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Fatal neuropsychiatric adverse reactions
to oseltamivir: Case series and overview
of causal relationships
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- Abstract. Background: Infection-associated encephalopathies such as Reye’s syndrome have been one of the major public
health problems in many countries. The not dissimilar neuropsychiatric adverse reactions, including deaths, observed with
Tamiflu (oseltamivir phosphate: OP) have been another current problem especially in Japan.

Methods: Among the cases with neuropsychiatric adverse reactions to Tamiftu on which I was consulted, those cases in which
medical charts, autopsy records and/or prescription certificates were available were analyzed and described. In order to obtain
a complete view of the spectrum of neuropsychiatric adverse reactions attributed to Tamiflu and of existing knowledge of the
* causal relationship, adverse reaction case reports and accounts of personal experiences were collected using PubMed, Japonica
Centra Revuo Medicina, the websites of MHLW, PMDA and FDA and other Internet sources. Information on animal toxicity
and clinical trial findings was derived from the texts of the officially approved data sheet for Tamiflu. :

.Results and discussion: This paper reports eight cases in total: five of these died and three survived. Two died as a result of
accidents resulting from abnormal behaviour. Three others died suddenly during sleep (two infants and one adult). One of the
" .infants and the adult were found at autopsy to have severe lung cedema. A 14-year-old boy experienced agitation, cyanosis, loss
.of consciousness and seizures but recovered completely, while a 10-month-old girl showed retarded development and mental
retardation after initially appearing to recover from the acute event involving loss of consciousness and seizure. A 15-year-old
boy had a delayed onset of complications but developed prolonged neuropsychiatric adverse reactions after taking an almost
complete course of Tamiflu; in this case the symptoms lasted for two weeks.

Following our review of known clinical cases of this type, which included 80 fatalities (among them 50 instances of sudden
death and 8 cases of accidental death consequential upon abnormal behaviour, and in the light of our study of animal experiments
and the [atest laboratory findings, we propose to classify adverse reactions to Tamiflu as follows:.

(1) Sudden onset adverse reactions typically occurring after taking one or two doses of Tamifiu; these result from the central
mervous system suppressant action of oseltamivir, a pro-drug of oseltamivir carboxylate (OCB: an active metabolite). The group-
includes cases of sudden death during sleep or associated with respiratory suppression, sudden onset of abnormal behaviour
- and occurrence of other neuropsychiatric disorders having an acute onset but a short duration.

. (2) Delayed onset adverse reactions occurring after taking several doses or a full course of Tamiflu, probably caused by -
OCB. Examples include delayed onset neuropsychlatnc reactions with prolonged duration, pneumonia, sepsis, bleeding and
- hyperglycemia. -

(3) Allergic and miscellaneous reactions involving various organs : :

The mechanisms underlymg the adverse reactions to oseltamivir and the causal relationships may be summarized as follows:

(1) Oseltamivir has a depressant effect on the central nervous system (CNS); the signs, symptoms and pathological findings
are- similar to those induced by hypnotics and sedatives (decreased body temperature, decreased spontanecus movements,
slowfirregular breathing, cyanosis and pulmonary oedema). Severe sequels may reflect delayed neuronal damage resulting
. from temporary cardiopulmonary arrest.

.(2) Abnormal behaviour, delirium, hallucinations and even suicide could be the consequences of disinhibition or loss of
control induced by the CNS depressant effect.

(3) Delayed onset reactions to Tamiflu may be related to its inhibitory dction on saahdase (neurammldase) a key enzyme
for antiviral activity and involved in 4 wide variety of mammalian physiological processes including immune functions, cell

b

*Chairperson: The Japanese. Institute of Pharmacovigilance, a non-profit organization. Editor: Kusuri-no-Check (a drug
bulletin). '
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6 R. Hama / Fatal neuropsychiatric adverse reactions to oseltamivir

apoptosis and glucose metabolism reflecting its ability to influence the conformation of glycoproteins and gangliosides that are
important components of cell structure and function.

Conclusion: Three sudden deaths during sleep and two near deaths with or without sequels, as well as two deaths from
accidents resulting from abnormal behaviour in older children and adolescents shortly after taking Tamiflu are probably related
to the central depressant action of oseltamivir. Late onset neuropsychiatric symptoms after taking a full dose of Tamiflu, which
we observed in one case, may be related to the inhibition of human neuraminidase by OCB, an active metabolite of Tamifiu.

Keywords: Tamifiu, oseltamivir, adverse drug reaction, sudden death, infiuenza, animal toxicity, fever, delirium, organ damage,
encephalopathy

Abbreviations

OCB: Oseltamivir carboxylate,

NAP: New drug approval package,

MHLW: Ministry of Health Labour and Welfare,
PMDA: Pharmaceuticals and Medical Devices Agency.

1. Introduction

Acute encephalopathy following viral infection, such as Reye’s syndrome and/or influenza-associated
encephalopathy, has been one of the major public health problems experienced not only in Japan but
also in the US [8,69] and elsewhere. After the publication of warnings against and restrictions on the
use of salicylates in young children, Reye’s syndrome disappeared in the US [9]). Similarly, restrictions
on the use of non-steroidal anti-inflammatory drugs (NSAIDs) as antipyretics in Japari in 2000 led to
a dramatic decrease in case mortality of Reye S syndrome and/or of encephalltls/encephalopathy after
viral infection [37].
 However, further cases of sudden death associated with influenza in previously. healthy chlldren were
reported both in the United States [8] and in Japan [84] during the winter of 2002/03. :

Afier I warned of the possible involvement of Tamiflu (oseltamivir phosphate), an ethylester prodrug
of oseltamivir carboxylate (OCB) as the cause of sudden death [33,34], eight families consulted me for
an expert opinion.on the cause of their children’s deaths or the serious adverse events which they had
experienced when using this drug, making their medical records available for my perusal I presented
three of these fatal cases at a scientific meeting in November 2005 [35]. ‘

The present paper will describe five deaths and three llfe-threate_nmg cases of neuropsychiatric ad-
verse reactions involving Tamiflu. The mechanism of such adverse reactions to Tamiflu and the causal

relationship will be discussed.

2. Materials and methods

. After the presentation of the above material at the scientific meeting in 2005 {35], and during the
period up to the end.of August 2007, the families of five additional cases made their medical charts,
autopsy records and/or prescription certificates available to me for investigation.

I analyzed eight cases in all in which the necessary documents were available for study Histories were

agam taken from the families.

24




R. Hama / Fatal neuropsychiatric adverse reactions to oseltamivir 7

In order to examine the full spectrum of neuropsychiatric adverse events associated with Tamiflu and
to discuss the causal relationship, case reports and data on adverse events or reactions as well as accounts
of personal experiences were collected from a wide range of sources. Information was derived variously
from direct phone calls and e-mails to our center, by searches using PubMed, “Japonica Centra Revuo
Medicina” (a Database of Japanese medical journals), the websites of the Japanese Ministry of Health,
Labour and Welfare (MHLW), the Pharmaceuticals and Medical Devices Agency (PMDA) as well as
the US Food and Drug Administration (FDA) and various other internet sources.

Data on animal toxicity and clinical trial findings were based on the studies cited in the “New drug
approval package” (NAP) issued for Tamiflu capsules (used both for treatment and for prevention); and
for Tamiflu dry syrup (in Japanese) [13—15].

The mechanism of adverse reactions to Tamiftu and the causal relationship will be discussed, focusing
on the following points:

(1) the profile of adverse reactions to Tamiflu in human subjects,
(2) the drug’s toxicity profile in animals,
(3). the similarity of the symptoms and ﬁndmgs in animals and in humans,
(4) the neuropsychiatric symptoms and forms of dyscontrol experienced with other CNS suppressants, .
(5) differences between Reye’s syndrome and infiuenza-associated encephalopathy,
(6) cases of non-Tamiflu related sudden death and seizure-inducing drugs,
(7) fever delirium and Tamiflu delirium, '
(8) brain/lung cedema and hypoxia,
(9) sequels and appearance of delayed neuronal cell damage following cardiac arrest,
(10) delayed adverse reactions and inhibition of human sialidase (neuraminidase) by OCB,
(11) limitations of postmortem measurements of oseltamivir and OCB levels,
(12) methods of assessment for advérse reactions,
(13) what this paper adds to earlier reports,
(14) possible further study required to confirm causality and for other reasons.

For the statistical analysis Epilnfo (version 3-3-2) was used for case controlled study or cross sectional
studies. The latest version of StatDirect was used for meta-analysis of the death rate during toxicity
testing of non-steroidal anti-inflammatory drugs (NSAIDs) using infected animals.

2.1. Case reporis

Eight cases are summarized in Table 1. Seven were sudden onset cases in which the events occurred
soon-after the first or second dose of Tamifiu, while one was a delayed onset neuropsychiatric case in
which the adverse events occurred after the end of a full course of Tamiflu and continued for some two
weeks. . ' :

Of the seven sudden onset cases, two were accidental deaths, probably after non-suicidal abnormal
behaviour, three cases were sudden deaths during sleep, and the other two were life-threatening cases:
', one without any sequels after occurrence of abnormal behaviour, cyan081s and seizure, and another wnth

" sequels after cyanosis and seizure.

2.2. Two cases with abnormal/strange behaviour and accidental death

Case 1. A 14-year-old boy had a body. temperature 38.0°C (100.4 F) on the evening on February 4th
2005. It rose to 39.0°C (102.2 F), accompanied by other flu symptoms and was diagnosed as influenza
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- some two weeks
after the end of -

the Tamiflu course, -

Table 1
Characteristics of the patients | .
Case Age Sex Influenza Oseltamivir Signs and Qutcome Autopsy: . Body
no. (Y/M) type dose symptoms findings temperature™*
- (leading to death) _ O '
1 14 M A 75mg x1  Accidental death Death Not done 375
" after abnormal
behaviour
2 17 M A 75mg x 1 Accidental death Death Not done 39.2
after abnormal T
behaviour A
3 29 M A 2mg/kg x 1  Sudden Death Not done 34.0
cardiopulmonary
arrest during nap
(10 min) .
4 3/3 M A 2mgfkg x 1 Death diring nap Death Brain cedema ?
) * and marked lung
oedema without
. - . inflammation
3 39 M B 150 mg x I  Death during sleep Death Dilated heart and ?
o o lung oedema
without sign of
inflammation and
o _ fibrosis
6 14 M A 75mg x 1 Abnormal behaviour, Recovered 37.5
dyspnoea, cyanosis,  without sequels :
seizure and weak
, breathing
7 0/10 F 7% 2mg/kg x 1  Flaccid extremities, Marked -7
loss of consciousness, mental and (not high)
cyanosis and seizure  physical
retardation
followed by
gradual
. . _ : development
8 15 M B 75 mg I.;ethargy atd 5, Recovered Norma}
1 day, abdormal _without .
75 mg X b.i.d. behaviour/delirium sequels
4 days,and  onday 6,
75 mg 1day, hallucination on
' . the third day and
neuropsychiatric -
symptoms for .

* Influenza or adverse effect of influenza vaccine (Occurring 6 days after inoculation). ** Body temperature around the time of

the event (degrees centigrade).
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A by rapid testing at a clinic. After he had returned home and slept for two hours, his body temperature

fell to 37.5°C (99.5 F). After he took a first dose of Tamiflu (one 75 mg capsule containing 75 mg of

oseltamivir; equivalent to 98.5 mg of OP), he watched a video on TV for about 1.5 hours with his elder

sister, and went to bed in his room, However, about 30 minutes later, his mother could not find him there,
- Noticing that the entrance door was open, she looked out into the stairway and heard a shout “a boy has

fallen”. His residence was on the ninth floor of a condominium. She went down to the ground level and
found that the boy was her son,

His fingerprints were found on the bannister rail of the staircase leading down from the condominium.
They showed that he had first climbed over the bannister and grasped it, from which it was concluded
that he had first hung from the bannister and had then fallen the nine stories to the ground. His body
was severely damaged, except for his head and he died from massive bleeding. There was no sign of his

“having consumed alcohol.

. Case2. A 17—year—old high school boy with high fever (39.0°C or 102.2 F) consulted his family doctor
on February 4th 2004. He was initially treated with amantadine (50 mg b.i.d.), though rapid flu testing
‘was negative. The next morning he had 39.7°C (103.5 F) and again consulted the doctor, at which time
he tested positive for influénza A. He took a Tamiflu 75 mg capsule at home around noon. One and a half
hours later, he complained of nausea. By about 2 p.m. his body temperature was 39.2°C (102.6 F), after
_ which his father left home, leaving him alone. While all the family members were away from home, he
suddenly went outside and jumped over the fence around his house. He ran on the several centimeters

. thick snow, then jumped over a concrete fence, crossed a railway line and jumped over a guardrail along

a highway: passers-by noted that he was smiling. On the road he was run over by an oncoming truck and
killed. These events occurred some three hours and forty-five minutes after.taking Tamiflu and about
nine hours after taking the last dose of amantadine (50 mg). There was no sign of his having consumed
alcohol.

. 2.3. Three cases of sudden death during Sléep

Case 3. A boy aged two years and nine months and weighing 13 kg, who had previously been in good
~ health developed a temperature of 38.3°C (100.8 F) and was taken to the family doctor on Februaly 5th
- 2005. He was influenza A positive as determined by rapid testing.

After having been alert and relatively well in the morning, he was given one dose of Tamiflu dry syrup
(25.5 mg) together with one dose of otlier drugs, including cyproheptadine, carbocysteine and tipepidine
hibenzoate. His temperature at this time was 39.2°C (102.6 F). He did not complain of vomiting or
headache and he fell asleep ten minutes after taking the medicines. One and a half hours after taking
the medicines, he woke up crying and complained of headache. He did not stop crying even when his

_mother took him in her arms to console him. It took forty to fifty minutes before he stopped crying and

fell asleep again, some two hours and 20 minutes after taking the medicines. Two hours and 45 minutes
after the treatment his mother noticed that he turned over in his sleep. Just ten minutes later she touched
* him.and found him flaccid and not breathing. She called an ambulance and he arrived at the hospital
some thirty minutes later. His body temperature at this time was 34°C (93.2 F). He was successfully
- resuscitated and his heartbeat resuimed but he died next day (28 hours after admission to the hospital).
His AST/ALT/LDH/CK levels were slightly elevated at admission and extremely high just before his
~ death which was found to be due to hypoxic organ failure resulting from cardiopulmonary arrest. There
was no sign of his having taken alcohol.
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Case 4. A boy aged 3 years and 3 months and weighing 13.5 kg had generally been in good health
though he suffered from atopic dermatitis without asthma. When he developed a body temperature of
38.5°C (101.3 F) that has persisted for several hours he was taken to the family doctor on December 27th
2002. At the clinic his temperature was found to be 39.6°C (103.3 F) and rapid testing led to a diagnosis
.of infiuenza A. He was treated with aminophyllin (50 mg) in 200 ml electrolyte solution and inhalation
of procaterol with sodium cromoglycate for a mild wheezing bronchitis. Tamiflu 55 mg (4.1 mg/kg/day)
and other drugs (including antihistamines and mucolytics) were prescribed for him. After coming back
home at around 14:00, he took only one dose of Tamiflu (27.5 mg) of the various drugs prescribed and
fell asleep shortly afterwards. He woke up after one hour and then slept again while watching a video on
TV. At this time his mother remained in the room, checking him on occasion; after some time, believing
he was asleep since he was lying on his left side, she switched off the video. At around 16:00 his mother
found that he was lying face down; he now had rhinorrhea and was apparently not breathing.

. He was taken by ambulance to a hospital emergency unit where he arrived at 16:34. He was intubated
and treated with cardiac massage immediately on arrival, and was treated- with three intravenous doses
of 0.1 mg adrenaline and eleven intravenous doses of 1 mg adrenaline. Resuscitated nevertheless failed

‘and he was pronou'nced dead at 17:15.

According to the autopsy report required by law, the major macroscopic findings comprised modeérate
lung congestion with marked pulmonary oedema, mild congestion of the spleen and of the renal pelvis.
The brain was markedly congested and swollen (wt. 1331 g) especially in the pons and medulla, but no
braln herniation was observed.

Histological examination showed that the lung tissue was slightly congested with some macrophagic
infiltration, while the bronchial mucosa was slightly swollen and infiltrated with lymphocytes and neu-
trophils. There were no signs of pneumonia and the histological findings were compatible with bronchitis
due to typical influenza virus infection and lung congestion after sudden cardiac arrest. A pulmonary le-
. sion was not the cause of his death. No particular findings were observed in the heart and other organs
except in the brain. Brain oedema was slight; no evidence of meningitis or encephalitis was found and
no brain herniation appeared to l:fe' present. Diffuse microgliosis was observed in the brain and pons.
Most of the astroglial fibers were segmented on GFAP staining, a typical but non-specific signs of dis-
organization of the blood-brain-barrier of unkrown cause.

His glucose level was-196 mg/dl (10.9 mmol/I) at 16:41 and 466 mg/dl (25.9 mmol/l) at 16:52 though
he had no diabetes mellitus. Rapid increase in the glucose level may be induced by very high doses of
'adrenalme (11.3 mg in total) such as were used for resuscitation. There was no sign of alcohol consump- _

tion.

Case 5. A 39-year-old previously healthy man developed flu-like symptoms on the evening of February
.25th 2005. His body temperature was 37.4°C when he consulted his family physician at a hospital at
7:30 p.m. He was diagnosed as having influenza B and was treated with 0.5 g of intramuscular dipy-
_rone and infused with 500 ml of maltose-lactated Ringer’s solution containing 1 g of cefpirome sulfate
over a couple of hours. He was then prescribed Tamiflu (two 75 mg capsules b.i.d.), cefcapene pivoxil
hydrochloride (100 mg t.i.d.), naproxene (100 mg t.i.d.), ambroxol hydrochloride and throat lozenges.
Returning home, he took one dose of each medication. 10 minutes later, at around 10:00 p.m., he went
to bed. Next morning his mother found he was lying face upwards with open mouth and open eyes but
leaning a little to his left, and apparently not breathing. His mother called an ambulance, but when it
- arrived the crew informed his mother that he was dead and took the body to the hospital where death

was confirmed.
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Autopsy was confirmed by a specialist in forensic medicine at the university medical school. Major
findings of the autopsy and histology were as follows: dilated and heavy heart (448 g) without inflamma-
tion or fibrosis, pulmonary oedema without pneumonia, massive amounts of sputum in the bronchi and
of a pinkish or brownish mucous in the trachea and larynx and a liquefied adrenal medulla. Viral testing
revealed influenza B. Examination of the urine with triage testing proved negative for amphetamines,
hypnotics, marijuana and antidepressants. Troponin testing in the urine also proved negative. The time
of death was estimated at around 1:00 a.m., i.e. about three hours after taking the medicines. The cause
of death was diagnosed as acute left heart failure due to dilated cardiomyopathy.

It is notable that this man had been entirely heaithy before developing influenza. He had no trouble

_during or after the infusion of cefpirome in 500 ml of fluid over a couple of hours and he had shown no
signs or symptoms of heart failure before taking one dose of each medication just before falling asleep.
It can therefore be assumed that his heart failure and lung oedema set in after he had taken the medicines.
There was no sign of his having consumed alcohol.

2.4. Two life-threatening cases with or without sequels

Case 6. A 14-year-old boy with a body temperature of 39.0°C (102.2 F) and other flu symptoms was
diagnosed as suffering from influenza A by rapid testing at a clinic near the ski resort which he and
his family had visited on 31st December 2005. He vomited about one hour after taking the first dose
of Tamiflu (one 75 mg capsule) at 11:00 a.m. His father then took him back to the family home, which
_involved some 8 hours of driving, arriving at about 20:00. As soon as the boy arrived home, he took a
‘second Tamiflu capsulé. One hour after the second dose, he developed a headache and looked agitated
saymg “can’t breathe”, “Wau Wau” and something else that made no sense.
" His father held him tight to calm him but his face became cyanotic and then he suddenly turned
pale, his eyés turned upwards, his extremities became flaccid and he lost consciousness. By the time
. an ambulance arrived he had begun to breathe again but very weakly, and his father was very anxious
that the breathing might fail again. In the ambulance the body temperature was 37.5°C (99.5 F) but
after admission to hospital it rose again to 38.8°C (101.8 ), falling once more to 36.7°C (98.1 F) after
taking paracetamol. Seven hours after he had taken the second dose of Tamiflu he again became agitated,
shouting and with evident dyspnea and his eyes were again turned upwards. He recovered completely
15 hours after taking the second dose of Tamiflu. His electro-encephalogram (EEG) showed no evidence
of encephahtlslencephalopathy He now had no fever, there was no recurrence of neuropsychiatric and
respiratory disorders and he was discharged on the third day of admission. There was no sign of alcohol
consumptlon at-any time:

Case7. A _10-month-old girl who was born on March 12th 2002 weighed 3324 g at birth; there were
no birthing complications. She grew steadily, could sit unsupported by the 6th to 7th month and began
crawling backward for the first time in the 9th month and also began crawling forward a little later. She
could stand supported and was making early attempts to walk and talk (“ma-ma-ma” and “ba-ba-ba”™).
She could hold a spoon and eat with it when her mother put some food on it. She also played with her -
toy telephone. At a routine check-up on December 26th 2002 her height was 71.2 cm and body weight
was 9.0 kg. All these facts suggest that her physical, cognitive and emotional development was initially
normal. ' _

» On 16th January 2003, she was inoculated with influenza HI vaccine 0.1 ml. In the evening on that
day, her body temperature rose to 38.6°C (101.5 F), she had a running nose and productive cough;
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her temperature thereafter fell until January 19th after which it rose again to 37.9°C (100.2 F). Her
mother took her to a clinic. Rapid testing for influenza A and B was negative and the doctor prescribed
d-chlorpheniramine maleate, tulobuterol, carbocysteine, tipepidine hibenzoate, pranoprofen and parac-
etamol suppositories. Her mother gave her all these drugs except pranoprofen and paracetamol only on
the first day (January 20th) since her body temperature fell promptly. On January 22nd however her body
‘temperature rose again and her mother returned with her to the clinic; her temperature was now 38.6°C
(101.5 F) and a doctor diagnosed influenza though without specific testing; he prescribed Tamiflu 18 mg
b.i.d. She was given an initial dose at 15:30. The mother, who was carrying the girl on her back, noticed
something abnormal at 16:20. The mother tried to let her sit at this time but she could not sit unsupported.
She fell down with flaccid extremities and lost consciousness with cyanotic lips and froth. The mother
took her to the clinic again at 16:45, and when the doctor saw her she exhibited clonic seizures and
was unconscious. She was treated with a 4 mg suppository of diazepam, and the seizures ceased within
some 10 minutes. Her consciousness apparently recovered after one hour and three quarters (18:30) and
the doctor recorded no abnormal findings when she left the clinic. The mother recalled that her body
temperature was less than 38.6°C (101.5 F). She did not take another Tamiflu.

Her temperature fell and other common cold-like symptoms disappeared except on 25th when her
body temperature was 38.9°C (102.0 F) without taking any medicines.

On January 26th, her mother noticed that she did not crawl as she used to.do before the events on
22nd. The movement of her upper extremities was not much affected but she crawled dragging her both -
legs. She could no longer stand supported; she did not put down her legs and did not try to stand. Her
normal mental and physical condition which was acutely impaired at the time of the event has since that
time ceased ‘to develop satisfactorily. When she was two years and two months old, she became able to
stand by grasping something. At the age of two and a half she could walk one or two steps. By the age of
two years and eleven months she could stand up unsupported and could walk about 10 m, and she could
walk by herself at around three years of age.

Following ttic acute events of J anuary 22nd the child became very passive and ceased to speak She
_spoke a little for a short period before her second years birthday, but thereafter she essentially lost the
ability to speak until she was three and half years old. She can now say papa” “bye bye” and “puapua”

(this means mama. She cannot pronounce mama).

After the acute event she stopped trying to grasp a spoon and o eat by herself. It was not until she was
3 years and 5 months old that she could eat by herself again. ‘

She is now 5 years old but she cannot put on clothes by herself, cannot excrete independently, cannot

“eat nor go up and down the steps’ alone: She is almost entirely dependent on others for her daily activity
at home and in the society..

Magnetic resonance imaging (MRI), performed in April 2006, showed very slight atrophy in the right
hippocampus, and poor development in the bilateral sylvian fissure was suspected. No seizure-spike was

- observed but basal waves were not completely normal by the EEG taken in April 2006. '

2.5. A late onset case with neuropsychiatric symptoms lasting for two weeks
‘Case 8. A 15-year-old junior high school boy with a body temperature of 39.2°C was diagnosed as
influenza B by a rapid testing by his family physician. Tamiflu 75 mg b.i.d. was commenced on the

evening on February 8th together with paracetamol 400 mg b.i.d. and various other drugs to relieve the
-symptoms of flu. His body temperature fell to about 38.0°C next day and about 37.0°C on 10th, but he
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could not go to school. On 12th his body temperature was within the normal range but he was lethargic
throughout the day.

After he took the last dose of Tamiflu on 13th (6th day since commencement of Tamifiu), he went to
school where he sat erect with his legs folded under him (Japanese sitting style) on the desk and began
to sing loudly during a lesson. He could not communicate with his classmates or look them in the eyes.
He seemed to be delirious. His parents took him back home where again he was lethargic, though no
other abnormality of behaviour was apparent, and he was unwilling to return to school. After four days

_his parents took him to the physician who referred him to a general municipal hospital. There he was
thought to be suffering from abnormal behaviour induced by Tamiflu and was admitted.

Routine examinations including urinalysis, complete blood count and blood chemistry, head CT, brain
MRI, EEG etc. were normal. Serum ammonium-level was also normal. During the physical examination
before admission, he commented “There are insects on my mask” which led the staff to suspect that he
was experiencing visual hallucinations.

On admission, signs and symptoms characteristic of delmum were observed: he tried to pull out his
venous lines out or attempted to go home shouting “This is not a hospital this is a nursing home for

_ elderly people”. His doctor decided that he should be away from the hosp1ta1 for several days (February
17th to 23rd), since he could not be maintained there.

On February 19th, his parents took him back to the hospital to be tested (SPECT) but he did not want
to go inside the building. Finally he underwent a test but could not complete it because of his agitation
~ during the procedure. On 20th he was referred to another hospital for a second opinion, but he could not
* await until his turn; rushing out of the hospital into the street he narrowly avoided being run over by a
car. : :

After February 22nd he tried to attend school with his parents during his-hospital leave and did so

- without any apparent trouble. He was formally discharged fromr hospital care on 23rd February. On

26th (Monday) and on 27th (Tuesday), he went to school and noticed that he had engaged in strange .
behaviours only after reading text messages from his classmates on his mobile phone. He was very much

ashamed with this, but could not himself recall what he had done. After this he became fully normal and

controlled. The entire episode had lasted for 18 days after commencement of Tamifiu, 16 days since the

initial fever fell to normal, 14 days after the onset of Iethargy, and 13 days after beginning of abnormal

behaviour.

He was reluctant to attend the school’s graduation ceremony on March 13th although he had been able
to take an entrance examination for high school on March 7th. Once he reahzed that he had passed the
examination, he gradually regained his usual cheerfulness.

There was no sign of alcohol consumptlon during the course of these events.

3. Discussion

Oseltamivir phosphate is easily dissociated in the GI tract to form oseltamivir which is absorbed
from the gut and is extensively hydrolysed to OCB (Ro64-0802) and ethano] by liver microsomal car-
boxyesterase (hCE-1); apart from this, up to one fourth of oseltamivir is distributed via circulation and
enters the brain tissue through the blood-brain barrier [13-15]. OCB is a potent selective inhibitor of in-
fluenza A and B virus neuraminidase [13-15], while oseltamivir phosphate and oseltamivir lack antiviral
_ activity. The absolute bicavailability of OCB is 79.0% (SD 11.6%) [13-15].
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3.1. Profile of adverse reactions to Tamiflu in human subjects

(1) Low body temperature.

One of the most prominent adverse reactions (AR) to oseltamivir observed in humans is low body
temperature. According to the Chugai Pharm Co. (Chugai), 136 cases of reduced body temperature cases
were reported to the company by June 2005. It is pointed out in the literature that low body temperature
may be related to oseltamivir and the complication is not limited to children; that adult cases with low
body temperature were also observed [85]. Chugai agrees that the reduction in body temperature is one
of the adverse reactions to oseltamivir which may inhibit the body temperature regulating center in the

-brain [16]. -

Reduction in body temperature by inhibition of this regulating center undoubtedly means that oS-
eltamivir readily passes the blood—brain barrier (BBB) and enters the brain not only of babies younger
than one year old but also of older children and even adults who have not consumed alcohol when they
are infected with influenza or other acute 1nfect10us diseases.

-(2) Sudden onset psychiatric disorders including abnormal behaviour, delirium and hallucination.

Cases 1 and 2 are the typical cases showing a sudden onset of abnormal behaviour and occurrence of
accidents. MHLW reported the case of a teenage girl with abnormal behaviour as a result of hallucina-
tion [62]: as soon as her body temperature fell, she ran to the window but her mother stopped her from
jumping from the window, thus preventing an accident. MHLW warned of the possibility of abnormal
behaviour by publishing this case in June 2004 [62]. Chugai had received 69 reports of hallucinations by
June 2005 [16], though only 10 cases of hallucination and 8 of abnormal behaviour had been reported as
adverse reacttons to Tamiflu on the Japanese PMDA website up to March 2005 [77]. After my presenta-

- tion of this issue at a scientific meeting in November 2005, 35 further incidents of abnormal behaviour
were reported in three months between January and March 2006 [77]. :

.“The Japanese MHLW has announced that since 2001, when marketing of oseltamivir started in Japan
“and up to May 31st 2007 it had received 1377 reports of adverse reactions [63,64]. Of these, 567 were

serious neuropsychiatric cases, including at least 211 showing abnormal behaviour [63,64). Of 71 deaths
reported by MHLW, accidental deaths from abnormal behaviour were noted in eight (five in teenagers
three in individuals aged 20 or over) [63,64].

FDA [27] holds reports-on 103 neuropsychiatric cases (95 cases of these including 3 death cases aré
“from J apan). 75 patients (73%) experienced neuropsychiatric symptoms after one or two doses of Tam-
“iflu. The times of onset of symptoms from the administration of oseltamivir (n = 58) are as follows:

0.5h = 12 (21%), 1-1.5h = 12 (21%), 2-2.5 h = 8 (14%). 38 patients (66%) experienced symp-
toms within less than four hours, and 54 patients (9_3.%) experienced them within some 6 hours after
the last. dose of Tamiflu. On the other hand, a few patients experienced adverse reactions after a full
course of treatment dose and after 12 hours or more. It should be noted that the time elapsing from the
commencement of Tamiflu until the onset of symptoms is very short in most of the cases.

" The MHLW task force reported on October 26th 2006 the results of a survey analyzing 2846 children
with flu in the winter of 2005/06, performing in order to the investigate causal relationship between
oseltamivir and abnormal behaviour [63]. It calculated the frequency of abnormal behaviour in patients
treated with Tamifiu and patients not yet treated for each period by dividing a day in three parts (morning,
afternoon and night) for seven days and examining the cumulative frequency for the whole study period.
It concluded that there was no significant difference between these two groups (11.9% vs. 10.6%: hazard
ratio 1.16, 95% CI 0.90-1.49). There are however many limitations in this study. For instance, it is neither
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a randomized controlled study nor a case-control study. It is merely a comparison of the situation before
and after taking Tamiflu. It is not known which occurred earlier, the ingestion of Tamiflu or the event
within each period of first Tamiflu intake for whole study period.

However, based on this study data, proportions of patients with abnormal behaviour in the afternoon
(from noon to 6 p.m.) on the first day of fever can be calculated for patients known to have been
treated with Tamiflu cases (treated) and those definitely not treated with the drug (pre-treatment and
non-treatment cases: pre/non-treatment).

Proportions of children with abnormal behaviour, according to the information provided by physicians,
~ were 0.45% in pre/non-treated cases and 1.82% in treated cases. According to the information provided

. by families, the proportions of children experiencing “Terror or fear” was 0.38% vs. 2.00%. The figures
for “Hallucination” were 0.055% vs. 0.66%, for “Sudden screaming/delirious speech” was 0.60% vs.
2.35% and for “Anger” 0.55% vs. 2.03%. Thus relative risks (and the relevant 95% confidence intervals)
~were 4.02 (1.52-10.53), 5.22 (1.85-14.68), 11.99 (1.57-91.30), 3.89 (1.56-9.62) and 3.69 (1.40-9.67)

respectively. However, these high relative risks were only clearly observed in the afternoon on the first-
day of fever and were not observed from the second day to the seventh day. This tendency coincides with
"FDA’s analysis based on cases reported from Japan [26] and the high frequency of vomiting occurring

only on the first day of the treatment [14].

" The MHLW task force reported on December 25th 2007 the first preliminary results of a survey
analyzing 10,316 children with flu in the winter of 2006/07 [98]. In this report there are many serious
misclassifications of cases; for example, a part of cases with events were deleted from Tamiflu-prescribed
group and added to non-prescribed group. This miscalculation yielded very low odds ratio (0.382: 95%
C10.338-0.432, p < 0.0001). However, correct odds ratio is estimated at least 1.37 (95% CI 1.18-1.58)
and up to 2.56 (1.83-3.61, p < 0. 0000001) [39]. :

(3) Sudden death, hypoxia, resplratory depression and lung oedema.

Of 71 deaths reported by MHLW [64], the number of instances of “sudden death” accordmg to its
classification is 13. However, according to my analysis, in which cases of death following sudden car-
diopulmonar}f arrests are included, the number of instances of “sudden death” was in. fact 41. These
4] cases include one instarice which was classified by MHLW as an “anaphylactic -shock™ “possibly
related to Tamiflu” by MHLW but should be classified as sudden death by my classification. In this
. ‘case a'Woman in her eighties was diagnosed as having suffered. anaphylactic shock although no typ-
ical signs and symptoms of anaphylaxis such as urticaria, wheezing or evidence of laryngeal oedema
were recorded on the case card. In addition, her family told the doctor that her level of consciousness
-suddenly declined just after taking Tamiflu, paracetamol and cefcapene pivoxil, leading to her death.
However, neither the doctor nor the MHLW pointed to the presence of any typical signs and symptoms -
of anaphylaxis, and dlagnosed her as anaphylactic shock simply because she suddenly died after takmg
the medicines.

In addition to the 71 deaths reported by MHLW, there were nine-other sudden deaths which the min-
istry did not recognize as adverse reactions [38]. Of these nine cases four had already been récorded by
the MHLW as adverse events but were not included as adverse reactions. Nor were my present Case 3,
a literature case report by Fujii [29], an Internet report or two cases reported only by phone mcluded in
the cases that MHLW has disclosed to date.

. Overall it would seem that, of the total 80 deaths on record, 50 were sudden deaths or deaths from
-sudden cardiopulmonary arrest (18 in those below 10-years old, 32 in those aged 20 or over). Of these,
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21 were sudden deaths during sleep, 13 were sudden death with respiratory disturbance, and 17 were
sudden cardiopulmonary arrests.

Of the eight cases presented here, three (Cases 3--5) died during sleep and two (Cases 6 and 7) were
very nearly fatal, with severe cyanosis and seizure probably due to hypoxia from respiratory suppression.

A 3-year-old boy described in the literature [29] died within an hour while his parents were taking
him to a hospital by their car after they noticed his abnormal respiration.

After the news release of my presentation in November 2005, I received phone calls and e-mails from
a total of more than 50 people who had experienced (either personally or in their families) adverse
reactions to Tamiflu. Among these, there were two fatalities. One was a 53-year-old male with dyspnea,
¢yanosis and subsequent cardiopulmonary arrest while still in the ambulance. The other was a 60-year-
old male with dyspnea and cyanosis, who died in hospital after cardiopulmonary resuscitation.

Of the eight cases of my report, two (Cases 4 and 5) were autopsied and both showed marked lung
oedema, changes that are frequently observed among dead rats after treatment with Tamiflu (occurring
i one experiment in 9 of 18 animals treated), pointing to sudden deaths from hypoxia due to central
suppression of respiration.

The following two cases whose case reports were disclosed on the MHLW website [63] are. also |

important in considering the contmu1ty of the spectrum covering respiratory suppressmn and sudden
deaths due to Tamifiu.

A two years old boy (MHLW- B04026215) with hydrocephalus and an Amold—Chlary malformation

~and a VP-shunt took oseltamivir phosphate 18 mg as Tamiflu dry syrup five times in four days. He
became unusually lethargic on day 4 and stopped taking the drug. Late on day 4 his temperature fell
to some 35°C and he suddenly suffered cardiac arrest with facial pallor. After about twenty minutes
he was resuscitated in an ambulance. At a hospital his body temperature was 34°C and fung oedema
was observed on chest X-ray without pneumonia; the latter recovered easily after adequate oxygenation.
Brain oedema was however also observed and after repeated incidents of cardiac arrest and resuscitation,
he died 85 days after the commencement of Tamiflu, probably due to hypoxic multi-organ failure.
Another previously healthy boy (MHLW-B05005388) took Tamiflu syrup for two days. His age ap-

pears to have been about ten months old, in view of the dose level of Tamiflu (16.5 mg) and the fact that

he could toddle by grasping fixed objects. On day 3, he became flaccid just after waking. During medical
-examination he developed pulmonary arrest; he was therefore intubated and given artificial respiration
__manually. After three further incidences of cardiopulmonary arrest and resuscitation with the aid of a
ventilator, lung oedema was observed by chest X-ray; this was relieved by the next day following ade-
quate.oxygenation. He could be weaned from the artificial ventilator on day 5 after the principal event,
but he had sequels which rendered him bedridden although he could drink and eat something.

The mechanism of lung oedema is discussed bejow.

The spectrum and continuity of symptoms due to respiratory suppression after takmg oseltam1v1r (ie.

“sudden deaths with or without lung oedema sudden arrests with sequels and complete- recovery) are
summanzed in Table 2.

(4) Cases with multiple neuropsychiatric symptoms. :

There are several cases exhibiting a variety of combinations of multxple neuropsychlatnc symptoms
occurring after taking Tamiflu; manifestations include low body temperature, hallucinations, abnormal
behaviour, suppressed activity, suppressed respiration, cyanosis, dyspnea and subsequent seizure.

Among the cases reported by telephone or e-mail is that of a woman in her thirties who noted that
as her body temperature fell to 34.1°C, she tried to call her family for help but could not, and subse-
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Table 2

Spectrum and continuity of symptoms due to respiratory suppression — sudden death, sequels or complete recovery after taking
oseltamivir ’

1. Sudden death without pulmonary oedema (the hypoxic period prior to death may have been too short to allow for development
of lung oedema).

2. Sudden death mainly during sleep with pulmonary oedema (Cases 4, 5).

3. Sudden cardiopulmonary arrest for a substantial period; resuscitated but transient lung cedema ensued and patient died after
several weeks or months due to hypoxic multiorgan failure (MHLW-B04026215).

4. Sudden cardiopulmonary arrest for a substantial period; resuscitation followed by transient lung oedema with sequels
rendering patient bedridden (MHLW-B05005388).

-5. Probably sudden cardiopulmonary arrest for a period with seizure; apparent recovery followed by sequels (retrograde
development with subsequent retardation and gradual development).

6. At least one episode of loss of consciousness and possible hypoxic seizure; complete recovery without sequels (Case 6
and many similar cases in MHLW’s reports),

7. Asthenta, dyspnea and/or cyanosis without seizure followed by complete recovery (many cases in MHLW’s reports).

‘quently lost conscicusness. After regaining consciousness, she could not move and experienced visual
and auditory hallucinations. . ' '

» Sugaya reported a case with low body temperature and cyanosis [86]. Among the series of cases
reported in the present paper, Case 5 experienced delirium, severe dyspnea, cyanosis, suppressed respi-
ration and subsequent seizure. His body temperature was 37.4°C. He experienced a second episode with
delirium, agitation, dyspnea and subsequent seizure 6 hours after the first episode. In this case the body
fell to 36.7°C about 100 min after taking paracetamol. ‘

A Japanese case (case #5769078) reported by the FDA [26] involved a 15-year-old male patient treated
with oseltamivir 75 mg b.i.d. for influenza. He experienced delirium, involuntary movement, seizure and
subsequent loss of consciousness and collapse. His temperature was 38.1°C on arrival at hospital. After
admission, his temperature went down to 37.6°C with stable vital signs. He experienced a second episode
of delirium with abnormal behaviour at midnight but he did not remember this incident. The first EEG

" showed no abnormality but a second EEG showed a spine-like spike. '

This case was reported as one of seizure. As noted above however, various other symptoms were also
. present, notably two episodes of delirium (one with decreased temperature and antegrade amnesia, loss
" of consciousness and collapse), with improvement over the next two days.

(5) Reactions with delayed onset and/or a prolonged course.

Case 8 is one of the typical cases with delayed onset and prolonged course. There are substantial
mnumbers of cases in which neuropsychiatric reactions appear only after several days of treatment with
Tamifiu. However, in some cases neuropsychiatric symptoms appeared after taking a few doses and they
continued for more than a week or even for as long as several months. For example, a 9-year-old boy was
treated with two doses of Tamiflu for his fiu A [44]. Even after his body temperature had decreased to
normal, he had not fully recovered and he experienced reduced consciousness with amnesia for a week.
" These symptoms recurred about a month later without any triggering factor and on this occaSIOn lasted
about a week.

' There are in total 22 known deaths which are neither sudden deaths nor accidental deaths resulting
from abnormal behaviour [59,60]. Of those, four are deaths from sepsis following exacerbation of pnen-
monia after possible respiratory suppression. Nine cases. are possibly related to exacerbation of mainly
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pneumonia. Gastroinestinal (GI) bieeding occurring six days after one dose of Tamiflu 75 mg was the
main cause of death in a case treated with dialysis due to renal failure.

~ GI bleeding was observed in eight patients in all including three cases classified as instances of sudden
death (two boys under 10-year-old and a man in his thirties) [63,64]. Bleeding was one of the complica-
tions in four adult cases classified under the headings severe infection or sepsis [63,64].

Beside these disorders recorded as causes of death, hyperglycemia is one of the typical delayed re- -
actions to Tamiflu. This conclusion is based on the analysis of several randomized controlled trials and -
the adverse reaction is described in the New Drug Approval Package (NAP) of oseltmivir (in Japanese):
Tamiflu capsule for treatment [13).

(6) Reactions of allergic origin and other possible complications.

A further five deaths were associated with disorders of an allergic nature: two involved fulminant
hepatitis with hepatic failure (one with a positive and one with negative drug-induced lymphocyte stim-
ulation test: DLST), and the three others involved toxic epxdermal necroly31s pancytopema and agranu-

‘locytosis respectively [63,64].
Acute hemorrhagic colitis induced by oseltamivir with posmve DLST for oseltamivir was reporied
[10G].
The clinical course of death could in three cases not be ciassxﬁed as the available information was
: msufﬁcuent '

(7) Summary of profile of adverse reactions to Tamiflu.
In view of the above, the serious adverse reactions to oseltamivir reported so far may be roughly
classified into three groups:

(1) Sudden onset adverse reactions related to the -central nervous system suppressant action of os-
eltamivir:

(a) Sudden death, mainly during sleep, after complaints of dyspnea or abnormal respiration,

or death with sudden pulmonary or-cardiopulmonary arrest. Semnolence, sleep, vomiting,
" headache and/or hypothermia may be frequently observed as initial prodromal symptoins. Dys- . -

‘pniea, cyanosis, agitation, or loss of consciousness with grand mal seizures may be often ob-

served just before the sudden death. However sudden death might also occur during apparent
- sleep.

" (b) Abnormal behaviours and other acute onset neuropsychtatrzc dzsorders Low body tempera-
ture, hallucinations, agitation and/or difficulty of movement may be observed before abnormal
behaviour is noted. Visual, auditory or pain hallucination may occur and even suicidal ideation
-or suicidal attempts have been reported.

2) ‘De_layed onset serious adverse reactions such as'delayed onset neuropsychiatric reactions with -
prolonged course, pneumonia, sepsis, bleeding and hyperglycemia. Reactions of this type usually
occur after taking several doses or a full course of Tamifiu, This type of complication could however

. occur even after taking a single dose in cases of severe renal failure because of a prolonged high
plasma concentration of OCB. ‘ :

(3) Reactions of allergic origin such as fulminant hepatltls tox1c epldermal necrolysis, agranulocyto- -

. 31s pancytopenia and others. -
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3.2. The toxicity profile of Tamiflu in animals

(1) Deaths.

Sudden deaths were observed'in at least three animal toxicity studies submitted to the MHLW [14,15]:

(a) In a dose finding toxicity study on 7-day-old rats, 18 of 24 treated with 1000 mg/kg of oseltamivir
phosphate (OP) (i.e. 761 mg/kg of oselltamivir (OT)), died within seven hours after the treatment. Vac-
.uolization of liver cells was observed in all dead rats and lung oedema was also observed in nine of the
18 dead rats on histological examination. No death was observed in 500 mg/kg (381 mg/kg of OT) or
lower dose groups including the vehicle group.

(b) In a series of 7-day-old rat toxicity studies, it was noted that two to three hours after the first dose
of OP had been administered, 2 of 14 rats died in the 700 mg/kg (533 mg/kg of OT) group and 3 of 14
rats died in 1000 mg/kg group. Symptoms such as decreased body temperature, decreased spontaneous
movements and slow and/or irregular breathing were observed in 6 of 14 rats in the 700 mg/kg group

‘and 12 of 14 rats in 1000 mg/kg group. Tremor was observed in one rat and collapse was observed in

- another rat among 14 rats of 1000 mg/kg group.

(¢) In a series of toxico-kinetic tests, young rats were treated with a smgle OP dose of 1000 mg/kg.
Seven of 56 seven-day-old rats died between 10 minutes and 4 hours after a single dose of OP. Symptoms
such as decreased body temperature, paleness and decreased spontaneous movements were observed
-in 8 of 56 rats. One of twenty eight 14-day-old rats died 10 minutes after the treatment. No particular
abnormality was however in the surviving or dead animals. No drug-related deaths were observed among
twenty eight 24-day-old rats or twenty eight 42-day-old rats.

(2) Symptoms suggesting central nervous system suppression.

Symptoms such as decreased body temperature; decreased spontaneous movements and slow/irregular
breathing before death and frequent ﬁndmgs of lung oedema at autopsy suggest that the major cause of
.death is probably respiratory suppression due to central nervous system suppression.

(3) 64 times hlgher concentration in the immature brain.

The ratio of maximum concentration (Cmax) of OT in the brain-of 7-day- old rats to that of mature .
(42-day-old) rats was about 64 and the ratio of Cmax of OT in 7-day-old rats’ brain to plasma was
about 0.81.. A ratio of Cmax of active metabolite (OCB) in the brain of 7-day-old rats to that of mature
(42-day-old) rats was only 3.1. The ratio of Cmax of the active metabolite in 7-day-old rats’ brain to that

“in plasma was 0.72 [15]. '

(4) The non-fatal rat dose was 1020 times higher than clinical dose.

Non-fatal dose in rats (500 mg/kg of OP) is about 100 times the recommended human dose in-chil-
dren (5.3 mg/kg/day as OP or 4 mg/kg/day as OT) calculated on a mg/kg basis for OP, but it is only
10-20 times the recommended dose in terms of AUCy—24 1, of OCB. No data are available for compari-
son between concentratioris of oseltamivir in the brain and plasma of 7-day-old rats and those measured

“in hiuman infants less than one year of age.

(5) Other toxicities: pneumonia, GI bieeding and renal toxicities [13].

Three of six rats treated with 100 mg/kg (equivalent to free form) of OCB 1ntravenously for two
-weeks developed acute alveolitis. Of the three, one exhibited wheezing on day 14 and was sacrificed the
next day. Diffuse hemorrhagic alveolitis (pneumonia) and pulmonary microvascular thromboembolism
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were observed in this animal. The AUCy—, of 160 mg/kg of OCB administered intravenously was

' 53.9 pg-h/ml, which is only 12 times higher than the average human AUCy—4 (4.6 pg-h/ml) on day 7 in
individuals treated with 75 mg oseltamivir b.i.d. The AUCq , of safe level i.v. doses (20 mg/kg) in rats
was 8.55 ug-h/ml, i.e. less than twice the usual huran AUC. '

Lung oedema with congestion was observed in one female dead rat among ten treated with 2000 mg/kg
of OP for three days in an oral toxicity test for two weeks.

Leukocytosis, an increased glucose level, histological change in renal tubules, increased relative
weight of liver and kidney were also observed in various doses and various animals treated for vari-
ous periods.

In the marmoset monkey 7-day oral toxicity tests, one of four animals treated with 2000 mg/kg of OP
was sacrificed on day two, because of dying after severe vomiting, sleep, slow movement and collapse.
Other three. animals were all sacrificed on day four and the test for this dose group was discontinued.
In all of the animals killed, reddening of the stomach mucosa macroscopically and mucosal bleeding -
‘with erosions, ulcers and atrophy was observed in t_fle stomach histologically. In the animal killed on
day two, these findings in duodenum and jejunum were also observed with macroscopically swollen
small intestine. In stead of 2000 mg/kg, new dose group was started at the level of 1000 mg/kg of
OP. In this dose group, reddening macroscopically and atrophy hlstologlcally of the stomach mucosa -
were observed. Vomiting was observed in the 500 mg/kg OP group, but this level was considered as
non-observed adverse effects level (NOAEL) by the manufacturer, though the lowest level (100 mg/kg)

‘should be the real NOAEL.

The safety index (animal AUCy 5, with no toxicity by human average AUCp—4 when taking 75 mg
capsule b.i.d.) is only 3 for the four-week toxicity studies in rats and the six month oral toxicity studies
in rats, 8 for the two week oral toxicity study in rats and 10 for the marmoset monkey 7-day oral tox1c1ty
study

(6) Interaction with alcohol (acting as a partial agonist and antagonist).

Recently, in 28 weeks old rat experiment, oseltamivir (50 mg/kg ip) administered two hours prior to
. injection of ethanol (3.3 g/kg ip) shortened the duration of the loss of righting reflex (LORR) induced
by ethanol, while the rectal temperature measured one hour after ethanol injection was significantly
lower in rats treated with oseltamivir than in those not receiving oseltamivir treatment [46]. In the CAl
region of hippocampal slices, oseltamivir (100 uM) induced paired-pulse facilitation in population spikes
.without changes in excitatory postsynaptic potentials. Similarly, 3 pM OCB facilitated neuronal firing,
though the facilitation did not involve GABAergic disinhibition [42]. These results apparently mean that
oseltamivir may act as an agonist while OCB acts as an antagonist to ethanol.

However, none of eight human cases presented here was reported to have taken alcohol. Only two
cases among hundreds of serious neuropsychiatric adverse reactions to Tamiflu (including instances. of
sudden death) were reported to have been taking alcohol.

The quantity of ethyl alcohol released when 75 mg of oseltamivir is fully metabolized to OCB is only.
11 mg. This may be too small to.affect one’s neuropsychiatric state including respiration compared with
the levels resulting from ethanol injection in animals (3.3 g/kg ip-as above) or human consumption of
alcohol (about 20-25 g in a bottle of beer or two glasses of wine). )

| 3.3. Similarity of symptoms and findings in animals and in human

Table 3 shows that oseltamivir has almost exactly the same effects im humans and in animals except
for the psychiatric symptoms which are difficult to demonstrate in animal toxicity studies. The spectrum
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Table 3

Similarity of symptoms and histological findings in animals and human subjects after treatment with oseltamivir-p

Symptoms and findings

Humans

Animals: rats and marmosets™

General
symptoms

Psycho-
sensory
symptoms

Pathological/
histological
findings

Temperature

Movement/
behaviour

Sleep
Respiration

Face
appearance
collapse
Death

Abnormal
behaviour
Hallucination/
delirium

Loss of

- ¢onsciousness-

Visual
abnormality

Auditory

abnormality

Lung, heart
and brain

Low temperature

Could not move, could not speak even when
attempting to do so (suppressed behaviour),
abnormal behaviour (excitatory behaviour)
Somnolent

Suppressed respiration, abnormal respira-
tion, shallow and weak respiration, irregular
and mixed patterns (deeper and lighter respi-
ration) respiratory arrest

Pale, cyanosis, blackish hue

Collapse, cardiopulmonary arrest
Death

Abnormal behaviour, Hallucinatioxﬂdelirium )

Decreased level or loss of consciousness, an-
terograde amnesia

Besides visual hallucinations, misleading vi-
sual impressions of real objects (size, pat-
terns).

Normal sounds appear very loud or non-
existent sounds are experienced. Patient may
cover both ears to protect from supposedly
loud noises. ' :

Marked pulmonary oedema is often ob-
served in the sudden and autopsied death
cases (8 of 11 including our cases). Tempo-
rary pulmonary oedema may be observed in
the resuscitated cases. Brain oedema and/or
bleeding may also be observed in sudden
death cases.

Lowering of temperature

Decreased spontaneous movement (sup-
pressed behaviour)*

Prone to sleep”®

Slow and weak respiration, irregular respira-
tion :

Cyanotic before death

Collapse™
Death

These symptoms may be difficult to detect
in animal experiments and have never been
investigated in animal toxicity studies of
oseltamivir-p.

Lung oedema was observed 'in nine of
18 dead rats. No macroscopic or histologi-
cal abnormalities were reported for the brain.
But it does not mean the possibility. GI
bleeding is frequently observed in the high
dose group of marmoset monkey.

of effects in humans and in animals including lung oedema is exactly the same as that of central nervous
suppressants such as benzodiazepines and barbiturates. :

3.4.. Neuropsychiatric symptoms and disinhibition due to CNS suppressants -

Respiratory suppression and abnormal behaviour are different effect profiles of central nervous system

suppressants.

It is well established that benzodiazepines and barbiturates that induce respiratory suppression may
cause bizarre uninhibited behaviour including anxiety, irritability, hallucinations, and hypomanic behav-
“iour or even hostility and rage as a result of disinhibition or dyscontrol reactions [7]. Paranoia, depréssion
and even suicidal behaviour may also occasionally accompany the use of benzodiazepines and barbitu-

rates [7].
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Table 3
) (Continued)
Symptoms and findings Humans Animals:
rats and marmosets”
Significant Very slight Even life-threatening cases recovered with- None of the surviving animals cases had
differences differences out sequels except in two instances, but there pathological changes. No deaths were ob-
between seem (o are many fatalities. There seem to be very  served in the 500 mg/kg group while few
fatal and determine slight differences between fatalities and sur-  died in the 700 mg/kg group and most died
surviving death or viving cases. Most of the surviving casesre-  in the 1000 mg/kg group. No abnormal find-
cases survival covered within a few days, though delirium  ings were observed except vacuolization in
: and psychiatric symptoms occasionally con-  liver cells of all dead rats and lung oedema
tinued for more than a few months. in 9 of 18 dead rats

Timing of Symptoms appear at the first dose or onthe In rats before weaning, most deaths oc-

onset of first day of administration in mgost cases.” cur following the first dose. As animals

reaction Symptoms usually subside even on contin-~ grow older, BBB function develops and

oscltamivir is prevented to. enter into the
brain by increased efflux transporter function
of BBB. in some mature marmoset cases,
symptoms appeared on day 2 to day 4.

* Two male and two fernale marmosets which weighed around 400 g'were treated with 2000 mg/kg of oseltamivir-p. Of these
four, one exhibited suppressed behaviour, fell asleep, collapsed and died on day 2. The remaining three were sacrificed on day 4
(therefore, all were reported as “dead”). All animals hemorrhaged in the GI tract (erosions, ulcers, hemorrhage and atrophy).
No toxico-kinetic data including Cmax and AUC were available for this experiment.

These forms 'of disinhibition or “dyscontrol” may all be viewed as different expressions of a broad
spectrum of effects exerted by central nervous system suppressants such as benzodiazepines and barbi-
furates.

3.5, Differences from infection-associated encephalopathy including Reye’s syndrome and/or
influenza-associated encephalopathy

Following restrictions on the use of NSAIDs as antipyretics for children in Japan in 2000 [37], the pro-
_portion of NSAIDs users among cases of Reye’s syndrome and/or influenza-associated encephalopathy
decreased from about 30% to below 10% and the proportion of case fatalities resulting from influenza-
associated encephalopathy decreased from about 30% to about 10%. Two years (i.e. two winter seasons)
elapsed during which the proportion of case fatality of influenza-associated encephalopathy decreased,
before the marketing of Tamiflu dry syrup for children in Japan commenced in September 2002.

* T'have collected nine papers reporting on 15 animal experiments designed to investigate the effects of
NSAIDs on mortality in infected animals [19,23,45,46,49,52,71,72,83]. One experiment was excluded
“ because proportions of death of both groups were 0; reports on 14 experiments were therefore examined.
Various NSAIDs were tested including ibuprofen, flurubiprofen, mefenamic acid, indomethacin, salicy-
lates and so on. Various microorganisms including viruses, bacteria and protozoas were used. Propor-
tions of death from these experiments were meta-analyzed. Peto odds.ratio for NSAIDs use on proportion
of death in infected animals was 7.54 with 95% confidence interval (CI): 4.50-12.66 (p < 0.0001) and I2
(inconsistency) = 9% (95% CI: 0-52.1%) [36]. Other evidence suggesting NSAIDs as a major cause of
fatal influenza-associated encephalopathy is to be found in a ¢case-control study reported in the Japanese
Task Force’s paper “A case control study on factors related to onset and severity of influenza-associated
encephalopathy” [81]. Three children. among four fatal cases from influenza-associated encephalopa-
- thy took NSAIDs, while among 84 controls (flu without encephalopathy) only five (6.0%) had taken
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NSAIDs. A strong association between NSAID use and fatal influenza-associated encephalopathy was
thus observed: the crude odds ratio was 47.4 (95% CI; 3.29-1458, p = 0.0019) [36], though the task
force reported that the study could not demonstrate any definite relation of NSAIDs to the occurrence of
influenza-associated encephalopathy. The odds ratio for paracetamol was not significant (OR'2.25; 95%
CI; 0.19-58.6) [74].

~ The clinical course of sudden death and accidental death from abnormal behaviour after taking Tam-
iflu is very different from that seen in Reye’s syndrome or influenza-associated encephalopathy. It is
reported that the latter usually continue for less than two or three days until proving fatal [85], but they
run for at least a half day or one day even in the most severe cases. However, in the Tamiflu cases, an
infant may stay well for the first few hours after taking a single dose of the drug, but soon later he or she '
may deteriorate suddenly and stop breathing within ten miinutes. This is one of the most important dif-
ferences between the previously so-called “influenza-associated encephalopathy” or “infection-related
encephalopathy” and this newer comphcatlon

This new type of encephalopathy among infants was first found in: the wmter «of 2002/2003 just after
the marketing of Tamiflu dry syrup for children had started. However a similar adult case of sudden
death had been already reported: in March 2001 [MHLWBO01-529], just after the Tamiflu capsule was
marketed in February 2nd 2001 in Japan. A man in his sixties who had usually been healthy developed a
39°C fever; he was suspected of having flu and was treated with Tamiflu 75 mg b.i.d. Several hours after
taking the second dose of Tamiflu he got worse and consulted another hospital. Although his condition
was not deemed so serious as to merit urgent treatment, hé suddenly went into arrest immediately after
- arriving at a further hospital and died about two hours later from multi-organ failure.

In Case 5, the patient was treated with NSAIDs (dipyrone and naproxen). These might have influenced

“the development of myocardiopathy by enhancing the induction of cytokines in viral infection [57]. The
fatal course may however be too short for acute left ventricular fallure to be established without the
~ contribution of lung oedema caused by Tamifiu.
Times of onset of most sudden deaths and of neuropsychiatric symptoms [25] are very similar. These
- facts also suggest that the majority of sudden deaths and neuropsychiatric symptoms after taking Tam-
iflu are different from the pattern-observed with infection-associated encephalopathy including Reye’s
-syndrome and/or influenza-associated encephalopathy

3.6. Non-Tamiflu-related sudden death and seizure-inducing efrbggs

Tt has been claimed that sudden death could occur due to influenza itself. However, in spite of a
thorough search, I have never seen any report of sudden death caused by influenza. Sudden deaths that

- are believed to be caused by influenza are actually induced by the drugs useéd to treat it. Six child cases of

sudden death were observed during the 2002/03 winter season [84]. All of these cases were found dead
during sleep;-three died during daytime naps and the other three at night. Although four of them took
~ only a single dose of Tamiflu and an 8-year-old boy took amantadine, one boy aged a year and seven
months had according to the original reported taken no drug [84]. This “non-drug” case is sometimes
referred as an example of sudden death caused by influenza. However, it was found later that the boy
~ had in fact been given theophylline [99]. The cause of the sudden death of this infant was thus probably
* either cardiac arrhythmia and/or hypoxia due to a seizure caused by theophylline.

Seizure is a well documented dose-related toxic reaction to some drugs including both amantadine and
theophylline [7,24]. In experiments with a pentylenetetrazol convulsion model, it has been found that
amantadine in a dose of 25 mg/kg and particularly in a dose of 100 mg/kg potentiates convulsive seizures
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[58]. In an electroshock test, amantadine decreased the convulsive threshold {52]. As to theophylline:
interferon reduces the drug’s clearance and increases its elimination half-life in human subjects [95].
The concentration of theophylline thus increases when one has influenza especially with high fever.

In the case of a one-year-and-seven-month-old boy, when an ambulance doctor arrived and saw him
within a few hours after death, the doctor found rigor mortis already in his body [99]. It is also well
documented that if one has experienced a seizure and/or high fever just before death, rigor mortis tends .
to appear earlier than usual. Evidence suggesting that this boy may well have experienced a seizure-prior
to death is the fact that his twin brother, who also had influenza during theophylline treatment for his
asthma, experienced a seizure one hour after the mother noticed his brother’s death [99].

I believe that sudden death during sleep occurs only in those patients treated with oseltamivir, other
central nervous. suppressants, seizure-inducing drugs including theophylline and hypoglycemic drugs
and/or proarthythmic drugs

3.7. Fever delirium and Tamiflu delirium

Delirium or psychosis is not a rare complication of infection [72] and it has been claimed by some
specialists in pediatrics that delirium after Tamiflu treatment may in fact be fever delirium [86]. There
are however many reported cases in which delirium or hallucination after taking Tamiflu occurred at low
body temperatures: for example, as low as 34-35°C. '

In order to analyze the relationship between body temperature and abnormal behaviour, I analyzed
two groups of suspected delirium cases, namely cases with no drug history and Tamiflu-treated cases -
collected from phone-calls/fe-mails and from the Internet. 67 delirious cases were collected in total, 15

_non-drug cases and 52 Tamiflu-treated cases including 35 phone-calls/e-mail cases. Information about
body temperature was available for 12 non-drug cases and 35 oseltamivir cases. The differences between
fever delirium and abnormal behaviour after Tamiflu treatment are summarized in the Table 4(A). 80%
of instances of delirium or abnormal behaviour occurred in the absence of fever or after the temperature
had started to fall after taking Tamiflu, while only one among 12 non-drug cases occurred in the absence
‘of fever (Odds ratio = 44.0; 95% CI: 4.37-1081.12, p = 0.000018).

To perform another comparison, I searched PubMed and “Japonica Centra Réevuo Medicina” (a data-
base of Japanese medical journals) using the key words “fever” and “delirium” and found four pa-
pers [48,72,73,88] in which the temperature of patients with delirium was described. All papers were

. Tabie 4

Companson of temperature during deliriitm (with Tamiflu, untreated or published cases of apparent fever delirium in the '
literatures) : . ‘

Treated - (A) (B)
* with Tamiflu No drug Published
L . treatment cases of fever delirium
Delirium in absence of fever 28 (80%) 1*@8% - 81 (37.0%)
Delirium with high fever- 720%) 11 (92%) 138 (63.0%)
Odds ratio of delirium occurring without ' 440 (4.37-1081) - 6.81.(2.68-18.02)
fever on Tamiflu treatment as compared ' p = 0.000018 - p = 0.0000018

with controls (95% confidence interval®
and p value®) :

2 One case with only nasal symptoms before fever developed. ® Cornfield 95% confidence limits for OR’ usihg Epilnfo Ver-
sion 3-3-2. © Fisher’s exact test 2-tailed p-value using Epilnfo Version 3-3-2.
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from Japan and reported a total of 226 fever delirium cases among which temperatures were known in
219 cases. Although authors did not state whether NSAIDs antipyretics and antihistamines were used
or not, there is no doubt that many of these patients were treated with them. However, the proportion
of patients with a body temperature lower than 39.0°C during fever delirium was only 37.0% (81/219)
which is far less than the 80% (28/35) in patients with delirium treated with Tamiflu. Odds ratio was
6.81 (95% CI: 2.68-18.02, p = 0.0000018 Table 4(B)). Only 10.9% of fever delirium patients reported
in papers (24/219) had temperatures below 38.0°C.

3.8. Brain/lung oedema and hypoxia

(1) The drug in the brain and its elimination by efflux transporters in the blood-brain barrier.

Drugs acting on the central nervous system (CNS) have to cross the blood—brain barrier (BBB) or the
blood-cerebrospinal fluid barrier. Recent studies have shown that this is not only a static anatomical bar-
rier but also a dynamic one in which efflux transporters play a role {4,7,87] on-the apical cell membrane
of brain capillary endothelial cells adjacent to the blood lumen.

. The fact that oseltamivir levels with a Cmax 64 times higher are found in the brain of 7-day-old
rats compared with 42-day-old rats [15] indicates that the drug might not be easily eliminated from the
endothelial cells by the immature efflux transporters.

(2) Increase of intra-cranial pressure. .

There are several reasons to conclude that Tamiflu increases intra-cranial pressure. For example, a
5-month-old male infant who was treated with Tamiflu for prevention of influenza vomited one and a
half hours after receiving the drug and his mother noticed his fontanelle was bulging [26]. After the '
second dose of Tamiflu in the next evening, he did not vomit but his fontanelle bulged again. His mother.
- described how “the large fontanelle bulged one or two hours after administration. of oseltamivir in the
evening and returned to the usual size by the next morning”. She said that this phenomenon was repeat-
edly observed throughout the treatment period of eight days [26]. This is one of the firm pointers to an-
increase in intra-cranial pressure induced by oseltamivir itself, since the infant did not have, mﬂuenza
and at this age the BBB might not yet have matured.

In a randomized controlled trial of Tamiflu for the prevention of adult influenza, headache, nausea and
vomiting were complained of significantly. more often in the Tamiflu group than in the placebo group
[15]. The Number Needed to Harm (NNK) for inducing headache, nausea and vomiting was 25, 24 and
55 respectively. This again suggests that Tamiflu increases intra-cranial pressure. '

In a randomized controlled trial of Tamiflu for treatment of influenza in children, vomiting only on
day 1 was observed significantly more often in the Tamiflu group than the placebo group (odds ratio 3.4
95% CI 1.9-6.1) [14]. NNH for inducing vomiting on day 1-was 15, while the odds ratio for vomiting on
day 2 or later was 0.8 (95% CI: 0.47-1.4). This once more suggests that Tamiflu increases intra-cranial
pressure only on day I when used to treat influenza. '

(3) Brain oedema and aquaporins. :

Recent studies have shown that aquaporins (AQPs) play an important role in the induction and res-
olution of oedema in various organs and tissues [5,45,51,54,60,75] including brain [54,45,75] and
lungs [5,54,75]. AQP4 is upregulated in response to cerebral oedema induced by various agents or fac-
tors [54,75]. AQP4-mediated transcellular water movement is crucial not only for the development of
brain oedema after intoxication and ischaemic stroke, but also for fluid clearance in vasogenic brain
oedema [54].
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(4) Lung oedema and aquaporins. -

Epithelial Na™ channel (ENaC), Nat/K+-ATPase pumps, and several aquaponn water channels are
the best described molecular transporters in the lung when pathological conditions lead to the develop-
ment of pulmonary oedema. Lung oedema results from the impairment of alveolar cells and/or capillary
endothelial cells, both of which actively transport fluids from the alveolar space to the blood vessels. In
. acute lung njury (ALI), especially in severe sepsis (systemic inflammatory response by infection), an

inflammatory process damages the capillary endothelium rather than the alveolar epithelium, resulting
in high permeability of the lung capillaries to fluid, which leads to clinical pulmonary oedema. In con-
- trast to the endothelium, the alveolar epithelium is often spared in ALI, and the rate of alveolar fluid
clearance (AFC) in ALI can therefore be maintained and perhaps even increased [102].

(5) Lung oedema, brain oedema and hypoxia.

Although the role of Tamifiu in the development of lung oedema in two of the autopsied cases is not
completely clarified, it is at least possible that severe hypoxia induced by the respiratory suppressive
action of oseltamivir might have contributed to the induction of lung oedema just prior to respiratory
arrest in both cases. The difference between dead and surviving humans and animals is very impressive,
although intermediate cases also occur [63,64]: fatal cases exhibited severe and frequent lung oedema
both in animals and human subjects, while complete recovery was observed in surviving animals and
most of the human cases. In the present clinical series for example, fatal Cases 4 and 5 had severe
lung oedema, while Case 6 and case #5769078 reported by the FDA completely recovered without
sequels [26]. There are many such cases in the published data [63,64] (Table 2).

There are some intermediate cases in one of which a boy died after serious hypoxic brain damage with

transient lung oedema just after he had been resuscitated. Another boy had very sevete sequels following
the occurrence of temporary lung oedema just after he had been resuscitated.
. Lung oedema following severe hypoxia is frequently observed in various diseases such as acute as-
phyxia [6], sleep apnoea syndrome [11,12,10,28,98], and high-altitude disease [2,41,42,94], but also
immediately after extubation [47], and under the influence of drugs including sedatives [64,76] and
‘others [19,83]. When severe hypoxia results from high-altitude disease, brain oedema is observed in
addition to lung oedema [41], and has often resulted in death [41]. High-altitude pulmonary oedema
(HAPE) is the most common cause of death from exposure to high altitudes [1,41].

Hypoxia downregulates the synthesis and activity of both ENaC and Na'/Kt-ATPase time- and
concentration-dependently in cultured alveolar epithelial cells [20,76]. Interestmgly, this effect is com-
pletely reversed after reoxygenation [20,76]. : '

AQP-independent water transport, involving either alternative transcellular water channels or paracel-
lular pathways, plays a major role in Alveolar Fluid Clearance [91].

3.9. Sequels and delayed neuronal cell damage following cardiac arrest

Case 7 and MHLW’s two cases (B04026215 and B05005388) had sequels or hypoxic multi-organ
failure after cardiopulmonary arrest and resuscitation. Though it is not known whether oseltamivir causes
" this type of sequels, I believe that the clinical courses of these three cases aré compatible with that of

the neurological sequels following global ischemia [3,22,55]. However various other disorders such as
.acute disseminated encephalomyelitis (ADEM) [23,31], Rett syndrome [71,93] and various causes of
apparent life threatening events (ALTE) in infants [61] should be differentiated as a cause.

~ A wide spectrum of neurological sequels may follow global ischemia, ranging from brain death, veg-

etative states, and impairment of higher intellectual function to syndromes characterized by amnesia and
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cortical blindness, post-anoxic myoclonus, delayed leukoencephalopathy, and spinal stroke [3] including
paraplegia [22] or lower-limb paralysis [55].

129 patients underwent surgical repair of thoracoabdominal aneurysms, with an overall 30-day mor-
tality rate of 35% [22]. Spinal cord ischemia occurred in 25 cases (21%) of 116 who survived operation.
Partial ischaemia occurred in six cases (25%), and complete paraplegia occurred in the remainder [22].

Animals experiencing 12 minutes of hemorrhagic shock followed by 5 minutes of cardiac arrest
showed severe neuronal damage in the Cornu Ammonis field CA1 region of the hippocampus, severe
hind-limb paralysis and neuronal damage in the lumbar spinal cord 6 hours to 7 days after resuscita-
tion [55]. In view of the results of this experiment, it was suggested that hind-limb paralysis after global
ischemia might result from spinal cord damage.

Loss of intellectual ability including speech and behaviour, minimal atrophic charnige in the right hip-
pocampus and minimal development in the sylvian fissure, suspected in the light of MRI findings in

the present Case 7 are compatible with damage in the hippocampal area. The account of this patient’s
crawling movement (“dragging her legs™) some days after the event is compatible with paraplegia or
hind-limb palsy after global ischemia. Thus it is reasonable to suppose that this girl may have suffered
delayed neuronal cell damage in the central nervous system, especially in the hippocampal area and in
the lumbar spinal cord, due to global ischemia after cardiopulmonary arrest caused by the oseltamivir-

‘induced inhibition of respiratory function. The very slight worsening observed after the mother first

. noticed her behavioural and mental abnormalities may well rule ‘ou‘t the possibility of acute dissemi-
- nated encephalomyelitis (ADEM) since in that condition a monophasic peak of symptom worsening is
more usually observed [23,31]. The very slight changes found on the MRI similarly seem incompatible
with that condition.

- More recently, this girl has shown some gradual development, which means that her development
retardation is not progressive. Absence of stereotypic hand movements also argues against the presence
of Rett syndrome [93]. In the present case, the abnormality occurred abruptly after the event. Retardation
of an infant with Rett syndrome starts after apparently normal development for more than 6 months, but
not so abruptly [71] as in her case. Her breathing disturbance appeared shortly after she took Tamiflu.
She has never shown breathing disturbances while awake except during the acute event. These are other
reasons why a diagnosis of Rett syndrome seems inappropriate in her case.

Seizure, gastro-oesophageal reflux disease (GORD), respiratory syncytial virus (RSV) mfectlon per-
tussis or other lower and upper respiratory tract infections (LRTI and URTI), aspiration pneumonia,
asthma and other causes including ear, nose and throat problems, cardiac problems including cardiac
arrhythmia or QT prolongation, inborn metabolic disorders were listed as causes-of hypoxia in a review
'by McGovern [61]. Ingestlon of drugs or toxins was reported in eleven patients (1.5% of all diagnoses
in that paper). =

Seizure may not have been a primary cause of the hypexia seen in Case Nr. 7 but could have been
-secondary to hypoxia due to respiratory suppression. She had no gastro-oesophageal reflux and was
not so severely infected as one would expect with RSV infection or pertussis. Patients whose causes of
life-threatening events are suspected to be LRTI, URTI or other forms of infection may be treated with
various medicines. In such cases, the possibility that these medicines themselves have induced the life-
threatening event cannot be ruled out. Patient Nr. 7 did not aspirate and had no asthma. Her QT interval
was 0.397 s and she has never had syncope suggesting Adams-stokes syndrome either before or after the
. event. She has never been suspected to have any inborh metabolic disorder.
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3.10. Delayed reactions and inhibition of human sialidase (neuraminidase) by OCB

Li et al. [59] reported that they identified a nonsynonymous SNP (single nucleotide polymorphism)
in dbSNP database, R41Q), near the enzymatic active site of human cytosolic sialidase HsNEU2, a ho-
mologue of the virus neuraminidase that is the target of GCB. This SNP could increase the unintended
binding affinity of human sialidase to OCRB, thus reducing sialidase activity. Theoretically administration
.of oseltamivir to people with this SNP (present in 9.29% of Asian populations but absent in European
and African American subjects) might further reduce their sialidase activity and these authors suggest
that this Asian-enriched sialidase variation caused by the SNP, probably in homozygous form, may be
associated with certain severe adverse reactions to oseltamivir [59].

In the CAl region of hippocampal sections, OCB facilitated neuronal firing, without involv-
ing GABAergic disinhibition, and OCB produced further facilitation following administration of
ethanol [46]. From these findings, the authors indicated that oseltamivir has an effect on the central
nervous system, especially when combined with other agents such as ethanol.

. Neither of the two papers cited above [46,59] refers to sudden deaths during sleep as a major com-
ponent of the adverse reaction profile of Tamiflu to which the central inhibitory effect of unchanged os-
eltamivir probably contributes. However, reduction of human cytosolic sialidase activity by OCB might
be a possible mechanism involved in delayed type adverse reactions to Tamiflu iricluding not only neu-
ropsychiatric reactions but also hyperglycemia, pneumonia, exacerbation of 1nfect10n renal and hepatic
disorders, GI tract hemorrhage and others [63,64].

In mammalian cells, four types of sialidase have been identified. They are classified according to
their major intracellular localization as intralysosomal sialidase (NEU1), cytosollc sialidase (NEU2),
and plasma membrane-associated sialidases (NEU3) and mitochondrial sialidase (NEU4) [96,97].

" Hepatic NEU3 may be associated with sensitivity to insulin and to glucose tolerance through modifica-
tion of ganglioside composition and peroxisome proliferator-activated receptor gamma signaling [101].

Introducing a review on sialidase and cancer [66], the authors make the following general point:

Stalic acids are generally. found in the terminal position of the carbohydrate groups of glycolipids and
glycoproteins. They have been proposed to play important roles in various biological processes by in-
fluencing conformation of glycoproteins, recognizing and masking biological sites of the molecules
and cells. The removal of the sialic acids catalyzed by sialidase is an initial step in the degradation
of glycoproteins and gangliosides. Sialidases of mammalian origin, therefore, have been implicated
not only in.lysosomal catabolism but also in regulation of functional molecules involved in many bi-
ological phenomena [62,73] through modulating sialoglycoconjugates. In fact, the lines of evidence -

" for their involvement in cellular évents including cell differentiation, cell growth, and apoptosis have
.been accumulated. Alterations in sialylation during malignant transformation have been observed to
be closely associated with malignant phenotype in terms of metastatic potential and invasiveness, al- -
though no definite conclusion between sialic acid contents and mahgnant propertxes could be drawn
because of some controversial experimental results. - :

Sialidase is also involved in a wide variety of other physiological processes, including immune func-
tions [82,89,92] such as helper T cell, neutrophil, cytokines and so on [92]. It might be involved in
the late onset pneumonia, and in the aggravation of infection leading to sepsis with multiorgan failure
‘including precipitation-of a disseminated intravascular coagulation syndrome (DIC).

Long term impairment of Immune function may increase the susceptibility to cancer development.
The pharmaceutical company concerned has reported on two long term carcinogenesis studies, cited in
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the new drug approval package (NAP) of oseltamivir capsules for preventative use {15): they comprise
two-year studies in mice and in rats.

In the two-year mouse carcinogenesis study, the proportion of deaths and of liver cell tumours, both
seen in male mice, significantly increased in a dose-dependent manner, although the pharmaceutical
company denied that there was a causal relationship. The “safe” level was 125 mg/kg, which is only 6
times higher than the human therapeutic dose level (calculated on the basis of the AUC of OCB) and this
may explain the chronic toxicity observed in the animals.

In the two-year carcinogenesis study of Tamiflu in rats (75 males and 75 females for each dose level:
0 mg/kg, 0 mg/kg, 50 mg/kg, 150 mg/kg, 500 mg/kg), the proportion of animals developing lymphoma
(male: numbers are 0, 1, 1, 1, 3 respectively), epithelial tumor of the thymus (female: 0, I, 1, 2, 3),
angioma (male: 2, 1, 1, 3, 5) was significantly increased in a dose dependent manner, although the
pharmaceutical company denied that there was causality. A completely safe dose derived from the rat
carcinogenesis study may be 50 mg/kg which is only 1.6 times higher than the clinical dose level for
treatment based on the AUC of OCB. The intermediate level is about 5.8 times higher.

There is only one reported case of acute hemorrhagic colitis induced by Tamiflu but in that instance
an allergic mechanism was involved [100]. However, among the 80 fatal cases now known, bleeding
episodes were described in eight, including one case without severe infection, sepsis or multiorgan fail-
ure (see Section 2.5).

Plasminogen binds neuraminidase and is activated to form plasmin. Neuraminidase is therefore a
plasminogen receptor and its plasminogen-binding activity determines the pathogenicity of the WSN_
virus (a mouse-adapted human isolate A/WSN/33 (WSN), a neurovirulent influenza virus strain that
causes systemic infection when inoculated intranasally into mice) [30].

One certainly cannot exclude the possibility that activation of normal human plasminogen by hu-
man neulaminidase (sialidase) might be inhibited by OCB, in which case normal fibrinolysis might be
affected, resulting in abnormal coagulopathy including DIC. '

3.11. Limitations of postmortem measurement of oseltamivir and OCB level

- One problem encountered in current work is the limited sensitivity of the methods most commonly
used to detect the relevant substances in the system. On July 3rd 2006, for example a 14-year-old boy
died from an accident resulting from abnormal behaviour after taking Tamifly; the case was reported by
‘the media on July 4th 2006. In the course of the autopsy required by law the concentration of oseltamnivir
and OCB in the brain and in the plasma was measured by an HPLC-UV method which can measure
100 ng/g or more of oseltamivir and OCB as reported by Fuke et al. [30]. The concentration of OCB in -
the femoral blood was 400 ng/ml. The highest concentration in all specimens was in the liver at 18300
. ng/g. In all the brain samples taken, however, the concentrations did not attain the minimum detection
level of the method. It may be noted in this connection that the average Cmax after administering one

T capsule of Tamiflu (75 mg) to a healthy volunteer is 60 ng/ml which is well below .the level detectable

with the method used by Fuke (100 ng/g). Moreover, oseltamivir is rapidly hydrolyzed in the circulation.
In plasma samples taken from rats and mice the half life of oseltamivir was found to be only 20—60 min.
In human postmortem blood, the half life may be longer than in that of rats or mice, but oseltamivir may
be almost completely changed into OCB in human postmortem blood and tissues within 24 h. Therefore,
Fuke et al. would hardly detect unchanged oseltamivir in the postmortem tissues and plasma, even if they
used more sensitive methods as HPLC/MS/MS (quantification limit is about 1 ng/g). Causality in a case
such as the above cannot readily be excluded unless the latter methods are available.
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3.12. Methods of assessment for adverse reactions

‘Where a causal relationship between a drug and an adverse event cannot be excluded, the latter should,
according to the definition adopted by the International Conference on Harmonization, be referred to as
an “adverse reaction” [43].

Only a short period has so far elapsed since oseltamivir (Tamiflu) was first marketed in Japan and
elsewhere. Initially, sudden death and death resulting from abnormal behaviour were not recognized as
occurring specifically in those treated with Tamiftu. Today, no-one can realistically deny that there is a
causal relationship. These “events” should therefore now be classified as “adverse reactions” even if the
causal relationship still requires further elucidation. It may be noted that the classifications of possible
adverse reactions as “rathernegative” or “unlikely”, that the MHL.W employs in Japan are not equivalent
to “completely excluded”; they leave open the possibility that there, may be a causal relationship, even
though MHLW uses them to throw doubt on causality.

When many similar reports of supposed adverse events are collected, the causality of these events
should not only be individually assessed; there should also be a collective analysis. Individual reports
should be compared with others, and their similarities and differences should be discussed. In addition,
the spectrum of clinical events should be compared with the spectrum of symptoms observed in animal

-toxicity studies. To date, however, MHLW and its scientific advisory panel have analyzed such events -
only individually and have practically denied that there are causal relationships. Nor have FDA, MHLW
and their advisory panels discussed the similarity of symptoms in human and in animals both dead and
surviving, despite the very close similarity between the symptoms observed in humans and in animals,
‘as discussed in this paper. However, in view of the criticism advanced by the victims and the mass
media after the occurrence of a series of fatal accidents, MHLW has decided that causality will now be
reassessed. :

One must stress that sudden deaths, occurring w1th1n 10 min in a hitherto normal child, have never . -
been reported in cases of influenza-associated -encephalopathy or Reye’s syndrome except following the
use of seizure-inducing drugs. In- most persons with abnormal behaviour, the body temperatures during
the delirious phase were much lower in those with fever delirium.

The causal relationship between Tamiflu and death (sudden death during sleep and accidental death
after abnormal behaviour) thus seems to be very strong. Delayed types of adverse events such as delayed
onset or prolonged neuropsychiatric symptoms which begin even after full dose of Tamiflu and last
for a week or more even for months, pneumonia after the end of taking Tamiflu, bleeding disorders,
hyperglycemia, renal disorders and so on may be related to Tamiflu and more especially to OCB.

If one takes these facts into account it would seem that, even if in cases of sudden death and/or
‘abnormal behaviour or delayed reactions there are confounding factors such as comphcatlons treatment
with other medicines and high fever, the causal relationship with Tamiflu should not be seriously doubted
so long as the patient is known to have taken Tamiflu before the onset-of the symptoms.

3.13. What this paper adds to earlier reports

This paper is built primarily around a case series of eight patients, based on their medical records and
history taking from bereaved families. However, in most of the cases of sudden or accidental death, the
doctors concerned arrived at their diagnoses only by taking the history from the families.

The strength of the present paper lies in the inclusion of cases manifesting a variety of clinical courses
and a variety of causes: three are sudden deaths, two are deaths after abnormal behaviour, two are near
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fatal cases with or without sequels and one a case of a late onset neuropsychiatric disorder that lasted two
weeks. The evidence relating to these cases is augmented by the disclosure by MHLW of the relevant
adverse reaction reports that the pharmaceutical company in question had submitted to the authorities
(i.e. MHI.W). In addition, brief results of animal toxicity tests conducted by Roche were made available
(in Japanese: TK data were corrected very recently by the manufacturer at the meeting of the MHLWs
scientific panel [17]).

This paper adds the following three major points to earlier reports: this is the first original paper pre-
senting a case series of fatal or near fatal adverse reactions to Tamiflu; it is also the first paper overview-
ing the full spectrum of adverse reactions to Tamiflu, and the first paper discussing the causality and
underlying mechanisms of the full spectrum of reactions to Tamiflu. It is true that some evidence of
these matters has been published earlier: Shiomi briefly described four such cases but presented them
only as “adverse events”, not recognized as adverse reactions to Tamifiu [84]: two fatal cases of abnormal
behaviour and one of sudden death were reported earlier by myself at a scientific meeting [35]; 71 other
cases have been listed on the Internet [63,64], and several fatal cases have been personally collected.
However, this is the first original paper dealing comprehensively with these matters and exammmg data
both from animals and from man.

3.14. Possible further studies to conﬁrm‘causalily and provide further elucidation

The number of patients suffering adverse reactions to Tamiflu may be substantial; the fact that 5 fatal
cases were observed in Osaka alone in one season could mean that some 5060 fatalities per year might
occur nationally in Japan. These adverse reactions are important and serious, and the association between
such grave but rare reactions and the drug should be investigated epidemiologically, e.g. using a case-
control study. In the past, no such case-control study could be carried out; it was very difficult to select
matched controls, because most people in Japan who consulted physicians for flu or flu-like symptoms
-were immediately treated with Tamiflu. However, Tamifiu is not necessary for the treatment of seasonal
flu; this view is accepted in Europe, but not in Japan. However, in March 2007 the Japanese authorities
advised against prescribing Tamiflu to adolescents aged 10-19 years. If therefore oseltamivir is indeed
to.be used for seasonal flu during a coming winter in Iapan a case-control study could be carried out
since a substantial number of people might not use Tamiflu knowing its harmful effects, while others
would still use it. This may be one of the best methods to assess the association further, though serious
reporting bias would be confounded because of the legal threats.

~ Another piece of evidence that could confirm the causal relationship between sudden death and the
use of Tamiflu could well be obtained by performing animal infection-toxicity studies. In those studies,
the proportion of oseltamivir concentrations in the brain to plasma would be very high in the animals
infected with an influenza virus or similar agent or treated with lipopolysaccharide. Also, if a toxicity
study using infected animals is conducted, the ratio of concentration in the brain of an infected anima}
to that of a non-infected animal would be very high, comparable to the dlfferences in concentration
observed in infant rats before weaning as compared with mature rats.

4. Conclusion

1. Tt can be concluded that oseltamivir has central nervous system suppressive action resembling that
of hypnotics, sedatives and anesthetics. Signs and symptoms and histo-pathological findings in
animal studies with doses 10-20 times higher than those used clinically (calculated on an AUC
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basis) are similar to those observed in human cases, including pulmonary oedema, decreased body
temperature, decreased movements and slow/irregular breathing. : :

2. In addition, delirium, abnormal behaviour, hallucinations and even suicide could be included in
those symptoms, as resulting from the disinhibitory effects of central nervous system depressants,
including oseltamivir, leading to loss of control.

3. One can therefore conclude that sudden onset type of reactions such as sudden death and death from .

~ accidents due to abnormal behaviour in older children and adolescents, especially when observed
- shortly after taking the first dose of Tamiflu, are probably related to its use.
4. Dyspnoea with cyanosis followed by seizure and cardiopulmonary arrest after taking Tamiflu with
- or without sequels may be related to the drug. Severe sequels may be a consequence of delayed
_neuronal cell damage after cardiopulmonary arrest due to the acute toxicity of oseltamivir.
5. Delayed/prolonged type of adverse reactions, which usually begin after an almost complete course
~of Tamiflu, are probably related to the inhibition of human sialidase (neuraminidase) by OCB.
They include neuropsychiatric symptoms of delayed onset (which often last a week or more and
‘may be exacerbated in the. absence of any evident secondary trigger), pneumonia, exacerbation
of infection (frequently leading to sepsis with multi-organ fallure and death), bleedmg disorders,
hyperglycaemia and renal disorders. :

6. Even where in cases of sudden death and/or abnormal behaviour there are confounding factors such

- as treatment with other medicines or high fever, it would be unwise to exclude a causal relationship .
with Tamiflu where this is known to have been taken before the onset of the symptoms.

- Cases 1-3 in this paper were presented at a session of the Japanese Society for Pediatric Infectious
Diseases in Tsu, Mie Prefecture, November 12th 2005.

After the submission of this paper, the families of two additional cases made their medical charts,
autopsy records available to me for investigation by the end of 2007: A 44-year-old man died during sleep
with severe pulmonary oedema at autopsy and a 29-year-old woman died with low body temperature
(34°C) with severe cyanosis and collapse followed by seizure with pulmonary oedema at autopsy [40].
"MHLW also added two adult death cases: both from exacerbation of infection [65]. After the submission

of this paper, three investigators [18,68,74] found equivocally that P-glycoprotein is the efﬂux transporter
' of oseltamivir at the BBB.
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L7, BBEPRDLETOR, MRS P oD TRRITELLRES EF
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BIEERTHD, FABEE CIT. PA) I kduE, 2005 6 6 A £ TIT 136 ADIKE
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CIERPAFEERT L E CORMITFEFEIZENEWI ARERZEL LY,

[EFHE DHFFEHNE 2006 €2 10 A, A &N I A& EFITE L OEEL BT 57
HIZ 2005/2006 DEAD L — X ANZA VTN FICRE LT 2846 AD/NRE ST
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R, BBV N2 ERAKIERRED bhr iy, BEABERAZ., BHICENESE,
LR L DR 5 IR BRI TR S B EERL L 7, Ll RIS DTREL o7
LOD, BiI-E Y OBREENE T,

FAREDRIEFIZ D TI3 IR+ 2,

S, AL twﬁ%%@@&ﬂﬁki%f&@z«ﬁbw&ﬁ#ﬁ(ﬁ%%-

THAEDHDHE LIaVEE. BROMFLBIRBESEIES LE2cEE T
BHRE) WOWTR2ITE LT,

£2 WEAHICESTELERDARINLETOEMHEE
| ——ALAEENVRRRORRE. S5, R ENH
1. FKEEHDBNERTE (EBEORMIETE5l00 ?)
2. WIKBESRRTE GERIA, 5) (REE BMBELI2AH)
3. AHEE L B REASHE 24 B M) BRAE BB 2 1= LB ~ 500 B I {EBRTR D
| BBBETE TR (F%EER-804036215)
4. DA FERTAYE 2 B R A — BRI O, B SRR R LT
(B4 EM-B05005388)
5. HESUDITELL, ERRIEELEO%K, — REELEA, FEET, TORREETRY
| BRI o (7
6. DIt | EOBHMRIAE(RE: HTLCORMEIL LERREEPEE UL, T
BERIEEUAR (ENES LU, ESFEHDEREORNSMARSATD),
7. BEACHBEE. 77/ —E0H TRE L RLEH(ESEASHAR) .
OFRE:4H. 5LEOPEBARLE LT, £F5 OMEL - EERRIEEEEE L, @A,
| WAIREOR, O (O, OB, O &AW LEAELENE LRSS,

(4) BRI S Lict

7 ITNRER LI, i ORSREERAES LTREALLARS S, TOE -

RE LTI BEESQORE, RETE, TEHMR. RRmE, 77/ —Ee 2%
DERLETH D,
ok Zid, BREPETFA M IV RESNERO 5 b, 30RROKMET. A

2 B4ICETET L, RIEEIEE D L LR TET, Bk L, BESR->Th

HHEI ZENTEY, DRLLHEHHFALE,
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BRIEFRBLEFT ) —Ee ot 1 EHE LTWVW5[86], ARTHELIBID
HCIEL, fEFI B A%, HAE, EELHEREE, o7/ —¥, BEHHAEHY . Tk
WA U, HOBIRIZINAETH o7 HREFO=E Y — Fh 6/ 6 B GR
HELES 7 ER) K2REOVFARSCHE, BERER S| &R s
Lic, ZTORETE T I /7o 0 2RAH 100 5% GREE: ELITR B0 HE) T
RS 36. TCIZ A2 o TWie, |

FDA PR AN OF & UTHRE UISER (casel5769078) [26)iL, A v 7 /(T
LT ALY I EN Tmg BEA XN 15 BOVETH T, FAE, REEED,
TR S TERME R LER Ui, BREIEROMIEIT 38. 1CTHh o T, ABEEE
3T 6 CIIET LA ZAHA VL RE LT, WRICEURAERCEETEOYY
—FRHokd, BILR-oTIOZEY — FERARRELTW o, A
BEIRFELBO Ao, 2EE ORME TRIBRO A/ 7 53380 bk,

IO, BEH L LTHESLTWS, LA LERO XSz, (BRE:: Bl his

i TRL) it b4 DERPRD LN TS, HICEAER 2B THRD

b (1EERERETHRTHINE @5, BlEA EREE-TWV) ZD%2E

THELTWNS,

6)ERMEA D, RISA R B
FEF 81T, BRI GE L -RBETH D, AL I 7ARBALLEICIT
U TRHHBRERAHB LR h 2 @R bhs, LrLEBL, BEltkoT

X2~ 3ELSZRARICHERERSER L. Lae 1 BRH S WNEENA b

> TRERDBFR LIzflbdH 5, '
Blzid, 9ORDBIRM44IE, A VTNV A CRBELTFI7NVE 2ESRAL

o REITEEE CHEEL L - AMIOEERIIEERY T, SEUUAMET L, 1R
ERSREFFEE Lic, SOICHLIARICH. HCERE 2 < FHEOERNER]RL,

1 BERERRE L,

FHLFOFITE, BRETHRL, FREETHHLOERFETH RWFINEE 22
A5 [63,64] ([59,001dR44E), “n oD 5B 4 AL, FHEHIHIORIC LS HEE LK
MAECFE > 2RO H DA TH D, 9 AT, EXMRBEBE L LB ONLHTH
Do ETL ZI 7N Tomg % 1 ESRA LT T6 BEICHME &/ LIoGHT0E
REBERNS, | |

i, (BREE: 80 A%) 8 MICBIEANTHEY. 05 b 3 ARERFRAES

1eBITHDH 2C AR 0ERMOFR, 1 AL 30 mROEM) (63,64, BIOBEELL
BURFEFETIZ /3B E 7 4 AORABITH HMAEEE X iz [63,64]

RO LS R ORNDEELISHT, MR FRIZZ I 7 A ORBGRERR
JED—2TH D, MEHEERIL, RO T v ¥ MuLBERBRERAHH LI ERME
HWEiroTWD (JREIZAWEZ I 70 SV OEHEARERE (NAP) [13]1281H
ShTV3), | -

67 LA ¥ —i, TOMAHE

5 AR (BREE: 80 AH), T LAF— 0L O LE 2 b  BUERFH 2 ATHF

AFEUT, Z05H 1 ANIAEAZ I T LB Y L ERBEEER (DLST) M35,
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LARBETH T, o3 ANXERETN, PEMREMEEE 1 A, FLnBRED
iE 1 A, EERERE 1 A Tho72[63,64],

DLST MGt D@tk i R ABR S ST 3[100],

EROFEMNRBA D, FERNSEAFEERFIHE 3 A,

(MNEITNVDERRBDELD .
FRAPHEITLL, INETRBREESNTWAE I TMILAEERFE R, T
DE I3 OOBITHITARIENTE B,

1) BEHT, V¥ I UAOFMEERICEEE L K&

(a) ZRIRTE (EAR P CPER FREE, MPREE DR), FAROMERE LML
R, MER, Beh. BERICNA, RERR EARERER & LT UK LIERYD
bihd, WREE, F7/—¥, BE KEEREE L L HICERERNER
FEORIC LI LIEFRD 6N, L LERS, BATIMERPICLRD BNIE,

(b) RETEVR L, SRBEORHHEER
EiEE, 1%, BERE L EbIC, @H&w&g%ﬂ‘ﬁﬁmﬁ_%b6né
ZeWbhb, LE. LB LR, BERRE. BEREREFTHEIN TS,

2) B - BRSNS
BFMEDDIBIET S R, AliZe SCRUmIE ., mm ﬁmﬁﬁer&éoh
DA TORINMIBE . FITNEERIIRWVLIES Eﬁ@‘mfﬂ&}%%kébé
=L, BARe mbbmﬁﬁwmmmﬁﬁﬁﬁﬁfnm 1@tﬁbmﬁﬁbr
WK THAELY B,
3) 7 LA
BHERTR-o MR EMAE (TEN) . BESATERE, B4ATREMEm AR Y,

3.2. BRI 55 I T LORER

(D F

ZEARTEI, EHEITIR SNEd2 &b 3 ODEMER THESN TV 514,15,

() ETABREDO-DICEFEN4E%L 7 By BELFD 0T v b TOTHRER
TiI, Y vEAEAZ T EA (OP) 1000mgke (A% I/ (OT) &L
T 761mghkg \CFA%$2) OREX 1EHRE LItk 5, 24 TUH 18 LS 7 i
RIBANIZEETS Lz, BB T v h2fic FFRIRAD ZEfa b 8580 b T, B
(., FET 18 fch 9 il ik IEHSER® b7z, 500mg/kg (OT & LT 381mglkg)
AT OB BEE CIIET HERD bivkdo Tz,

b) 7 HBOS v MERAWEEERER (ZRR) T OP &5 2~ 3R#EIC.

700mg/kg B (OT & LT 533mg/hkg) ThE 14 [EF 2 [E, 1000mghkg ¥ (OT

& LT 76Imgkg) Tk 14 IEH 3MLAFET Uiz, FETRENTZ, EER, E%f&ﬁz -

BhDBEGR, HEIERS ZWIIRREIR, T00mg/kg BT 14 I8 6 IGiT,
7= 1000mg/kg BETIE 14 T 12 [LI258% bivkz, 1000mg/ke BED 14 @EP 1
UCiciREE, fihd 1 ICICERASERD bhiz,
(¢) Toxico—Kinetics X8 (TK 3%88) Ti%, OP & LT 1000mg/kg % BEHE Lz,
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7TBET v MIOP 2 EERS% 10 55 4 BERG ORI 56 PLH 7 ILHFET LTz,
FERE LTI, &R, BA. BRESHOKTH 66 ITH 8 LIz b, 14
HERD T v b X 28 Iof 1 PLASALEDD 10 BT Ui, £ OfdAFHL
FEUHHEFICRER REE &mexoto 21 B 42 ElﬁA (F8£ 28 L) IZHEE
FIBSET IS b o T,

(2) FPAR AR 2 R § SRR
FET DORNIRD b NI RKIESS B REB DORG, WEROBRE AR E 039'&47“
FECR TR TRBEEICERD LIV AR, ERERPBE S < thigislic
R ole Z L E2RE LTV 5,

(3) SRENRBETIL OT DIBEEDS 64 {2
7T HERT v FORMTO OT OFEEERE (Cnax) 13, BB v b (42 HER) o 64 %
Thole, £l THET v FOMP 0T @ Cmax 34 2HH 0T O Cmax DL 0.81
ThHol-2, BEHASEM THS 0CBICHOWTIH., BET v b (42 BiR) ORNT Cuax
x93 7 HEE T v b OB Cmax 41 3. L {SICIBE Rdno i, Fio, TRETZ v D
M A OCB @ Cmax %3 2849 OCB @ Cmax MELIL 0,072 (BRE: : BT 0. 72 1IREHE)
Th-72[15,17 CCER17 85 1,

(4) 7 v MBI 2HEBFERARIBEERERD 10~20 Ei23 &2
T v MBI BERFLAE (OP & LT 500mgke) 3. mekg THRETIIE, /|
IROHEREHE (OP & LT 53mgkg/H. H5WNE0T & LT 4mgkg/B) DF 100
& TH DA%, OCB oM AUC IZ#E $ T 7c gD 10~20 FIT E 20, Ei,
7 BT v b ORBRESCITIRE S 1 ERBOLIROMPRECMPHREE & it
BCE BT —F R0, |

(GY DT « fik, WL HIm., BHEE[13]
Z v MZ 100mgkg (7 V—1A#tEE) © OCB % 2 EEERNEE Lizs = 5 6
B 3 iz atEmmiag N E Ui, 20 3MCH 105 14 B BICHgie %4 Uiefo ),
25353 é:m‘:o ZOT y MMt mEmas (FR) LMo gt _an*?_%&
EAFO bilz, 0B % 100mg/kg THARMZE L7-BE0 AUC, 1d 53.9u g« h/nl Th

ST, ZHUT Timg 1 A 2 1 EREER LHEE® AUC,,, 4.6ug-h/ul) D 12{ET

Ly, Ty bOEREREZ2E Q0mg/kg) B3 AUCo_m%i 8.55ug-h/nl TH
DB, T, b MERED AUC O 2 ISRV, ‘

OP % 2000mg/kg DRE T2 HEMOFETHEARE SN/ 10T O LILOEHET » M,
3 B THIKIEL I S - AT H iz,

BifEEE, MBEEO LR, ERFHICBEREEORY . HERE L CEROMEEE

BN 8ik, Ba AR RYRERE LIcke BB TRO LN TN S,
2000mg/kg O 0P /Z A CHE Lirv—Tt v FOT A ER O EEBHEREBRIT BT,
4L 10CH 2 H B OHRERIZBEF I, MLJIERL, {TEMET. BIRL. EHL
BEFCIRRRIZ 2 o7 le D Th 5, tho 3MbFELFILL, 4 ABICERIh. ZORE
WLk & R ole, BRENIZ2FIO T OREICRBAICIIRR, ABEOICIIEES
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B, ML, EEARD bR, 2 BCBE S —tty Mi. FEOFER, +
ZHEBORIRMIZIZIE L SRR OREIC £ TR bt 2000mg/kg DDV IZ 0P &
LT 1000mg/kg DAEIFH I E N, ZORAETH, BHET AR RER,
OP @-500mg/kg FETHIEHARD bNE, BREFO—EHETO 100mg/kg OHEN
NOAEL (Non-observed adverse effects level) T2 d%, B4, ZOHAE (500mg/kg)
# NOAEL & L7z, M= r R ot GRE . k., ZoFEBRBE I
Cmax RLAUCH b XL IAXRT 4 v I AT —FILREN TR

bt MZ7omg B EAE 1A 2EER L & & O AUC,,, 2R3 A B A ER,
NRVABTOYIE AC,, P EZLFEHKET L. Ty MBROHBVIT v L 6
DABROEMRBTROTN3ITHY . Ty F 2 BRROEMHBR TS, ~— ¢
yh?ﬁﬁﬂ%&ﬁ%?mwﬁ%ot(ﬁﬁ:ﬁE\?yMfméz T8 R AR
LB IR 2 R®MTH - 7)),

@Y7 a—n & OHEERIZ DT EE1EBIRSD 5 B2 a0HAD)

i, 28 @O T v b ERAVWREERT, =& /—/ (3.3gkg BIERN) EHO 2K
MaENz, A& Iy (B0mgkg BIEN) BE5LTEE, =&/~ XBHE
B §HE%L (Loss of righting reflex : LORR) B &EMHE LB, =& /—LER1
BRI, AL Z I EADREEZZITTWRWS v PRV A EAZ IVLVDRERS
=T v PO, ERERRERIE) T [46], E R T A XD CAl Bz T,
AEAZIEN (100pM) 1L, BEWLLF T AREBMICELESEX D - L2, £&
V% B B L (population spike) o # A 2 FE#HE N X B B (paired-pulse
facilitation : PPF) k&g bni, BT, 3uMDO 0B ii=a—nrORES
RME LTz, 7720, OB GABA I X 0 v aded o= [46] ([42]133%48) , =
NOOFERIL, FENZ IR E /=i UTEBAIE LT, 7 008 (3385
Fle LTERTDE9cHz D,

LU S AR THEMLE8ANE %7’;»:—;»%@(% L7z BIEEDILTHRNY,
HEHL OERLBFHREREERA (REFELETD) O BT Aa—VEFERLT
W HEINTWAEDIEDTH 2 AEITTH B, '

T5mg DA NF L ENVBET OB IR ENTEE. = FAT N a—NVOEREIT
PTH llng ThH, ORI, BHERTHAVONLT Ao — L ERE (3. 3ne/ke
BERERN : BED) 0, b NABESRECRATATAI—OR (20~25g=—/1 1 K
HLLIEUA BT AIC2H) LHEBLTH, BdRERE5 ERITICESE
DIz b ETHD, |

3.3, Bl b P TOERCHROSLE
%313, DWERI LHERARSLERERZRIIE. AEAF IEARE M
LEMIICHIZE A E—ETAIZEEH L ERAZA LTS ZRLTWS, 4k

A IENMCLAERISD ALY M, FAELED, UV OTEELRR L
v — L HI7 E SR OBRED AR M Ey # Y —H LTS,
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%3 FITNEAEOCORIRIHER T LR RERO SRR T OB

} ‘ Byl it Bk
R R SHOER SYMSLTT~E i
8 B4R HEET
EE-T | BOSITHEITEL, RETELVLGTEM o
& N BEBHOET, TEHET*
BERR R, ER fER
‘ RN, FERER, M/ /NEE, TR/
IR | g BATEIRE (TR EEEROELEL) 0F | IFIRER- T8
=L,
#Heny | Bl F7/—8, EEsEoF FETENFT/—F
BR[| BB O HR*
x| EE -
AR | BAE, 0008, OF O%), BEAE - .
s ot ChEDERIFEEES, BiRRBIZL
BRED | mem SAREASNZ, {qéé,«b#ﬁﬁ@&bﬂﬁ%@%a CLVERLNEREE oL, IR S
BRECRALY — BT SRR A T A RAT
p— azb\_i.%l_jc%u. BVEOHEAD. KE BT LS TH D).
{ BEHNT DEBOTHERC '
| RATETEIRE NI, EORIHAIES | FKIEATECH 18+ 9 TU=FBHS
UL BARHERLEHT 11 | hi. ZOMEEEROTNORR
| EEESENERR A 8 AIZEEHSN TV, BEFRTIE— | OTEERON, FORBEEEFERL
BEORIAKELREHOA TS, AT | 240, EEFHOs~—E LD
ERCEES HMLRHENTINS, BRERTHEECENLN TS,
LIRS | BTOBBEOH-EE, —H(ChE o ifgiff:ﬁ?gf‘?o Oiz/kg-
FEH | 2N EREHEESCGELER, £HFELRE TLIEE. 1000me/Ke TAEH
DENE | THROBNMIT TN TH B, UNTWNEE T
E£FOS | ChT | HIRTEE T —EIs T ATRE T KL 18 b ) LN
»hBE, | » BEERAAL A B IEET 2N 5 5. :
gtk s ELZLLN.
o ot
HEE | ISV TLIHERLTEITIOMA~ | s ‘
e . bSU AR — R REELR ST
# OBFTHNELTOEEZLND, 1212, . o
. FEICi2~ R B THER TS, TR DD EEIDND. BB
—EtyhTlEZ2~4 BEGEESE.

400Eﬁl11§®7—‘5'tvf‘ﬂ§ﬁ§-2§§|~. 2000me/ke M. 48R 1ERAT 2 B RICITEME T, EEIR. iR TRT,
235EL 4 RETER(LTRU) (Rt 2 A ARETHIE 2 ARLKE. 3FTL1E BiHES). £PEM
SRS MAY (B, 5. i, 4, MYaERF oA (Cmax, AUC E)DT—RULRENTLEL,

* ! X—TRYNCRONEFTR
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3.4. FERERREEIR & TAIMEIENT X 2 Biang
FRRAME] & RETENL, &5 0 b PRMEVERIC X288 TAEL I DRISTH B,
KEAENRERB,
IR Z £ L9 2R PTEERe e ﬁ—llza)ot 5 I hiRIEIENE, g
CRATA T LIR, BRI, HAVESIILo TEEER L, (B b L
[FIERE | ORBR L U CHRRIHORWTEIZEL 5 571, /55 /4 75 2%k,

[7] [»]
L IOESIEeORD THRIH] b LIk TRIMER ) 2. VY PV7TEE LR
B —LHIOFHRIMEIER & LTE T ) BiREVER AT MLORR A RER
T%é&&é;&ﬁ?%éo

3.5. TFAEERERA 7N U FRER U BRNEEEINE & DEW
BZAT, 2000 SFI/NEDREBUCIER T oA FHKIER] (NSAIDs) OEMLRE L
& A7, TAKEERECA T AT Y EERGEMIC 31T B NSAIDs fERHEOEEA
1 30% b L0%EBIIET L. A » 7N x o FEERGE D EFIFETE14 1,1 30% 505
I I0%ITET Lic, A 2 7 v L PREEDEFIFECEIE AN LI, BARIZISY T 2002
I HNREZITINRS A ey FRRERIE SN ARE T 28 (27 —A
DE) BPEEBL TV, '
L EFET. BUEMOFET IS NSAIDs DA ERFNELFE TS, O
S0, 15 EBRRDINAE T /- [21, 25, 49, 50, 43, 56, 78, 79, 901 ([19, 23, 45, 46, 49, 52, 71,

72, 8311 FERHE) , 1 DD EBRITTREEEL NSAIDs BEDFET B & HBIT 0 Tho=DOTES L,

14 FEERIZOWTHERT U7 FEA D NSAIDs BV b TWe e XidA 77 a7 =,
TUEIMT ey AT F AR AVRAZ Y FYFABERETH D, FR
WAEBYL, UANA, MHE, BRZFEBEDOLODBANLNTWE, ZhbDEROD
FEEEIBITOWT A SR EE Uiz, BRBWORTEEI TS NSAIDs A
- Peto A w RHbiL 7.54, 95%EMEXE (CI) I%. 4.50-12.66 (p<0.0001) TohhH . I
(inconsistency) =9% (95%CI : 0-52.1%) T#H->7=[36] .

T DIEHs, NSAIDs M4 I N U FEEMEDOTERER THD 2 L ERET 5
EF AL, EBEEEE T4 NV YRR - EORIER LU EREEILRET A E
REFOEHDr—A « 2 ha—L ] BLUORIZRHT I ERTED, 4 AKX

SEFET- R 3 AR NSAIDs 2 LTV, REBIE (f v 7 VIR LIS

FEDIRNE) T84 A5 A (6.0%) LANSAIDs Z{EF L Qv igdpote, Lo
T, NSAIDs D & 4 v 7 AT L FEEMER A L ORI, BOEEAED B
LT\, Tibb, Ay KT 47. 4 (95%CT : 3. 20-1458, p=0.0019) [361, 727 L

B A IEEEE, NSAIDs & A o 7 vz L W EREANIE & ORI HEE R BREIIERD b
MolcbBELL, TERNT I 72VRBELTHE. v XHIEEETRha (2]“
v Rpid 2. 25, 95%CL : 0. 19-58. 6) [36 - CL@R 74 13RHE) 1.

B I IR ORI BEITEEOESEOEREEIT. 54 RERS 1
TNEFEEMIE] ORERBEEELLER>TWS, #ETH, BENL 2~
SHETORBTHREICES L ah[85], HFEEATHLRTCETEENS 1 BLEX
DD, EIAR, FIT7MILDEEE. A LESERBEZIITHO 2~ 38
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FILIPIETE RV ESIRXTH, 10 HREDEICEMLL TE %@%L¢<t5
OB, TRETOVDWYS [ 7V U FREE] DV [EREEHERE]
EVDRTWER RS | AED L 5 2T R L ORLEEREND—ThH D,

HRIZELD Z O X RFROMEIX. IRADFITNRIA n vy F7OREFEH
BRLE SN EH D 2002/2003 EEDEZD L — X AZEHD T (CCEkE) FR &h7=[85],

FLT, FHEDBABIN, BATH S 7D T nsmmth s o7 2001 £ 2 H

2 HOEHD 2001 4 3 AIT3#E SN T 5HUESE B01-529) 60 mARDSIZAR
BRIBIER 00CORRED Y, ZRLILE LHA VT NELFORNTE ITN
7T5mgl A 2[@OMFEZ iz, QERBOX 2 7 AZERA L THEERE. K ﬁﬁwb
770 8 %@rh%ﬁﬂbto_®ﬁkﬁﬁkﬁ%¥féiﬁﬁﬁ%1i&#ot#
BRI EIE & FRRCOMELE U, 2 BRSIC SIRES R TR Lis,
SERI 5 TiX. NSAIDs (RAAE D v EF7adty) BERENTNS, 26D
NSAIDs 230 A NV ABLICBT %A M oA VB ERHRTHZ LI X DR
- vwgbtjﬁﬁm%n9éwﬂ LasLiedis, # I 7V X Bk EDORE S
(%tk%éﬁt@&%hif)%ﬁEuTﬁﬁ SERCT DITHXH F DI HREREN
??%ér%%vo
ﬁ%ﬁe%®m®%WW%ﬁ&mmﬁtéﬁﬁitwfw FFCLIEUTD
[25], Z0&%, ¥ I 7RISR OERIERLREHSREROKREHA, B BhEmE
T ARG, T4 TN PRI DRF - LB oTWD T EERELTNA,

3.6. FEH I 7 VBIEIIRIE L TR LS

RSB A IO N VT EDO LD THEL I B EVHIEBRRH S, LirL, +47k
CBEELTL, AV IA O LOET CERRRELZ A U & ORER., EFHER
Tl &I, A TN P THEUIZERIETH S LB LRI A, %i%wﬁ
BCAVONEERNT LD LD THD, 2002/2003 ENED L —R N0 6 ADFE
%%%mﬁhéntmdoéﬁb@%*k%tbfwt.akﬁ¢@$\SAiﬁwﬁ
B Chof, 4 ARENTABS I 7% 1 ERGTBAL (W, £/ 8 BOBR
BT~y Z OV ERBALTWE, 15 7 HEOR BRI W TRESE., T542BRAL
T, EEFLTWEBY, o MBEEHME ofilik, LIEELIEA 7z oHFo
HTHEULEBIEL LTERAENTVS, L LARD, %L, ZORREEIF 4
T4 EERL TV ERHIBLTHWA9], LicRoTZOBROFERITBET S
< TAT 4 Y AT BTEIRD 5\ DRI X HEMRIEDT D TH S LIRS
na, ' '

T, T~ Z0R7TF 74 VRl HHBOEAC L HRAEKREEDCS S
BUHRIGE LTE<HMbRTWBIT,24, VT LT R TV —VEETT L EBWE
EBT, T F DU 26melkg DREDS, HIC 100melke OF & CIITE L1
L7[58l, E&a v 7T A MTCi, T=rZ DURREEEL T b, 547 4
VAT L TE AR, AV 7 —T=nvide hCFAT7 4V vDI VTSR EET
SRR IEET B95], LERoT, A V7 Lx PR, BICEROR
i GREE : NEMEA Y F— T =n v OFETI/ VT IV ABETL). 74740
YOMFEEI ERT S,

1%7%%@%%®WFm\ﬁ%ﬁﬁﬂ%bﬁ%@ﬁ%ﬁbtﬁtﬁ\%t%2~
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3B THoITb IO BT, TEIRAEENED b 2\ 5[99], b UELE
AICEECEAL H > TBEIE, BREEEREE LY RHIZERD 0O 2 b,
I<HONTCEETHD, ZOFRETENCEELE L2 Lid, HORFORED
69 1 ALRIVHEROIEDIITA 74V v ERBELTWTA 7AW RBEL.
BROETICBHEAR AV 1 RRBIOEEL - L WO EEAL LR S
n 5[99,

CEFL, BIRTOEREIL, SEAY I AR LORIBHK, TAT 4 U LT
R TVDES BERBFREOENSH BV TEREREER A ER LB D
HELDHEEZS,

37. BEAELFITNEAE

IR AR MITIREER B AE LA DIk Eh Tidia [721. 4 2 7/%&%?‘&“0)@

AL TBYEAE] THDH L ERTANRBERELNBI86], LrLigdin, #3177
NWEERBILEARRLOREEUEFAITIE 34~35CL VWHREETHAE T TV A
ZZ T, FiRE BETHEOBEIZOWTHRT bz, RAERELE 20D
TN—TIZOWTHEN Lz, Thbh, BFBRARPEFA—NVER, 1 F—%y
ML EFERP G, 2<ERZERETICEAELZB U GERGEFERR) L&
ITNEFHERBICYAEZLE LRI DWTHE LT (I 7BRAENTWAL
b, WICEFERIRER SN TV AET, [EEFEERE ik AR edhoiz), 67 A
DRAEPIPINETE -, FHEPFEERBER 15 A, 52 ARF I 7V ERBITh -1,
WIROFERNBONTLOI D55, ERIFEFEREEN 12 A, ¥ I 7 AEREEN 35 A
Thol, BEAELY I T7VERBOTAZEOEWNIONVWT, RAIIFLE, #3
TVRABOEAETIL, S0%DERL TH D, & BVIIEBNIEE > THLEAE
BEL TN, BRIFEERFTIEHRER L TEAERE LD 12 AR 1 AT T
Hole (A XH=44.0, 95%CI : 4.37-1081.12, p=0.000018),

=4 LAEBOEEOHE(FSTLERS. ZHEL. SREOTSEAE F)

A. B.

| xR

A (B3 A I

SEOLVEBHOEAE | 28(80%) 1*a(8%) 81 (370%
EREBOEAE : - 7{(20%) 11 (92 %) 138 (630%)

WEE (A, B) EEBLFIBEDAZTIE
| BAOESREEAEREDA VAL
| (95%{SEEE b BEU p {B*c)

440 (4.37-1081) | 6.81(2.68-18.02) .
p=0.000018 p=0.0000018

*a; %ﬁﬁfiﬁiﬁbf:%%ﬁﬁ@@] *b: Cornfield [ZhBA VXL 95%EEIEER (Epilnfo Version 3-3-2)
*g: Fisher O B =% (Epilnfo Version 3-3-2)

R EERNC, PubMed % fever” & "delirium”, EFEEWeb & 8 & [HAE]
X -U—FELTHRZBEL BARZAUIEEEOFRIZDWTHE L TWAICHE 4

HERBETE[48,72,73,88]l, T_THENLDO|/ETHY . GFF 226 ADWDWHHE

EAEFRHESIL, 055 219 ATEENHEE LT\, ZhbORITOZED
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NSAIDs Z0htt A% I VEIDNMER SN TWahE 5 DT oW TRERE LT ARNDS,
BEOESPINGOEREFFER L TV iRV, L LRRSE, 39.0Ck

WOBEOEIEIE, 37.0% (81/219) THY, ZoEEEY I7AVERRICEAER
L & LTEBEILRITDEIE 80% (28/35) X 0 ik AMMIT{EW, 2 v XLbid 6.81 (95%CI :
2.68-18.02, p=0.0000018 T 4B) Thoir, “hbOXEk L. 38CHRFGETH 7B
FHOEIARIX 10.9% (24/219) BE Lot

3.8. GRHE/BliAHE L EB IR MAE
(1) BPIEARE & - BRI B BEE R TV AR—F —IZ L BRRE
FHLAEER (CNS) (ZfEfT 5343, MmiE-fMESFS (BBB) b L<id, mik-&8
BEIf BT 20ERH D, sl OWRER T, ZREICE - B2 B
TR <, & 2GRS P B AR O Mg HE L OV A R B 3R F
FUAR—F—RBEERBEZEL TV AR LOTHD I ERREATVNS
[4,7,87], _ '
f@w;*ewmﬁ¢ﬁﬁﬁ 7THEOT v P TIL 42 BEFDT v D 64 ETH-
) EE[IBNL, FEH b T o RR—F —DREVREAITIE, PRI b OHEH A
@%T@Wkwj_&%rbfmé

(2) BERENEDTLE
| aiywﬁﬁﬁwg&ﬁﬁba5:e&iﬁfaﬁMﬁw<om%éott%ﬁ~5
MHOBIRIE A /7}1,;1:_/4}:0)%]3)50)71 bl .7}1/755"{%% ST, gt L=, 89
30 HBITHRRILT @%%@ﬁﬁﬁ#h@brwéwgmﬁwtmd 2 HE (REE:
ThEL2AEE) DX ITAERADY FICRA S L 25 B LA o o ik,
KRFTEE L, BREOECIE 1A FLFIT7AERRBAEES & 1~ 2FEBICK

o RMBEEL, BEICEL LIRS TWS DL Thotr, BEICEIE. o

TV —FiE 8 HEORBABEFF - LBV BELHEHRBRLTWZE WS [26], ZDOFESE
WX, LWIRBA 7N o FICRBE L W holc 2 b . ZOEETII BBB B3R TH
BLEMD, AENFIENEOLDIC Lo THEENEN EF L & 2REEITRL
—Cb\éo

BADA T NE PRI S TADS L8 MEESER T, & S 7 LB

DT & IER, BHOHEEN 7T £ REH B L TS b0 T [15], T, IBK. 1B
T 5D ERER AL (Number Needed to Harm : NNH)iX, 1 Fh 25, 24,
B5 Tholz, 2D Lb, FITVANEERERZTEL DB L2FRLTNS,
MNRERBIZLTA VI FOIRED DI F I 7 AERER LTV X Mk
BERICBWT, ZFI7NVERY 7 AR L UEROHEERE 1 HBETEE
Eholz (v Xtk 8.4 : 95%CI:1.9-6.1) [14], £ 1HH RT3 NNH X 15 Th
of, £, 2 BBUBROIEH-OA v XL 0.8 (95%CI : 0.47-1.4) Thotz, ZD

$%%$ﬁb\4y7wmyf®%ﬁmmmt%é\%1%5%&&37»ﬁﬁ%ﬁ_

EEmHDITEERLTNVD,

Q) MRELT I TRY v
mﬁ@ﬁ%r@BmM4ymm¢U%Baﬂmmeﬁkwm%%ﬁﬁukﬁa@@
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DEEBLOREICT 7 TR v (AQPs) DEELREEZREL TS LOHANTS
T 5[5,45,51,54,60,751, AQP4 1378~ DPHERLERIT & o TA U KBHRIEICRK
i~ L C upregulate X115(54,75], AQP4 BATE Li-HiE &2 E < /K DIEENL, FHELH
BEH ) MEZEOHBICARTR THAHIEH,IY 2, LEFENZIECBT k07 YT
T AL ARRIRTH B[54],

@) FiKEL T 7 T7HY v

ffik A E CIo R BV TEB LTS FF VAR—F—45F L LTHRDB K
{HFRINTWD D, ER NatF ¥ R (ENaC), Nat/K+-ATPase K7, BX
CHBBOT I TRY KF % o ZNTHB,

FeRfEAE & EMM ENEMINL S B 6 b active transport (2 & ¥ &K% fFlaANL 6 1M
BE~BEIEETND, AKEIRCONTHPH S VITEEMEEIND ZLIZL VA
L5, SMEMES (ALD. & IKESEMME GUE & TR X 528 RERS
FEMREE) T, MlaMiazEET L0 L0 b, EhEhbnd ERERISHEM
MERNEMREZEET 272D, MBEHLEOKDFEESEEDER. FERAORMAK
R EiTeEL NS, ZORNKMIROELITRRY, ALL Ti2E< 0BG, Bl
FAMIRI IR THB Y, ALL IZBWCHROKZ U7 7 A (AFC) RS, B
Th e L AEML TV 5102, -

(5) FhKHE - Bﬂ?ﬁ%ﬂﬁ&ﬁ@imﬁé

Wﬁéht2Amﬁﬁéﬁmﬁw%ﬁﬁﬁkowfmmékﬁﬁéhtbﬁfﬁ&
WAS, RO REIAEIERTOIAKED R, AN I EAOREIMEERICLAE
BIpRRRMEN D EHbBEE L TCWEREERH Y A X5, v NERUEMICBV

TR N, BEHEEEH L OBZEREVT., TOHRRFALHY . HIENTHS
[%64 bl BUFITEE N CHLEM T L BEARKESSEEIRD b

. EMpor FATFRITCIHSESKEIE Uz, ARETHE LT —RX VY -X0 5 BiE
m4&rms TEEARRMKENED ONN, EF6 & FDANKRE L -5EH
#576078[26] X EIES < BRICHEE Ui, TeEEs, %ﬁﬁiéhfwé
(63,641G& 2),

FRIFZRER B H D, 1 Flid, BAEENETIBEORKENRD Y E%fm&&?ﬁ
WOMELEL., BIEETLEBREOFTEHS, i 1 i, BERIC—EBE0HiK
BERD, TORBEOTERRERENSF-THTHD.

EERERBMELYE U-RICHAESL -0 i, BeORRE, fIZITeHD
22 5 [6] HERR BB SR ERE [ 11, 12, 10, 28, 98] . B1LMK 12, 41, 42, 941 D, HEEH

(47, (RS A A o EEEINC & B B2 70, 83] ([64, 76] 13RE4E) . - DHh[19,83) Th

B, @R TE LVVEBBMESE CESIcid, FiKIEZ T Tl < BEZED iV,
LiIZUIEEDEg 2= 83 [41], SILKBINS I L TRET 35S, & IR ERA
fE (HAPE) 238 b — %AV 5ER ¢ & 5 (20, 76],
EEREMFEREEREMEBICBVWTRERBICEEKEMIZ ENaC &
" Na*/K+-ATPase DERL L {EM % downregulate 7751020, 76], Ld>b Z ORERTE:E
Lz X > TEER T TH o 72 [20, 76,

- AQP-IRETRMEOKEE (RIRENENED 5 W IMHRIMERIE OVl 25 Filad
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K7 UTTA (ARC) ICBWTEERREIZHE->TW5(91],

3.9. BRBE L ME LB OBRBIEHRRESE

JEM 7 LEFENLAFEE N 246 (B04024215 & B05005388) L IMHEIE LERAH
ICBRBED D WIMERFESZESFA2FAE L, TNET, AEAFIELBET I L
TBBEEEFELI DAL TINRWA, Zib 3 ADBERERERD L. £
SEMEOMEREEREES, 22,565 L —H L TW5H, LLERE, acute
disseminated encephalomyelitis (ADEM : Sf-IBTEMERAFREA) [23,31], b v MERE
FE(71, 93], AR D apparent life threatening events(ALTE} [61]72 ElZ 2\ ThH %
DFERO ML LTERNT 2 LERD 5, |

EHFEMBIIT, ZHLHRRAEEEELZE LS, EFELEEED) HLEREH
WIANZE. DVNVTHEMPINEE, SRINSREEE, 5 (GREER) | EE. EERES
Fru—X A, BEEEEME. TEARE[22] 0% ERE (@) (55] & 44 5 FRized
R ETHBH[3], '

PR REINRE D 1290 ADFHIT 30 HEIWDFRTRIT 36% TH o7 [22], FIREIC
HFEL T 116 A, BREEMAS 256 AiciE & 7, ERSEEMAS 6 4 Q4% 24T, 7
D IISEERE Th - T[22,

12 55t 2 v 7 2E T Lz, SHMIMELEETT v T, B4R 6 8
R 7 BRIZBOT, 8 AL 0= —u g L SREOBRERRE, 1B
. FHEDO = 2o AEERAE U (55], TORBERND, 2 EMHE ORBREIIETE
EEICHEFETD RIS TV,

FRRDFES 7 BT REECERE TOMMRENIED oI, BRI BV TEHES
BRI BB ARERETT RS, VLYY AAORERBENSEDL AT RERED
FeZ i, BEERCRBITAEEL BT %, TOBEN, AV FOREENDL
DEV] (REVDESTVRNLED) B R Lk, 28ENEORKFREOR
RE—FTH, LiRoT, ZOXRIE, FENF I EMI LY IFEIFE D b UBiE
1EZ &L, FiRMER, MRS L ETFHICBOWTEREIL - = — o U llldEF
BFEELIELEZDZ EMIES THD, BEBEMICEIE L & D78 L X 0%
HIREEOREPED Th T Tholc b ) Z &inh, ADEM OFEEMIEER L © 2,
ADEM TII@E, —IEMOEROEBER Y —7 BH 523,311 05 TH D, £/ MRI EFT
B ThThThdEL, ADEM & LTEDARYY, : '

Bof, ZOHEBIMR TS DD, BELOOH D, OF W REGESIETHT
RNEWHTZLERLTWS, ¥z, BAFOX ) LEFRLR EREOTEEE LR,
Ly MEBREEY LTEENTH S,

Aplix, FIEA~Y hOBTRINE LTHRALTVS, Ly MEGHTIZ 6 »AR

EE T NERCRELLE S I0h ik, B lBEEEREOLNEHOTHY,
AFID LS BRI EEEF M E 50 TIERW(TL, |
ZOHBOMNFREEILY I 7AVERRAR S ENRTE L, ZO8HDA <~
DA CREEBRICERREE 2 £ U ik, TORb, ALy MNEBERETS
ONRTEIN THIBHD—DEELBND,

FEH X pastro-oesophageal reflux disease (GORD). respiratory syncytial virus
(RSY) i, BHBE, O TRERB LG EKEAR (URTI, LRTL). &AMERA, wE%

F
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D, FSEGREMER, DR (OFREIRP O ER) ., SRXERERER S
23, McGovern[61] i TITEEAZEMEAE U I RERE LTHITHNA TS, T,
EFRLCENOBRBRER THo 22 11 ABMEEIhTWS (ZORBOER
1. 5%IctHY 9 3),

FEF 7 OIKEEFE fE O — R B2 FIRIER Ik <, BRI LA, FEIRNE)IC
HERRFMEIL L2 KBRS DTHoLAEMENH B, Z 0L RIXE-REERER
7 L RSVRE RO L 5 R EFMERSBIEICER L TV isbI Tth AN, TEER
J O EKGER (URTI, LRTI) T~ 0EFZERTD, DL 5 26T ERZED
bOB EMITERA R M ERBITIERTELZRY, EM 7 OITRS] &4
B2y, QTc BFflIL 0.397 TH Y, BEDA R hORIBTFF AR+ X h—F RfE

BHOL S REBROZE Y — RIZRBR LI L3R, EREASER REDhIZ

b L YA A

3, 10. %%ﬁﬁﬁkamh;éu%v7)ﬁ—ﬁ(/4““ ¥—¥) BE
Li BiX, dbSNP T —F R—ZA LBV THRABEBR —IEELT E LA (nonsynonymous

' single nucleotide polymorphism=SNP) Téh 5 R41Q # bt MNERERNI T Y ¥ —€

Hmwzwmmﬁﬁ%u/47 = —VITHY) OB IR L EHEL
e ' -
ZDOSNP BHE, OB IodT 3k T I EF—FORESEESY ., THELLRITEgE L |

T U —ETEERES LD D, TSNP RAQDHBA (T VT ADK 9. 20%IFE

Do, Iy RT 7V ADAXTEEDLNARY) KRHLTAEALZ IR
ERTD L BROICINODADIT Y F—EEENBI LI DI b FELE

TOTIPTANIEWSN 1AL T VA —FPOEROREEN, A7 I ;: .

BRERERORE L BIR L TV B0 TR, & L,

VBB AT A4 AD CAL $EIRICIVT, GABA ICHaND n &< 0B H=a—ny
FELZHERL, =& /) — NV TELI#EMmLT-[46], b OERNDL, RXDEED
i, AEALS S EARFRCH LT, o, =F /-0 LS RMbomBE LR L=
BEATEERDS L L, ‘

EHHOMI46,59]DEE DL, ¥ I 7ML DEBERERGE L L TOMERPOR
BRFEL | REMEAENLE I EABBELLEELTND I LI OW TR TV
Wy, LrL2AR5, OCBIZLY b MURE 7T ) ¥ —EREEINIT. BREORE
MR RRSIET TR, B, REOHE, BEECHESE, HILERLAR Y
[63, 64]. BREMEDER RS ORI /2 5 THEM B 5, |

WHEMWO LT ) F R INE TR, 4ABEOERRHLN TS, MIERORK
CEEMIIC Lo T, VY Y =AY T Y F—E NRUL, HRREO LT Y A —F NEU2, HERE
RS 7 U F—E NEUS, 2 o> RUT70Y7 ) & —F NEU4 TH S [96, 971,

C FFpao T Y £ —¥ NRUS 1X, H 7V A RO E PPAR-y (WA i/ —
AHETRAS BB okt iéxﬁfjxﬁéﬁbr A A RESEME b TiERE

W BEE LTV A TTRREN H 5 [101],

V7Y F—C BB D L = — &R L EE[103] ([66) Li%\JFLE) i RO LD
c__ﬁf\nv:s |

ST BT R, BSOS N DEFEDFIRIZ RN, x>
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DFGRE (conformation) IZEHEE 5270, HF MK #5R# LY
s 2= bird b, £ OMNHEEIc EELREGREEL TS EEZLRT
B, ST YE—FIoL DT IBEDERTIL, Y s CEIEE DEHETHED
TR TH 305, B 7 V& —(FEIZV ) — A TDEEGHIZ DS D
BTCR, T aESEE (sialoglycoconjugates) ZHEAET S LIS,
E < ORISR FHIEI L T 3 FREIED 5 5 (66, 67, 80] ([62, 73]1275E), EZ,
T Y B —C R OHIIETIE, T h— S R DB S o TN B
G ERE L TE TS,

BAAEIE B B T Y /A DEFIZ 1T, e ORiEaE T 3o - TG
TERTRFTCEEINTELD, o TFTABELEMBEMIZIZIE &0 LEE
EMITRR LN TR0, EREEPS T LS —FEHEERIL 000 THSB,

YT VHF B, ZOIERITH, ST #RE, FFER, ¥ b (92l D
FRIEHERE82, 89, 92] L L ¥, B4 OEBEEILACERL TS L ahd, Bk
Ofigese, B/ HEE UBIILE & 72V BRI O NIEEERERE 0IC0) ZE8irZRRer
2EELDHZ L, ZOZEPERLTWBEEEERHY X LI,

FHICREHE R EET I, PAREOCTREEZED 00 Litel, iR
LEET, REBABEMRRE 2 HFEEBL, A7 I e LOFEERCEY
LEEARERECTORRERE LI, TREN~VARL Ty MNINT D, 2R
DBBRTH B, ' '

L U RO 2EMORAREERR Tt BTES L FRESREEESS, Wiy

FACBWTABKREICEEO#EMNE R L (MNESGEIREBEREEE), T2
B3 126mg/kg THY, it NRFRAEICEKT S 0B @ AUC THE L7256, bT
D6 BB TH o7 (0B ILEBIEAEHOFR & Bbh3),

7 v MIH$ 5 7 2 70 2R ARMERERIC BV T (Ong/kg % 28£ &, 50me/ke.,

150mg/kg, 500mg/kg DRARIZHE, A, AAZ BILTH2ER) . UV E (B
BEOA AFES:0,1,1,1,3) MR LR (X X:0.1.1.2. 3), MEFE (T X:2,1,1,3,5)
T EEORALSNAEKEEICAERICHEM L T (BRAIFNEERETT),

FW A LIRVVEER R 4L 5T 50mg/kg THDHS, ZAL 0CB D AUC THARE T 5 &
BREAEOT N L6 ETLMEV, PRIL-ULTH B 8ET LR,

Z I 7 X BAEMHLERBAOMIIE L. 1 LIHRESN TV RV, &
HRI7 VAR —HOBFIIL B b0 THS, LLLERL, ZhETIHBAL TN
ZETHI 80 A, 8 ACHIDT Y —FRHY, 209 H 1L AT, E%&@x%%
MfE, SESERLRPIERDTVEY (E2. 5228,

TIAI)FNE ) ATI = F—FBESLTEELLEN ST RS /#Eﬁ?é
LERST, JAFI=F—PRIFIAIVOZRETHY, 77FTARI /F %
DIEGRED WSN U A M ADFEFHECBMRT 5 & ETnd (WN VA VR, & b
LBl L 7= A/WSN/33 (WSN) &= U AIZHMAA AN b DT vV ADEITEIT 3 L &FiE
W BT AEESE A AT YA LA THD) [31],

0BIZLYVE bD /AT I=F—F (7Y F—¥) BHEESH. £ hOEERTT
AI T UPEE IO TREL OV THEEECRET A LIITERWTHA S,
%@%ﬁtﬂﬁﬁtﬁﬁﬁ%ﬂ%@#&fmcﬁ&ﬁﬂ%ﬁméboéT BN H D
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B/Lo,

3.11. BTHEOAEAZ I AR ITOCE JIEIzIB T A REEEA
BEEBIN TWAHFETEAL TWBEO— 2T, EToREREOREIC
@Téﬁﬁ@ﬁ #%6ot&xﬁ\mmﬁﬂﬁ35 IBEDBEFIF I TNVEBAE
BEEFTEHERIVEHE L, A0, BE~RAAF 4TI LVEE a7, FiE

%Umﬁﬁfm¢kiumﬁ¢®ﬁﬁwﬁ UL LR OCB DEEEAS HPLC-UV 5o T
BIE SN T HPLC-UV I X B BIE G BROIC X A8H4E 1301 X 5 & 100ng/g (ng/nL)
PLEDFENLEZ I N0 0B OBRECRENTRETHDI VD, KiBERML S 0CB
CBEEEIL 400ng/nl Thoto, EATELERE TCh - mDIFEDEE T, 18300ng/s
Tholr, LNLRRE, BERENBEROLSTT, BERIOFEC L ARIER
RARMCTH o, ZORKBEELT, ¥ I T7VEBEART VT 4 7H Tbng H 7 &L
ZRA L7 BE OFEH Cnax 23 60ng/nl THY . ZORER, BEOVACWERIESE
OBRHBBRALO PRI TOLUVTHHZ LIIEEENTIY, &bz, FEA# 3
EARERLT CRIEICIKDEEINDE, Ty bR U ADLER L i mEHEAR |
BT 2HBHIL 20~60 S THole L), b OBELEFORBHIL, T v how
JAXDIEIRWEBDNSD, T THIER 24 FFRILINICIER H BT S, 13
SEEIOCBIRE{LLTLESTWE S, LEEdoT, BRLY, HOHBAWELY
L ESREURBITE 7R PLC/MS/MS 3 (RIEBRRT Ing/g) & ZAWEE LTYH, &ED
B 3 B TR A A Z I EARRHTA D LINEE A ERETEETH
ol éEZ26ND (i, LRI LS 2G5, BEOFEFPAWNLRZWIRDER
BRERACBETII LIITERY),

3.12. ERE (adverse reaction) DFE{HFIEIZOVNT

FRIEFEER L OMOERBENEE TERVWEE. X U ERLSHIFEEER
£ (IC) OEHm[BIHXE, TOFEERT ERR (adversereaction) | & 9%
EHLDTHD,

AENZ IENVBEEDHDIVIMOE L TRFESNTHL, EEEHBE LIRS T
WYY, BENH., BRI, RETENLOEKILIL. ¥ I 7 VOERICHES TH

ENCEERDPERSTHD LIEE I T b ok, SETERFEL bLbIIER
Y, AREROFEERZTETAZ &@T%tmobtmof\:ﬂé®f4&VFJ
WX TERUS (adverse reaction) ] WO TH_ETHD, BARDEFEVDFEAL TS

[EEN] HBVNE TRIST AR TIIAR) 2 8, ISeEE) LRRAT TR,
B, RREEGROTEEMOFEICEH 2 E o0, AREREFEELTELT
B, ' :
- EL DREDE BEFRNNESNIEFEITIR, ZTNbOFEESRORRMRIIEA
WEHET & T, ENLEELOTREMNRTRRINOIBERDH D, BaD
CEENIAOER & BB L. BEME SR OV TEERREINDIMNERDH D, EbIC
i3, BRBRShEEEESIT. BROEHHRTRD bREEER - FT RO
L BRI A NERBD, oA, SREIROTYH, EXEB LT OIS
X, Bx OEFIORRBERZE4ICRLITETTHY., 5%.‘:@%@5%%%;&‘ LiEE
THhbH, ZETHAIORRTERERY, b NERGER L B OZHEEE & ORI
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HEZZERAHDICL200 6T, FDA b, BHE L. BFEOHMREDL. %
D EE LTWARY, L LRRE, 200752 BRBI 3 —EORTERORAE
T, WEFBIUEERECYRAT 4 Thbitz%i7, EXFERRRERBROBFRENE
HE Lz,

FNETCEFECREZELTELEFD 10 5BITHIEBRFECTDH L Vo 2 LT, BEE
REERNOERBILIMNE, ZNETO T 7LV PR T A EFE TSRS
ShicZ EBpnen ) RidsElE S hid 2 b, KESOERETBICBNT,
FARREIZR- ZEOKREIBETAEFR LY L, TolEnoT,

ZITNERT (RERBOZERIE L BREITHHRENI) L ORORSEBMRIL, Lz
BoTHBODTHRNEEZEZLND, UFENELZITABTTRARICEEL, 18
FLLE, BEIC Lo TITH A i 2 BH M - EEMOFEHREE, #3170
FRABICEIET Aid, HMmMEEE, Bk BEERSLF I 70, 20 TH OCB
LEELTHWADTRRWIEEZLNS,

INODEEEEREING, &L AAMECHARK ZERTOEF 2 EHER
FEHEZTCACERFERREITEMRESRT., BREURBRHoTE LThH, ERRE
BNCZ S 7AERBLEEVNSEERHZBY X, £ I 71 OEEL 5N 3,

3.13. ARIcBIT AR

ATEL. DREUEOEE L) O EI L7REESICES W 8 AQERRELE
AL LTWD, LLARNE, ERIECHELE LZES, DEL-EMSZET 55
Alb. FEMSER L HEERICESETTH 5, '

FHEOEROEEIL. BERELECICESERICSOWTHEE THBH I L THD,
Tibb, 3ABEREL, 2 ABEETERICERT L, 59 LRGN
2 AD D B 1 ARRERER< EHE L7, 1 NBRESH-To, Eh, 1 AER
HEOFHHRERNH Y 2 BFEFR L, T bOEFICEDFERIZ,  EFED
GERRENZSHOERG (BWER) EOHRE — YRS EN YR (EHE) [Tk
HLEbDO—ZLoTHRbEN TS, b, v HRER L BHRRERD
RS bRAT D Z LR TE R GBREE : DWESE, TR RBT — & BPRESCEILL -
T EFELREHRHAES TBERS) WBWTETESHE1T) .

AR, ThETOEBRIZ, BTO 3 A0MRBEHFICNZS, FEIL, FI74
EEABICECHLVEPS ) CTRERNE — AT Y — X HE LD TOR
ERITHD, i, FITNOERGOLEEBRERR LD TORITHY, X
BITIE. ¥ R 7NVOERIGOEBEOFNFICONTERRER & FORERFEER
HUEBIORITHD, THETICS ZOMHECETMEEREL TS, Béx
W, BRITEI THFEFEL) L LTHEL, #I 7ML BERIG (adverse reaction)
LRI TWARWB4], EFTEIREHIED 2 AL BRI | AROWTOEEBHOE
SEL35], AL F =Ry NTARIN TS 71 ADFET-HI83,64], EEHEAMIC
WE LR EHIBAALND, LELRES, BERL L FOF—ZOFEND,
O (¥ I 7NOERBOSEE) 0 oW TRAMICEERIN 2 - EERI0T.
ARBEPTH 5,
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3. 14. ERBMROBERE L ERBEHDI- DD O M
HITMILDERIEHE L BEOEITASREIC LS, 1 —X e kKR
T5 ADGRNZ ITNVRAHBIZET Lz, ZOEET. BRLSME T 50~60 AN
CLTWed LARWE WS BT 5, ZhbDERGIL. BEEMBEETH
D, ENTEHIBELL X I 70 ¢ QEEITEENIC —EHNBREORES A
TREESNDMEDN B D, BEIIIT 9 LIEFG BRI RTE ChoTr L B2 5,
BAZ, £ VIV PBOERR S - TE2TRIE. O TCOORESERMITSZ I 7
NERF LTS, v v FEREREHBELERET L REEIRETH 75D
Thd, LDLEMRE, BEDA I FIZRF I IMIRETHE, “0OES
Fia—o v R TEZITARLATVASR, BERTHZHTARLA T AN, L
PLERG, 2001E3 5. BACYRE, 10 BARICIRLE Lenk i (ERIZE)
EDWETRETE LI, LEERoT, bL, ZOLAOBICHLEBEDA V70 Piostd

HEAPHEESNDIRE, FITADELELX TRALRWAL I NETEBY ICR
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