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Fig. 2. Number of malaria cases by year, officially reported by
MHLW, 1990-2001.

3.2. Statistics of malaria officially announced
by the MHLW

The MHLW of Japan announced the annual number
of malaria cases reported to the ministry (Fig. 2). It
seems that the reporting system had not been working
effectively under the previous law before the revision
in 1999, because the number of the patients is about a
half of that reported by the Research Group each year
(Table 1). In the National Epidemiological Surveil-
lance of Infectious Diseases (NESID) under the new
law conducted by the National Institute of Infectious
Diseases (NIID), the number of malaria cases have
been officially reported (Table 2) (NIID and IDCD,
2001; NIID, 2003). The largest number of malaria pa-
tients ever reported in 2000 may be a reflection of
the new regulations on reporting system. However in
2001, as the annual number of Japanese people who

Table 2
Number of malaria cases by year and species, reported in NESID,
1999-2001

Year Species Total
Pf. Pv. Po. Pm. Unknown

1999° 41 53 3 0 13 110

2000 64 55 6 2 25 152

2001 54 39 4 1 11 109

* The period is from April to December.

went abroad decreased by 1.6 million as a result of the
11 September terrorist attack in 2000, and so did the
number of imported malaria patients in Japan. Now
the number of cases of falciparum malaria is greater
than that of vivax malaria, and the species-unknown
cases are far larger than those reported by the Research
Group. The ratio of males to females is about 75-25%
for the last 3 years (data not shown) (NIID, 2003).
Distribution of age of the patients reported in 2001
is shown in Fig. 3. The highest incidence is observed
in the late 20, and this trend is observed every year.
Young patients whose ages are in the 20s are likely
to be infected during their summer vacation through
August to September (data not shown) (NIID, 2003).

4. Induced malaria in Japan

4.1. Reports of transfused malaria before and after
World War Il

The first report of transfusion-transmitted malaria
in Japan was described by Sakai (1935) includ-
ing two vivax malaria cases; one was a l-year and
6-month-old boy who received 20 ml of whole blood
from his father for the auxiliary treatment of bacillary
dysentery, and the other was a 1-year and 1-month-old
boy who received totally 60 ml of whole blood from
his father for the auxiliary treatment of pertussis.
Totally 28 cases of transfused malaria were reported
before World War 1II, in which most of the blood
donors were patients’ parents but 6 paid blood donors
were included (Takada and Nakayama, 1948). Dur-
ing wartime, those paid blood donors were likely
to be veterans coming back from tropical pacific
areas where malaria was very endemic. Of course,
the possibility of transfusion-transmitted malaria was
well known to medical technicians in those days, but
there was no systematic way to identify the infectious
blood. After the war, preserved blood was mainly
used for the transfusion, which increased the chance
of infection. Then, the first case of preserved blood
transfusion-transmitted malaria was reported in 1955
in a 28-year-old man receiving totally 3400 ml of the
blood during lung surgery (Takada, 1955). Twenty-two
transfused malaria cases after World War II were
summarized by Ito et al. (1985) reporting also that
the total number of reported transfusion-transmitted
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Fig. 3. Age distribution of imported malaria cases in Japan in 200!.

malaria cases in Japan was 57 (1 Plasmodium falci-
parum case, 41 Plasmodium vivax cases, 1 Plasmod-
ium ovale case, and 14 cases from unknown species).
In 1991, platelet transfusion-transmitted malaria was
reported in a 70-year-old woman patient suffering
from thrombocytopenia, who had been unsuccessfully
treated as a consequence (Kano and Suzuki, 1994a).
This case was the last case of transfusion-transmitted
malaria case in Japan, and is the 75th reported trans-
fused case so far within the authors’ investigation.

4.2. Reports of other induced malaria

Malaria infection associated with needle injury or
usage of contaminated syringes has also been re-
ported in Japan since 1954. The first report was of
nine cases of malaria among drug users sharing the
same syringe (Otsuru and Kamo, 1954). After World
War 11, many people including veterans were home-
less and jobless, indulging in the intoxication of drugs
or narcotics, sometimes selling their own blood as
an act of desperation, and consequently spreading
malaria parasites. Morishita (1959) summarized the
346 syringe-associated malaria cases among these
people during 1951-1957.

The first nosocomial malaria case was a 21-year-old
nurse, most probably transmitted by accidental needle

injury from a falciparum malaria patient whom she
was taking care of at the hospital (Amano et al., 1976).
Chloroquine 600 mg, sulformethoxine 1000 mg and
pyrimethamine 50mg treatment was administered
through a stomach tube after she fell into coma but
this could not save her life. Another needle-associated
falciparum malaria case reported in 1983 was a
35-year-old male who was successfully treated and
cured (Kimura et al., 2003).

No iatrogenic malaria was reported in Japan
transmitted, for example, by non-sterilized surgi-
cal operation, through contaminated catheter, or by
hypnozoite-infected liver transplantation. So-called
laboratory malaria, which may happen among re-
searchers who are cultivating the P. falciparum para-
sites, has never been reported in Japan, either.

5. New drugs to be introduced in Japan
5.1. Lessons learnt from halofantrine

Halofantrine has been reported to be effective
since 1984 involving more than 2500 patients in 30
countries, and particularly for the treatment of multi-
drug-resistant malaria in the world, because its chem-
ical structure is quite unique and not closely related
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to any other antimalarials. The first case of malaria
successfully treated with halofantrine in Japan was
reported in 1992, who was a 39-year-old Pakistani
male suffering from P. vivax malaria (Yodonawa et al.,
1992). Parasite clearance was rapid and fever dropped
dramatically. No adverse reaction caused by the drug
was reported except slight nausea. Following this
case, the first author (S.K.) of the present paper and
his group reported a total of 8 imported cases who
were successfully treated with halofantrine: 5 Pf. and
2 Pv; all Japanese male, 1 Pf and Pm. mixed; for-
eign female (Masuda et al., 1992; Kano et al., 1993;
Obana et al., 1994; Kano and Suzuki, 1994b). It was
in 1994 when we first experienced recrudescence of
falciparum malaria after treatment with halofantrine
(Kano et al., 1994). In order to meet this resistance,
we established in vitro halofantrine susceptibility test
(Shikado et al., 1996).

We formed the opinion, as a result of this expe-
rience, that halofantrine was very effective, safe and
tolerable for the treatment of all species of malaria.
However, in 1993, a clinical study involving 400 pa-
tients on the Thai-Myanmar border revealed cardiac
effects of halofantrine, including one sudden death af-
ter the treatment (Nosten et al., 1993). Then there were
some spontaneous reports of serious ventricular dys-
rythmiasis with prolongation of QT intervals, so we
attempted to monitor ECG while we were treating the
patients with halofantrine. We instituted the treatment
for two Japanese imported malaria cases (F.o.: male 22
years old and Pv.: male 51 years old) with informed
consent, and monitored the ECGs. Consequently, we
found that the QT intervals were slightly prolonged
with unaffected QRS intervals. No symptoms or signs
were observed on their cardiac system other than ECG
findinzs (Kano et al., 1995; Kano, 1995). WHO an-
nounced a drug alert for halofantrine in which condi-
tions were described which doctors should abide by
(WHO, 1993). Further careful studies on individual
Japanese patients to confirm its efficacy or tolerance
are needed before halofantrine can be generally used
in Japan.

5.2. Artemisinin derivatives and their combination
therapy

Artemether is a chemical extract of the herb ging-
hao (Artemisia annua L.) that has been used for about

2000 years in Chinese traditional medicine for the
treatment of fever and malaria. This drug has been re-
ported to be particularly useful for the treatment of
severe and complicated falciparum malaria. The first
case of severe malaria treated with artemether (i.m.)
in Japan was a 28-year-old Japanese male who had
been traveling in Africa (Kano et al., 1988). On ad-
mission, he was already comatose with a parasitemia
of 17%. Artemether (i.m.) was administered intramus-
cularly to the patient with the informed consent of his
family. He was successfully cured with no consequent
sequelae. In those days, artemisinin derivatives were
only distributed by limited authorities in China, from
whom the drug had been kindly given to the first au-
thor (S.K.). The second case treated with artemether
(i.m.) in Japan was a much more severe case of a
patient with mixed infection with falciparum and vi-
vax malaria, who showed P. falciparum parasitemia at
29% (Hosaka et al., 1992). His deep coma improved
soon after the administration of the drug. We did not
understand why the artemisinin derivatives were so ef-
fective, but an experimental study conducted on the
morphology of P. falciparum in an owl monkey con-
firmed the effect of artemether (Kawai et al., 1993).
Various regimens of the administration of artemisi-
nin derivatives were introduced in Japan using tablet,
suppository, intramuscular or intravenous fluid. About
that time, we already knew that the recrudescence
rate was high when one of the artemisinin derivatives,
artesunate, was used as single monotherapy (Kondou
et al., 1994). Anyway, artesunate or other artemisinin
derivatives have not been officially registered for use
in Japan, the above-mentioned Research Group have
stocked Plasmotrim®-Lactab (artesunate tablet) and
Plasmotrim®-Rectcaps (artesunate suppository) in
case we need to treat severe and complicated malaria
in Japan. Quite recently, several new data have been
reported by Looareesuwan and his group in Mahi-
dol University, Thailand, that combination therapy
with artesunate (i.v.) followed by mefloquine is quite
effective for the treatment of both drug-resistant
malaria and severe malaria. This combination has
been tried in Japan on three patients and the outcomes
reported (Yasuoka et al., 2001; Itoda et al., 2002,
Yoshizawa et al., 2002). Now, trends in action towards
multi-drug-resistant malaria are being developed
with new combination therapies that include artemi-
sinin derivatives. Artemether-lumefantrine (Coartem®/
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Riamet®) will be one of the very promising combi-
nations (Ishizaki et al., 2003), which will be accepted
for general use in Japan.

6. Conclusion

Although the number of Japanese travelers going
abroad is increasing, 45% are visiting Europe and
North America, 45% are traveling to Asian countries
where Korea and Taiwan are the most popular, and
only 2% are going to African countries. Therefore,
the chances of contracting malaria will be smaller for
Japanese travelers than for American or European trav-
elers. Moreover, the number of foreign travelers com-
ing to Japan is not high (about 5 million) as compared
to France (>70 million) or United Kingdom (>20 mil-
lion). Introduction of the parasites through a migrat-
ing population who may be frequently visiting friends
and relatives is not a primary concern in Japan. Nev-
ertheless, we have to be fully prepared for the con-
tinuing increase of malaria patients, particularly from
areas where drug-resistant malaria is endemic.

The total amount of blood donations is around 6
million a year in Japan. Therefore, if we apply the es-
timate of incidence of transfusion-transmitted malaria
in the United States which is about 1 or 2 in 10 million
Units (Mungai et al., 2001), the possibility of para-
sitic contamination in preserved blood for transfusion
in Japan may be nil, if we abide by the US guide-
lines on blood donor selection. In fact, the Japanese
guidelines are stricter than in the US’, so the chance
of transfused malaria is very small in Japan.

A surveillance system of malaria patients in Japan
has been enforced by the MHLW after the enactment
of the revised infectious diseases control law in April
1999. However, the information we get from the sur-
vey has to be augmented by that obtained through the
activities of the Research Group. Integration of the
two independent surveillance systems should be en-
visaged. Another problem to be solved is the drug
preservation and distribution system under the Re-
search Group. The MHLW of Japan only allow use of
Fansidar® and Mephaquin® officially, but encourages
the Research Group at the same time to be fully pre-
pared with new drug therapy for severe malaria cases.
Efforts have to be made by the members of the Re-
search Group, for example, by publishing case reports

and guidelines, until MHLW accept the importance of
introducing effective new drugs.

The significance of chemoprophylaxis has not been
well recognized in Japan, but after the approval of
mefloquine for use by MHLW not only for treatment
but also for prophylaxis, physicians are encouraged
to prescribe the drug for international travelers. Stll,
not many Japanese physicians are confident with trop-
ical or travel medicine, and guidelines on the preven-
tion of malaria using appropriate drugs have to be
established as soon as possible. Mefloquine resistant
malaria has been reported widely in Asian malarious
areas, and indeed there are already some reports of its
resistance in Japan. We have to prepare for use of an-
other good chemoprophylactic regimen applying, for
instance, atovaquone/proguanil, primaquine, doxycy-
cline or minocycline (Lin et al., 2001).

In Japan, there are now some other research groups
on travel medicine, on vaccine development, on
drug development, and on field survey and control,
which are; respectively, supported by grants from
the Japanese government. Integration of the malaria
research will yield fruitful results for the control of
imported malaria cases in Japan.
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SYMPOSIUM AT THE 32ND ANNUAL MEETING

Vaccination and Malaria Prophylaxis for International Travelers

Mikio KIMURA!

!Infectious Disease Surveillance Center, National Institute of Infectious Diseases

Developing/tropical couniries are becoming preferred trav-
el destinations over previously more popular Western/devel-
oped countries. This will lead to an increased risk of infec-
tious diseases, including tropical diseases, among interna-
tional travelers. However, the infectious disease risks could be
lessened significantly by appropriate preventive measures,
especially by vaccination and malaria prophylaxis.

Vaccination of international travelers is classified into three
categories, each beginning with R. The first category is “Rou-
tine vaccination.” This category represents vaccines belonging
to a country’s routine immunization program, and these vac-
cines can differ between countries. As individuals may con-
tract ubiquitous vaccine-preventable diseases even without
international travel, periodic booster doses may be required
throughout life, e.g., once in 10 years against tetanus. Inter-
national travel should be regarded as an excellent opportunity
to update such routine vaccinations. The second category is
“Required vaccination.” These vaccines are mandatory for
those entering a country that requires them. The representa-
tive of this category has been yellow fever vaccine, and in the
past also cholera vaccine. Starting several years ago, quadri-
valent meningococcal vaccine has become mandatory for
those entering Saudi Arabia to attend Hajj, a large-scale pil-
grimage for Muslims, and has contributed significantly in
reducing meningitis among returned travelers. Students
entering U.S. schools may also need to be vaccinated against
measles.

The third category is “Recommended vaccination.” These
vaccines need to be considered primarily based on the risk of
contracting the disease. Therefore, epidemiological data con-
cerning the disease incidence among travelers, but not among
the indigenous population, should be taken into account. The
disease incidence could vary significantly according to trav-
elers’ behavior, being not solely dependent on the destina-
tion. Yellow fever vaccine may be administered for this cate-
gory even when not required by the country. Issues that
should also be addressed include treatability, seriousness
(case fatality rate, sequelae) of the disease, preventive efficacy,
adverse effects (AEs), cost of the vaccine, and the interval
before departure. We also take into account to what extent the
traveler wants to avoid the disease.

In the field of travel medicine, the above vaccination issues
have been investigated extensively and the results have been

'Address; Infectious Disease Surveillance Center, National
Institute of Infectious Diseases, 1-23-1, Toyama, Shinjuku-ku,
Tokyo, 162-8640 Japan. TEL: 81-3-5285-1111 (ext. 2043), FAX:
81-3-5285-1129, E-mail: kimumiki @nih.go.jp

put into practice. In general, many specialists put the highest
priority on hepatitis A vaccine. The weekly incidence of hep-
atitis A among travelers is 1/1,000 and 5/1,000 in sightseeing
and non-sightseeing areas, respectively. The case fatality rate
is >2% among those aged >40. Next, since the traveler may
inadvertently receive blood transfusion and/or medical man-
agement with improperly sterilized equipment, hepatitis B
vaccine should also have a high priority. Data show that the
monthly incidence of hepatitis B is 1/10,000-1/2,000 and
1/1,000 for short-term travelers and long-term expatriates,
respectively, with no significant influence by destination but
instead by travelers’ behavior. The monthly incidence of
Japanese encephalitis, rabies and tick-borne encephalitis is
usually less than 1/1,000,000; however, travelers at a higher
risk should be identified and encouraged to receive the vac-
cine.

If there is insufficient time before departure, travelers may
need to receive multiple simultaneous vaccinations or to fol-
low accelerated vaccination schedules. The former has been
investigated for various vaccine combinations and the latter
mainly for rabies, hepatitis B, and tick-borne encephalitis
vaccines. A mathematical model shows a 25-year efficacy of
Western hepatitis A vaccines after its primary course (two
doses at 0, 6 mo — 1 yr), and that even if the second dose is
delayed until 6 years, an effective booster response could be
obtained. Unfortunately, vaccines marketed in Japan differ
from those in Western countries and therefore the Western
data could not be applied directly to our situation.

Malaria preventive measures should primarily be based on
epidemiological data obtained from travelers. South Oceania
countries such as Papua New Guinea and the Solomon
Islands pose the highest risk of contracting malaria, despite
the proportion of falciparum malaria in these areas being
smaller than that in sub-Saharan countries. Travelers to
malaria endemic areas should be fully compliant with anti-
mosquito measures, which rarely produce AEs. However,
caution should be taken to minimize possible AEs while
using insect repellents and insecticides. Staying in an air-
conditioned room and wearing a long-sleeved shirt and long
trousers are significantly effective in reducing malaria inci-
dence among travelers.

If the risk of contracting falciparum malaria is significantly
high, travelers should also be encouraged to take chemopro-
phylaxis. This is especially true if there is no reliable medical
facility nearby that a traveler with possible malaria can visit
without significant delay. On the other hand, travelers should
also be aware that no chemoprophylaxis is 100% effective or
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completely free from AEs.

In Japan, mefloquine is the only antimalarial drug
approved for preventive use. The drug is regarded to produce
neuropsychiatric AEs at a higher rate than other antimalarials
and is being gradually replaced by atovaquone/proguanil
combination in Western countries. However, literature shows
that the incidence of serious AEs due to mefloquine is not
higher than with chloroguine/proguanil, a clas§ical drug com-
bination believed to be safe with respect to AEs. It should
also be borne in mind that worldwide 15-25 million individ-
uals have already taken mefloquine chemoprophylaxis. Con-
sidering these findings, the risk of contracting malaria should
be carefully weighed against that of developing AEs.

Stand-by emergency treatment (SBET) is an important
option of taking antimalarial drugs based on the decision of a
febrile traveler in the absence of a nearby medical facility. In
particular, SBET should be prepared when travelers at high
risk for malaria do not take chemoprophylaxis. Even having
taken chemoprophylaxis, travelers may contract malaria due
to drug resistance and therefore, SBET would become neces-
sary. Obviously, SBET as well as chemoprophylaxis involves
the use of drugs, and advantages of their use should carefully

593

be weighed against their disadvantages. A recent study by our
group highlights inappropriate SBET among Japanese travel-
ers with regard to the time elapsed after entering the malarious
area, the accessibility to a medical facility, the medical con-
sultation required even after SBET, and the selection of anti-
malarials. Thus, educating travelers about appropriate SBET
use is pivotal. Rapid malaria diagnostic tests are commer-
cially available outside Japan and have high sensitivity and
specificity. However, studies have shown that inappropriate
performance and interpretation of the tests are likely to occur
among lay travelers especially while they are febrile.

Japanese medical personnel are not well trained in pre-
scribing chemoprophylactic antimalarial drugs. Accordingly,
future Japanese guidelines for malaria prophylaxis, in which
the author has been deeply involved, could prove useful in
improving malaria issues for Japanese travelers.

Decisions about preventive measures for travelers, includ-
ing vaccination and malaria prophylaxis, can be influenced by
various factors and can be conflicting even among specialists.
Both the development of travel medicine and the establish-
ment of travelers’ self-responsibilities should be promoted in
a coordinated manner.
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THHVEMALENRD L, BIZ, 14§ 200mg,
BEEXLTIZ150meg EFERENTWLEAL S
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BHENL TOBEF = — %1 3 AMICER
VBT ATHE
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2. ZHEB~FYTTroaFx L 280 0%
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THIERL, BEREOTIF U 2HE5T5
FETHAH. b, #KiEk G6PD KiRidA\.
@ &

LR T7=a—F=27, {1V FLAV TR
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5% 4 HBMBT2 2 —VIT) Hik, 225~
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IRENH L. 2L, RAERIA 48 BREEICSH
FRENEIIEH TOEVIBE, BERICIIHYE
EHTNETHBIERDIASB. Watt 5 X hid,
IR FALAH 36 ~48 BB TR B ER AR
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6.5). A, KM TH~F ) 7IHEEKI,
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FME L7z, $CI23 HERME L TB Y, M
ETORE BB S HFVvTv B9, histidine-rich
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COBEXy NIBHOBBIFERELTIIEA
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PRABESCDT, BEDROHEICEALEV.,
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ONONLEFEFHEREYP S HER L, HEE)
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Tol=ds, HEBEICOFTHLHEZ R\, EY
WO EE X, HOEATHEREZIT)
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malaria
FBE B REBBEIYSUFTESR  Pasmodium falci- - 'j
parum, ZRBRTSUTPRD P vivax, §F ” (', f‘ - i
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o WHEMIH= IV THITEHEBLZ A0
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)7 COEFREILRALMBETH 5.
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ELREETH 5.

BTRE - 8%

o B Eh= 5 V) 7 B M (Plasmodium falci-
parum), ZHE= I 7 KB (P vivax),
P~ 7 B (E ovale), WWHE< S
Y 7 R (P malariae) D ATEEzH 5.
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575 BRI TIEVERN,
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DN T T HBRIMT 5 &, WOERNTH
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FhiC @Rt LS, SRR X
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BEEOA LR LTRIEZED ZLBH0.

e ZH#=I VT LIE<F YT TITER
BETED, BRFRBESAEVEREE
W1HBEORH Y —VIIBITT 575,
WMHZ<S ) 7THE2HBEZDORH NS —
YIEBATT 5.

o UHZ <) 7THERMLLABEIZ, &
Ju—EREEREZAHTLI LML NRT
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@BIMISUT
efEHHAHVIZ1 B 2~3 HARMANC T
L, BEAE)PRIEZLTLOEDR V.,
o REVCHES) GG, BER, W, HE
BHRELEET, BALTVIRHATETDH
BRI R0,

o B 5 ) 7 CTHUET - IRROBRBTE
nga, BRIEUCEWEALE LI
HWAOEHRHLVERBEOWMEL &L,
HETSIYT Lib,

o NIE CTIXEEBE DA TIL TG, HREE
ThhA, BEEICEDL L, s, 8 B
MECEFTREL, RCOBKRLH 5.
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o fiiAME/ARDS TiZ B, ML &,
AL DRI 7 & B IR AR & TR TAH I &
bdhb.

o ZMEANECTIHRBIEMERZREIL, 1t
CEMERM, Wi, EET Y F—
AlpEWALNE, HEXETHIEIEON
WEREDADND, BHiZ, NEREED
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Bra L wv,
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i3 LDH, BECIYLVE YD LR, BalL
ATH—VRREA(TVT I V)OET %
ERERIZEL S,
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5 7 RBEOENEIT .

o OIS LIDEERT AT 2
VA Ly IVBEE A, SO T
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BALETH B0, BhiuZEERTR%
L S RMTCE DR END 5.

o MIZHBIOFER & LT, B~ T
B 4E B & H (histidine-rich protein II) @
Wy b, MBIk pLDH % Kl
2F v FAHED, BNTEREEATH
v, EHOPRILKERES LT75 T
LZAMDO T THREERH LTRSS
PCR#EDH D, FRENDLWEER E
WERTH 5.

B 22l - #ERE2

@©REFZH

o ML MIRF & AR O Ve SIS R
&, HLEIVIZMEBHKT 7)Y F LY
Yt RO BALFMBIMECTHET . »
ThHHMIDLETH S,
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WEBEIBITAERTOIRESHD H B2
&, Ve FRF LB BBMEISTD 5
Zk, ZEOBRAEM-> THBL T LPEE
THb.
@fRIES
o BmF TR, NFF TR I NTHERMME,
BhE, R, %L ORE, FICIMEREE
o FY B, FUrMmE 1 SR T
EIREERIZ, 2HEMRBTII2EBORE
BRIC—Z% L THET 2250 BN MR
. Btk 4~5 H T3 CTO PCR %,
T LB I IgM Hitk.
o A BUJF 78 1 R ERAS BRI R B,
EHBER, BWAIER, #EE, #HER, K
HfafE, FREBEREE L IgM dif.
o 7 A —sNHEFIREE ¢ A BT ER R,
HE~OREGR, BIMREE, BGBW, 5t
i, B, R L THE LR RPICREM
U,
o v FTIE I BE, VU BER %
Fizkh@ro, gEizEmE»ro0) 7
v F 7 HER PCR %, €O#HICIEPuE.
- Bt
o N THNENTVWEDIZF=— 3D
B T =S X Ty F Ol
TV TETHEIHBEELLTDOT M
FA 7Y YRBORTH A, O~ T )
TEOMHAICH 2o TITAIESE L 2 —< v
P A = AREREIE BN H - FER
JEICH T B APRmIEREOWA - RE -
TGHRARH O B FEIEgE B (EAEAT SRS © A
1130) OEFRERBICHEbEE N
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E RS R s v — AN BB %gﬁ?”” 03-5285-1129
AR AR KR 3t ggg?nn 03-3436-2203
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- RRBERT Y — G 34) 7 2319
BRI AR ER B BT 045-331-1961 045-331-1960
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HET LR AR B BIL 075-311-5311 (075-321-6025
KR EE T Y —BREL Y — BRE &% 06-6929-1221 06-6929-1090
DA< SBEERETE Y 5 — RIS ERHRRAR B %A 0724-69-3111 0724-68-7930
BEAZEZHH FEGYENY BE = 0859-34-8028 0859-34-8354
BIEARESIBRE - R BESEREADE BE & 089-960-5285 089-960-5287
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B A S E AR RAE PR AENRS B KRE HYE 095-849-7842 095-849-7843
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*EHIRBEUTOELS, ERICRTHERISSIERITD.

ZFENZFN300mg %595, BI{EHE
LTEBERE, FHREEEZLOMADH S
A, —RICEHERIER TS,

o 7Y~ X v I  ZHB<I VT, ¥~ T
) 7 TOAMMBREOKICIREREEE L
THHESNEAS, TP ARIR R 309
LRIBICL S, T FVEEICLTIS
mg/HB, 14 BE&EEIEETH L. B,
AFNEZFRE CMGEDIE NS, TV a—
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S HEDIFVEEEEYS U7
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REBEIERESHEIZE NG,
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Eg i COREFITIEERA LR, £
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BIEEE, HED, DF0iEXALNS,
e KEVH A2y  MHCTIREAESR
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HFA4 2V ORBELTTFFIHAL 7Y
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R E LTI EBESE, hiak »vy
THBRLERDH S,
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e RXT THF IO ~RHEATUF U THD
A, zuuFVifEox s ) TAFESR
ZHBECELEbDRLTVE, @&F% 15
mg/kg @ 6~8 WEHI M T 1~2 \IZ 517
THRTS. L2L, #4 - YRV TH
BRI UY—EETIEATOF
MEOFHENEL, FOBAE25mg/kg #
2~3 MmNk A, BIER & LCidiit
FERDIEZ, D F v, HE, TR, &
2, WUEREEPALNRTWDS, i,
HE 2 RAARER, EEIIRIERER
BbhiE e o%w, BHmiEEE, 2o
BEOHLHE, TL1HKCERSOKE
BOHDLEIMAEMTS. -7 0y H—,
ANy AERBERF oV U L OV
REEZMALTWEE, Loy MREIL
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BHETHEHLHTB.
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7 =NV (100 mg) BHITHh 525, W=
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@EFEFEYSUT
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