VI IHEREBFL S — T EERF RO R RO ©

H—E IV IEHETE H—F )L HEFER180H LIN
E------
CELY

/\twr 2,373,554 237 9.99 229,914 27 11.74
GBS 2,371,866 560 23.61 229,751 50 21.76
o 2,368,919 1,018 42.97 229,563 79 34.41
HIEBR

CEL TS

YT 2,358,918 1,413 59.90 228,820 107 46.76
yR—L 2,372,337 539 22.72 229,825 47 20.45
ABEABL ) 373288 350 14.75 229,889 35 15.22
B 4t 2,374,129 103 4.34 230,004 10 4.35

Hi # : Arnheim-Dahlstrom, Lisen et al. Autoimmune, neurological, and venous thromboembolic adverse events after
immunisation of adolescent girls with quadrivalent human papillomavirus vaccine in Denmark and Sweden:

cohort study. BMJ 2013; 347 .



29RRBICHITID H—H VI FHEREEFL N — VIR R OB B RO @

B H—4 Vi 7—4 L5181 180H LI

FEER

F=71=1%

5 MHEE

(B2 REM)

RIE

S 2,374,065 93 3.92 230,001 8 3.48
N—F YR 2,374,464 13 0.55 230,025 5 2.17
f\/‘”'_‘ . 2,369,280 203 8.57 229,365 17 7.41
I—35Q4Y

g TS

%ff'f 2,366,484 861 36.38 229,202 86 37.52
REET X

i % 2,373,974 84 3.54 229,988 8 3.48
oI F i

A 2,373,763 216 9.10 229,943 27 11.74
SLE 2,374,231 74 3.12 230,005 11 4.78
MmE & 2,373,826 89 3.75 229,959 14 6.09

Hi # : Arnheim-Dahlstrom, Lisen et al. Autoimmune, neurological, and venous thromboembolic adverse events after
immunisation of adolescent girls with quadrivalent human papillomavirus vaccine in Denmark and Sweden:
cohort study. BMJ 2013; 347 12



297% ,_\(LEBL)‘% =2 IEIERERF T — 52 IRTERI RO RROLEER O

H—5 IR —5 S ILEETEH#180H LI
(Eaﬁﬁﬁ)
ITP 2,373,040 107 4.51 229,896 14 6.09
4 £
(EEREH)
IR 2 373 608 163 6.87 229,935 19 8.26
Sii.’}ﬁ 2,374,016 88 3.71 229,976 6 2.61
Sz 2,368,423 1,091 46.06 229,540 80 34.85
B3 2,372,765 310 13.06 229,886 24 10.44
FDit
(EERE)
L1/—8K 2 373,798 218 9.18 229,939 37 16.09
1MBR% 2,363,153 975 41.26 228,965 99 43.24

Hi # : Arnheim-Dahlstrom, Lisen et al. Autoimmune, neurological, and venous thromboembolic adverse events after

immunisation of adolescent girls with quadrivalent human papillomavirus vaccine in Denmark and Sweden:

cohort study. BMJ 2013; 347

13



299RRBRICHITD. H—F VI IHEREBFL N — T EER RO R RO @

H—FLIIVIEHERE

H—F 2L EFEH180H LI

il
NIV 2,370,195
TADA 2,351,894
FAaLT 2,374,402

t/_
RS 2,374,273
PaR I 2,367,206

i [N 2,373,786
B

480
1,701
43

61
302
297

20.25
72.32
1.81

2.57
12.76
12.51

229,675
227,897
230,018

230,013
229,574
149,817

41 17.85
116 50.90
6 2.61
6 2.61
20 8.71
21 14.02

Hi # : Arnheim-Dahlstrom, Lisen et al. Autoimmune, neurological, and venous thromboembolic adverse events after
immunisation of adolescent girls with quadrivalent human papillomavirus vaccine in Denmark and Sweden:

cohort study. BMJ 2013; 347

14
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