Vaccine manufacturer's documents show that HPV vaccines may induce

seizures
By Sotaro Sato MD, internist & cardiologist

Much the same as in US, UK, Australia and other countries, Japanese obstetricians and
gynecologists advocated HPV vaccines as a highly effective method of preventing uterine cervical
cancer. In 2008, they formed an organization named “the Congress of Professionals for
Suppressing Uterine Cervical Cancer” to further promote this recommendation.

HPV vaccination programs began in 2010 under a recommendation made by the Japanese Ministry
of Health, Labor and Welfare (JMHLW) to administer HPV vaccines to girls from 11 to 14 years old.
The Japanese government allocated 15 billion yen (187.5 million dollars) for urgent HPV
Vaccination programs. As HPV vaccination was voluntary and not yet mandatory, local
governments eagerly recommended the vaccination. Officials visited junior high schools to
advocate the effectiveness of the vaccine and persuade students to be vaccinated. They also
stressed that the expensive vaccination (48,000 yen, $600, for three shots) would be free within
the 2 year limit. Municipal offices sent letters to families which had girls of the targeted age group
to urge vaccination.

Japan Medical Association and Japan Pediatrics Association supported HPV vaccination program.
From the end of 2012 to Feb. 15 2013, JMA conducted a signature-collecting campaign for a
petition to urge the addition of seven vaccinations (HB, PCV7, PCV23, Hib, HPV, chicken pox,
mumps) to the list of mandatory ones.

After discussions in the Japanese parliaments, it was decided to add three vaccinations (HPV, Hib
and PCV7) to the mandatory ones on Mar 28 2013. There was no political party which stated an
opinion opposing the addition of HPV vaccines.

March 11 2011, huge earthquakes and tsunami attacked the north-eastern area of Honshu island
of Japan, and atomic power plant in Fukushima lost external power supply and lost the means to
cool reactor cores.

Aftershocks hit repeatedly. The biggest one was during the night of April 7. Nuclear power plants
in Fukushima blew up by hydrogen explosion on Mar 12 and 14.

In the midst of this turmoil, a non-commercial video made by Advertising Council Japan was
broadcasted on TV repeatedly and repeatedly. In that video, an actress known to have recovered
from uterine cervical cancer and her daughter stressed the importance of cervical cancer
checkups. Two or three months later, this video program was replaced with HPV vaccine
promotion video programs of Cervarix (GSK K.K.) and Gardasil (MSD K.K.).

Up to today, 3.28 million girls, including adult women, were vaccinated with HPV vaccine. Total
dose is estimated as 8.64 million. The figure below shows the transition of vaccination count



reported to JMLHW from local governments. The population of Japanese girls age 11 is, for
example, 580,000. March is the last month of the academic year.

Vaccinated doses

blue : Cervarix 5430800, red: Gardasil 1134418 (total doses)

1000000
900000
800000
700000
600000

500000
400000
300000
200000 I
100000 I
O_.I III lil L.llll'li:n
‘i2 4 6 10

11 2011 11 20121 11 20131

($2]

year month

Joint meetings of the Vaccine Adverse Reactions Review Committee (JVARRC) are held three times
a year. 1968 cases of adverse events have been reported to JIMLHW and JVARRC. 358 cases which
were evaluated as serious by the committee and JMLHW are included.

The presence of girls suffering from adverse effects of cervical cancer vaccine was revealed
gradually from the beginning of 2013. The Nationwide Liaison Association of Cervical Cancer
Vaccine Victims and Parents was organized by efforts of Toshie lkeda, Mika Matsufuji and
members of municipal assembly on Mar 25, 2013.

Parents of vaccine victims called our health minister on April 8. During the press conference after
that, videos in which girls are suffering from walking disturbances, tic of the body, absence seizure
and choreic movement was presented.

June 14 2013, JVRRC decided to suspend the recommendation for HPV vaccination. The same day,
JMLHW sent a notification to local governments that HPV vaccination should not be
recommended actively until the time when MHLW and JVRRC made a report as to the safety
concerns of HPV vaccines and that vaccination should be done for those who want vaccination. In
the meantime, HPV vaccination should be available for those who wished it.



The Congress of Professionals for Suppressing Uterine Cervical Cancer and Japan Pediatrics
Association made a statement that JMHLW should “withdraw the suspension of recommendation”
for HPV vaccination and should “restore the recommendation” for the vaccination.

Does vaso-vagal reflex cause consciousness derangement and falls?

In the early period of HPV vaccination program, many girls who were injected with the vaccine fell
down to the floor within several minutes injuring their heads or faces. Some girls fractured their
jaws and teeth. JMHLW and the JVRRAC announced that the reaction was due to vaso-vagal reflex
and vaccinated girls should be kept in medical facilities and lying down for at least 30 minutes.

Vaccine manufacturers have an obligation of post-licensure vigilance. A document titled “On the
issue of adverse reaction in relation to syncope after vaccination” had been published on every
committee meeting where additional cases were presented. The document consists of two parts:
each one is made and submitted by GSK K.K. and MSD K.K. The one dated Mar 25 2012, consisting
of 77 pages, is estimated as the best. So, following article is based on this report.
(http://www.mhlw.go.jp/stf/shingi/2r9852000002c06s-att/2r9852000002c0cw.pdf)

381 cases in which syncope and/or falls occurred after injection were collected and analyzed by
GSK. MSD analyzed 91 cases.

Severe pain is thought to bring vaso-vagal reflex. Vaso-vagal reflex brings hypotension and
bradycardia (low blood pressure less than 80 mmHg and low heart rate less than 30~40/min.
Numerical values are author's estimations). Low blood pressure results in an insufficient blood
supply to the brain and normal brain function cannot be maintained.

But, with my experience, visual stimuli such like seeing wounds or blood may bring nausea and
hypotension. Pain does not always cause vaso-vagal reflex.

Table 2 made by GSK K.K. (page4) and that made by MSD K.K. (page 59) shows the states or
conditions of the recipients while unconscious.

Iltems and legends of the tables are translated word for word.

Cervarix: page 4

Table 2: Situations or states of the cases who lost consciousness (cases in whom symptom occurred
within 30 min)

Consciousness No Unknown or not
deranged: Yes written

No.of | Ratio% No.of Ratio% No.of Ratio%

cases cases cases
Hypotension: existed or not? 78 20.5 49 12.9 243 66.6
Clonic motion (convulsion included): |72 19.8 187 49.1 122 32

existed or not?




Secondary injuries like fall *1: 38 10 235 61.7 109 28.3
existed or not?

Treatment such as drip infusion or 101 26.5 199 52.2 81 21.3
oxygen inhalation was necessary.

Risk factors prone to syncope (past 52 13.6 329 86.4 - -
histories, complications) :exited or not

Stress or anxiety at injection: existed 151 39.6 75 19.7 155 40.7
or not?

*1: more precise explanation of secondary injuries: bruises mainly at head, chin, face and back (their postures before
collapsing were sitting in most cases) Others: nasal bone fracture (sitting), hematomas at the head bruise (standing),
mild brain concussion shown by MRI (standing), laceration of the skin of face and suture was needed (standing), bruise
and laceration of chin with fracture of teeth (sitting)

Gardasil: page 59

Table2: Situations on losing consciousness and states of the cases

Consciousness Unknown or not
deranged: Yes No | written
Hypotension : existed or not 29 (32%) 28 (31%) 34 (37%)
Clonic motion (convulsion included): 23 (25%) 66 (73%) 2 (2%)
existed or not
Secondary injuries like fall *1: existed 13 (14%) 78 (86%) 0 (0%)
or not
Treatment such as drip infusion or 26 (29%) 63 (69%) 2 (2%)
oxygen inhalation was necessary
Risk factors prone to syncope (past 12 (13%) 63 (69%) 16 (18%)
histories, complications): exited or not
Stress or anxiety at injection: existed | 35 (38%) 41 (45%) 15 (16%)
or not

*1: precise overview of secondary injuries: in most cases bruises are at head, chin and face. Postures before collapsing
were sitting in 8 cases, standing in 4 cases, unknown in 1 case. In 7 cases who had injured in the chin and face,
loosing/fracture/dislocation of teeth (3 cases), fracture of mental bone (1 case), bruise in mental bone and lip (6
cases), nasal bleeding (1 case).

In the case of Cervarix, the first row in the above table shows that low blood pressure was
observed only in 39 cases (20%). The second row of the table is written as “Clonic motion (seizure
is included) 18.9%”. Clonic motion is an involuntary motion in which arms and/or legs are jerked
and extended rhythmically, i.e. seizure.

The first and the second row of table 4 shows that girls did not necessarily fall down with
hypotension. Injection of Cervarix itself seems to induce convulsions in the vaccinated girls. It is
the same in case of Gardasil.

GSK had made a file titled as “List of cases with secondary injury to syncope brought by injection of



Cervarix” in which 41 case records are contained (page 7 to 35).

Seizure or convulsion occurred in 12 cases (case 1, 3, 8,9, 10, 17, 18, 19, 24, 26, 37 and 39).

In case 26 (see Addendum), tonic-clonic seizure and apnea occurred just after the injection,

although blood pressure was not low. Case 15 was also with apnea.

These tables and case records in this document may show that girls fell to the floor with an attack
of unconsciousness brought by hypotension (pre-shock). But these also show that girls had been
attacked with seizures, which caused unconsciousness and loss of controls of skeletal muscles of
the body. As a result, they fell to the floor like a pole. As girls could not prepare a defensive posture
on falling, they injured by hitting their heads and jaws.

Consciousness derangement occurred more than 30 minutes after injection in vaccinated girls.

Cervarix: page 5

Table 4: Cases in which unconsciousness occurred more than 30 min after vaccination.

within 24 hours overl day Within 24h Time
but time unknown
unknown
<lh <2h <3h <4h <18h <24h|>1 >2 >3 >6 >7 >23
day day day day day | day
2 |2 2 2 2 [+ (13 (4 |3 |2 |2 |2 |as 20

In 7 vaccinated girls, consciousness derangement occurred within 24 hours. In 23 vaccinated girls,
it occurred from 24 hours to 7 days. The sum of the raw is 95. In these girls, it occurred more than
30 min outside medical institutions. In these girls, syncope or unconsciousness occurred outside
medical institutions.

If recipients fell into vaso-vagal reflex and pre-shock, they might recover within 30 minutes at the
most. Therefore, the cause of consciousness derangement or convulsion was not brought with
hypotension due to vaso-vagal reflex.

GSK made a list of cases with late syncope attack which occurred more than 30 min after injection
of Cervarix, and which title is “Cases in whom syncope occurred more than 30 min after injection
of Cervarix” (page 36 to 52).

In some cases, diarrhea, menstrual cramps, taking bath or generalized urticarial seemed to bring
syncope (case 1,5, 7,9, 11, 14, 23 and 28). But syncope is unusual in healthy teenager girls.

Convulsion or seizure occurred in 8 cases (case 2, 3, 8, 13, 16, 18, 24 and 30).
It should be considered that some brain damage occurred in these cases.

(In case 19, on 6th day after injection, cardiac and pulmonary arrest occurred after 100m running
of a button relay in training for a sports festival of the junior high school. CPR was successful by
ambulance team at school and by doctors in a hospital. But severe brain damage occurred. She
went on to an artificial respirator for one week).

As to Gardasil, table 4 and list are absent.

(End):



[Addendum]

In above document, three lists of case records are included. As to Cervarix, two lists are included:
one is a list in which 41 case records are contained and titled as “List of cases with secondary injury
to syncope brought by injection of Cervarix” (page 7 to 35) and another is a list in which 30 case
records are contained and titled as “Cases in whom syncope occurred more than 30 min after
injection of Cervarix” (page 36 to 52).

As to Gardasil, one list is included, in which 13 case records are contained and titled “List of cases
in whom secondary injury, such like fall, occurred with syncope after injection of Gardasil” (page 61
to 74).

Case record of secondary injury after administration of HPV vaccine (Cervarix)

Case 24, page 25

Teen aged girl.

Previous history: hypotension

2011/07/11 16:38

Administration of Cervarix

Lot No.: AHPVA129CA

Administration point: left upper arm muscle
Time: first

2011/07/11 16:43

After administration, she walked a few steps from treatment room and fell down by facing upward
with syncope and with tonic seizure (incontinence, BD 82/50). She regained consciousness within a
few minutes.

As she had hit the back of her head, she consulted with neurosurgery. No abnormality was found.
Position before fall: standing

Activity: after administration (about 5 min)

Preceding signs or alarm: no

Gradual onset or sudden onset: sudden onset

Manner of fall: fall down by facing upward

Skin color: pale

Duration of unconsciousness: several ten sec.

Biting of tongue: no

Complete unconsciousness: yes

Take any drug: no

Phenomenon recovered with supine position or caudal position? : yes

Vital signs: during fall BD 80/50, after recovery 92/52 (mmHg)



After regained consciousness, anything had happened: yes, incontinence and sweating.
Could she recall anything about her unconsciousness: no

Past history of syncope: no

Special examination: no

Recurrence: no

Any medication: no

Category of anaphylactic shock 5 category: category (5)

Case record of secondary injury after administration of HPV vaccine (Gardasil)

Case 1; Gardasil, page 61
Case 1: teen aged girl, date of administration 2011/9/2

Administration of Gardasil: Needle had replaced with GA (25G/1”) which was took down from
Nipro syringe. About 2 minutes later, when she was sitting on a sofa in the waiting room of the
clinic, she fell on her face unconsciously (duration 2, 3 second) and hit her forehead.

Body temperature before administration: 36.7C

Posture before attack: sitting

Previous history of losing consciousness: no

Cause of fall: vaso-vagal reflex

Abnormalities in vital signs and electrolyte: no

Blood Pressure: 80/55 mmHg, Heart rate: 60

Blood glucose, ammonia, ethanol: not examined, no values

(Doctor’s) Comment: She did not seem to have mental strain before and during administration. She
did not complain of pain. Asked after regained consciousness, she was smiling just before fall and
she had no previous history of discomfort on administrations of other vaccines or collecting blood.

Case record in which unconsciousness occurred more than 30 min (3 and 30 days) after injection
of Cervarix

Case 13: Cervarix, page43

Case 13: teen aged girl, administration date 2011/08/18, Cervarix

2011/08/18 body temperature before administration: 36.7C, blood pressure 110/80
2011/08/18 11:25 inoculation of Cervarix in a clinic

Lot No.AHPVA143CA

Injected point: deltoid muscle (left arm)

Times of administration: first

Clinically, no abnormality was found.



2011/08/21 11:30
She woke up and took breakfast/ lunch.

While mom took shower, her daughter operated PC sitting on a chair. It took 1 or 2 min. Mom
found her daughter falling to the floor with chair.

She closed her mouth firmly and did not respond on calling her name. Her face was pale and
breathing had stopped. In order to revive, mom tried to open her daughter’s mouth by inserting
mom’s fingers in her daughter's mouth. But her daughter bit mom’s fingers strongly, mom could
not pull out the fingers for 5 minutes. As her daughter loosened biting, mom became free and
could call ambulance. Her breathing was shallow and cyanosis was found. She regained
consciousness 5 to 10 min later for sake of mom’s nursing. She closed her mouth firmly but no
clonic motion was found in her arms or legs. She could walk and get into an ambulance car. She
was transferred to hospital and admitted

As she was heard afterward, she could not recall anything.
She was transferred to hospital and admitted.
2011/08/21-2011/08/25

She was hospitalized for examinations. Brain CT, MRI, EEG (for 3 days) showed no abnormality at
neurology.

2011/09/17-2011/09/18

She took part in two-days private school.
2011/09/18 6:00

She woke up.

2011/09/18 6:30

She was attending the class before breakfast.

She attended the class and was sitting on a chair. She fell into unconsciousness. She fell down to
the left and onto the floor. She seemed to pick up something. No clonic motion was observed and
she breathed. She was unconscious. She was laid flat on the floor and regained consciousness 5-10
min later. She could stand up and walk with aid. She sat on a chair outside the classroom and her
head was cooled with ice bag on her forehead. 5-10 min later, she returned to the classroom and
continued studying.

While her forehead was being cooled, her consciousness regained. But she could not recall falling
and her forehead being cooled with ice bag.

2011/09/18 7:30

Received a phone call from the second school, mom went to pick up her. She slept deeply in a
train.

2011/09/20
She was checked at neurosurgery. Brain CT showed no hematoma.

There are bruises around right eye socket, right forehead, right temporal and right chin. She said
there were petechiae on her right shoulder.

She complained of being sleepy at present. Her heart rate was slow.



Date unknown

As EEG, took at neurosurgery of the other hospital, showed spikes and it indicated epilepsy, she
was medicated with anti-convulsant.

As she did not visit to my clinic after the second injection, | consider that following up this case is
difficult.



