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Symposium I

Clobazam as a New Antiepileptic Drug and Clorazepate
Dipotassium as an Alternative Antiepileptic Drug in Japan

Kenji Sugai

Department of Child Neurology, National Center Hospital for Mental, Nervous and Muscular Disorders, Natioral Center
of Neurology and Psychiatry, Kodaira, Tokyo, fapan

Summary: Purpose: To confirm the efficacy and to clarify the
problems of clobazam (CLB) as a new antiepileptic drug (AED)
and clorazepate (CLP) as an altemative AED in Japan.
Methods: CLB and CLP were added on or replaced with con-
ventional AEDs in 535 and 170 patients with refractory epilep-
sies, respectively. Short-term efficacy was studied after at least
2 months of CLB administration and at least 4 weeks of CLP ad-
ministration. Long-term efficacy was examined in 31 cases with
CLB for >6 months and in 86 cases with CLP for >6 months.
CLB was initiated at 0.15-0.40 mg/kg and increased by 0.1~
0.2 mg/kg every 1-2 weeks up to 0.28-1.25 mg/kg. CLP was
started at 0.3-0.7 mg/kg and increased by 0.2-0.3 mg/kg every
1-2 weeks up to 2.5 mg/kg. Tolerance was examined in 42 cases
with CLB for >3 months and 112 cases with CLP for >4 weeks.

Results: CLB was effective, defined as =50% reduction in’

seizure frequency, in 71% of the short-term subjects and 81% of
the long-term subjects. Short-term efficacy was better in symp-
tomatic localization-related epilepsies, but long-term efficacy

did not differ according to seizure classification. Short-term ef-
ficacy was not different by seizure types or EEG findings. CLP
was effective in 70% of the short-term subjects and 80% of
the long-term subjects. CLP was more effective in patients with
localization-related epilepsies or in patients with partial seizures
or focal epileptiform discharges on EEG. Adverse effects de-
veloped in 47% of CLB cases and 31% of CLP cases, but the
incidence was reduced by lower initial doses and slow dose titra-
tion. Tolerance occurred in 24% of CLB cases and 43% of CLP
cases, half within 3—4 months after the initiation of CLB and
half by 2 months after the start of CLP. Upon rechallenge, 70%
of CLB-tolerant cases and 50% of CLP-tolerant cases responded
to each drug again by increasing or maintaining the dosage.
Conclusions: Excellentefficacy of CLB and excellent and pro-
longed efficacy of CLP for refractory epilepsies were confirmed.
Frequent tolerance and adverse effects were major problems,
but were manageable. Key Words: Clobazam—Clorazepate—
Efficacy—Adverse effects—Tolerance—Management.

THE PRESENT STATUS OF NEW
ANTIEPILEPTIC DRUGS IN JAPAN

Clobazam (CLB) was marketed in Japan recently as a
new antiepileptic drug (AED) for the first time in 10 years.
Single-blind and open-label add-on trials of CLB in Japan
showed significant efficacy. In adults, CLB was effective,
defined as >50% reduction in seizure frequency, in 64—
80% of the patients with partial seizures and in 60-92% of
those with generalized seizures (1). In children, CLB was
effective in 50-68% of the patients with partial seizures
and in 48—64% of those with generalized seizures (2,3).

Other new AEDs have not yet been marketed in Japan.
Clinical trials of vigabatrin (VGB) were discontinued in
adults because of extraordinarily high incidence of visual
field defects, and therefore VGB is not prescribed for
pediatric patients. Clinical studies of lamotrigine (LTG)

Address correspondence and reprint requests to Dr. K. Sugai at4-1-1
Ogawahigashi-cho, Kodaira, Tokyo 187-8551. Japan. E-mail: sugaik@
ncnpmusashi.gr.jp
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have been interrupted in adults because of the high inci-
dence of skin rashes and uncertain efficacy, but those in
children are in progress with increasing numbers of sub-
jects. For gabapentin (GBP) and topiramate (TPM), clini-
cal trials are now ongoing in adults, but those of tiagabine
(TGB) have been discontinued because of unsatisfactory
efficacy.

ALTERNATIVE ANTIEPILEPTIC AGENTS
IN JAPAN

Clorazepate dipotassium (CLP) is not a first-line AED
and it has not been reported to be particularly effective
in prolonged treatment of any seizure type (4). Some re-
ported effectiveness of CLP for complex partial seizures
(5,6). and others, for generalized seizures (7,8). Adverse
effects, including drowsiness, have been reported to be fre-
quent. There is, however, no study involving a large num-
ber of cases, and precise practical guideline for its clinical
use, including effective seizure type and dosage, has not
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yet been established. In addition, CLP is approved as an
antianxiety agent, but not an AED, in Japan. However, |
have occasionally seen its excellent and prolonged effi-
cacy in refractory epilepsies, unlike previous reports (9).

As alternative AEDs, some antianxiety drugs showed
anticonvulsive effects. Ethyl lofrazepate is effective in
61% of the patients with symptomatic generalized epilep-
sies, tonic seizures, or diffuse epileptiform discharges.
Cloxazolam is effective in 52% of the patients with
localization-related epilepsies and symptomatic general-
ized epilepsies. Bromazepam is effective in 72% of the pa-
tients with complex partial seizures and secondarily gen-
eralized seizures, and flunitrazepam is effective for some
seizures. Mexiletine is reported to be effective for partial
seizures and minor epileptic status.

PURPOSE OF THE STUDY

To confirm the efficacy of CLB and CLP and to clar-
ify the practical use and problems of the drugs, [ studied
short-term and long-term efficacies of CLB and CLP for
refractory epilepsies, and development and management
of tolerance and adverse effects of each drug. For accuracy,
both drugs were evaluated from the cases of my personal
experience, so that inter-observer biases could be excluded
and the efficacy and problems could be judged by the same
standard.

SUBJECTS AND METHODS

Clobazam

CLB was added on or replaced with conventional AEDs
in patients with refractory epilepsies who did not respond
to three or more conventional AEDs (three to 13 AEDs;
average, 7.6 AEDs) including either one or more of clon-
azepam (CZP), CLP, or nitrazepam (NTZ). CLB was initi-
ated at 0.15-0.40 mg/kg and increased by 0.1-0.2 mg/kg
every | or 2 weeks up to 0.28-1.25 mg/kg. Shori-term
efficacy was studied in 55 patients after >2 months of ad-
ministration of CLB. The subjects included eight patients
with Lennox-Gastaut syndrome (LGS), 11 with West
syndrome (WS) or symptomatic generalized epilepsies
evolved from WS (SGE/WS), two with other symptomatic
generalized epilepsies (SGEs), one with idiopathic gener-
alized epilepsy (IGE), 31 with symptomatic localization-
related epilepsies (SLRE), one with epilepsy with contin-
uous spike-waves during slow-wave sleep (CSWS), and
one with unclassified epilepsy.

Long-term efficacy was examined in 3! cases main-
tained on CLB for >6 months (6-15 months), consisting
of four patients with LGS, five with WS or SGE/WS, one
with other SGE, one with IGE, 20 with SLRE, and one
with unclassified epilepsy.

Tolerance was examined in 42 cases maintainedon CLB
>3 months.

Clorazepate

CLP was added on or replaced with conventional AEDs
in 170 patients with refractory epilepsies who did not
respond to three or more conventional AEDs (three to
10 AEDs; average, 5.9 AEDs), and its short-term effi-
cacy was studied after >4 weeks of CL.P administration.
The subjects consisted of 30 patients with LGS, 19 with
WS or SGE/WS, 16 with other SGE, six with idiopathic
localization-related epilepsies (ILRE), 93 with SLRE,
and six with unclassified epilepsies [severe myoclonic
epilepsy in infancy (SMEI), five cases, and epilepsy with
CSWS, one case].

Long-term efficacy was examined in 86 cases main-
tained on CLP for >6 months, consisting of 12 patients
with LGS, 11 with WS or SGE/WS, 11 with other SGE,
one with ILRE, 57 with SLRE, and five with unclassified
epilepsies (SMEI, five cases).

Initially CLP was started at 0.3~1.0 mg/kg and in-
creased by 0.2-0.5 mg/kg every 1 or 2 weeks up to
2.5 mg/kg before April 1992, but adverse effects fre-
quently occurred with this protocol. The dosage was modi-
fied as follows after April 1992: initial dosage and increase
rate were 0.7 and 0.2-0.3 mg/kg every 1 or 2 weeks for
infants, 0.5 and 0.2 mgfkg every 1 or 2 weeks for chil-
dren, and 0.3-0.4 and 0.2 mg/kg every 1 or 2 weeks for
adolescents or older patients. - '

Tolerance was examined in 112 cases maintained on
CLP >4 weeks.

Evaluation and statistical analyses

Efficacy was evaluated from reduction in seizure fre-
quency, and classified as seizure free (SF), 280% reduc-
tion (markedly effective; ME), >=50% reduction (effective;
EF), and <50% reduction {ineffective; IE). Tolerance was
defined as positive when the efficacy was initially EF or
better and later became worse than the initial efficacy.

The efficacy of both drugs and incidence of adverse
effects of CLP were statistically analyzed by using the x2
test or Fisher‘s exact probability test, and the dosage of
CLP among the patient groups with different effectiveness
was analyzed by using the unpaired ¢ test.

RESULTS

Clobazam

- Favorable, defined as EF or better, short-term efficacy
was obtained in 39 (71%) of 55 subjects, including eight
SF cases, 10 ME cases, 21 EF cases, and 16 IE cases
(Table 1A). Favorable long-term efficacy was obtained in
25 (81%) of 31 subjects, consisting of four SF cases, seven
ME cases, 14 EF cases, and six IE cases (Table 1B). Short-
term efficacy was more favorable in SLRE than general-
ized epilepsies except IGE (LGS+WS+SEG/WS+other
SGE), with higher rate of EF or more favorable cases in

Epitepsia. Vol. 45, Suppl. 8, 2004
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TABLE 1. Efficacy of clobazam and epilepsy classification

A. Shori-term efficacy”

Efficacy (% seizure reduction) SF (100%) ME (99-80%} EF (79-50%) IE (<50%) No. of cases
Lennox-Gastaut syndrome (LGS) 2 3 3 3
West syndrome (WS)/SGEs evolved from WS 2 4 5 11
Other SGEs 2 2
Idiopathic generalized epilepsies 1 1
Symptomatic localization-related epilepsies 3 14 5 31
Undetermined epilepsies (CSWS) 1 1 2
Total no. of cases 8 10 21 16 55

B. Long-term cfficacy”
Efficacy (% seizure reduction) SF(100%) ME (69-80%) EF(79-50%) I[E (<50%) No, of cases Discontinued
Lennox-Gastaut syndrome (LGS} | 1 p 4 4
West syndrome (WS)/SGEs evolved from WS 1 2 1 4 7
Other SGE ] 1 1
Idiopathic generalized epilepsics 1 1
Symptomatic localization-related epilepsies 3 5 10 2 20 11
Undetermined epilepsies (CSWS) 1 1 1
Total no. of cases 4 7 14 6 31 24

SF, seizure free; ME, markedly effective; EF, effective; IE, ineffective; SGEs, symptomatic generalized cpilepsies; undetermined epilepsies, epilepsies
undetermined whether focal or generalized; CSWS, epilepsy with continuous spike-waves during slow-wave sleep.

LGS + WS/SGEs from WS + other SGEs vs. localization-related epilepsies: p = 0.014 for EF or better, NS for SF and for MF or betier.

LGS + WS/SGEs from WS + other SGE vs, localization-related epilepsies: NS for SF, for MF or better, and for EF or betier.

the patients with SLRE (p = 0.014), but long-term efficacy
was not different between them.

Favorable short-term efficacy was obtained in41 (68%)
of 63 partial seizures including 11 SF, 16 ME, 16 EF, and
20 IE cases, and in 19 (61%) of 31 generalized seizures,
consisted of seven SF, five ME, seven EF, and 12 IE cases
(Table 2). Both efficacies were not different between in
partial seizures and generalized seizures.

Favorable short-term efficacy was not different among
the patients ‘with focal epileptiform discharges on EEG,
13 (68%) of 19 cases; multifocal epileptiform discharges,
17 (81%) of 21 cases; and generalized epileptiform dis-
charges, nine (60%) of 15 cases.

In total, 34 episodes of adverse effects occurred in 26
(47%) of 55 patients, including drowsiness (14 cpisodes),

decreased activity (eight episodes), increased seizures
(five episodes), agitation or irritability (two episodes),
drooling (two episodes), and fair, ataxia, and oculogyric
crisis (one episode each). Most of them developed as the
dosage was increased, and CLB was withdrawn in 22
episodes, reduced in seven episodes, and maintained the
same dosage in five episodes.

Tolerance developed in 10 (24%) of 42 cases main-
tained on CLB >3 months, Such tolerance occurred in
two cases by 2 months, in five cases by 4 months,
in one case by 6 months, and in two cases by 1
year. CLB once again became EF or more ‘effective
in seven cases (70%) of such patients by maintaining
the same dosage {two cases} or increasing the dosage
(five cases).

TABLE 2. Short-term efficacy of clobazam and seizure type

Efficacy (% seizure reduction) SF (100%) ME (99-80%) EF (79-50%) IE («50%) No. of cases
Simple partial 3 1 4
Complex partial 4 3 3 1§ 21
Secondarily generalized 4 4 1 k! 12
Partial clonic I 3 1 1 6
Partial tonic 2 3 il 4 20
Generalized tonic 2 2 4 6 14
Generalized tonicclonic 2 2
Atypical absence I 1
Myoclonic 2 2 4
Atonic 1 2 3
Tonic spasms 3 2 7
Total no. of cases 18 21 23 32 94

SF, seizure free; ME, markedly effective; EF, effeciive; IE, ineffective.

Partial seizures vs. generalized seizures: NS for FS, for MF or better, and for EF or better.

Epilepsia, Vol 45, Suppl. 8, 2004
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Clorazepate

Favorable short-term efficacy was obtained in 70% of
the 170 subjects, including 37 SF cases, 31 ME cases, 51
EF cases, and 19 IE cases (Table 3A). The mean dosages
of CLP among these groups were 0.9 £ 0.4, 1.0+ 0.3, 1.0
+ 0.5, and 1.1 & 0.4 mg/kg, respectively, which did not
significantly differ from each other. Favorable long-term
efficacy was obtained in 80% of the 86 subjects, consisted
of 22 SF cases, 19 ME cases, 37 EF cases, and 19 IE
cases (Table 3B). The SF rate was higher in SLRE than
in generalized epilepsies in both short-term efficacy and
long-term efficacy (p = 0.006, p = 0.009, respectively).
Short-term efficacy was better in partial seizures than in
generalized seizures (p = 0.000 for SF, ME or more fa-
vorable, and EF or more favorable; Table 4). In the short-
term subjects, the SF rate was higher in the patients with
focal epileptiform discharges on EEG than in those with
multifocal or generalized epileptiform discharges (p =
0.023, p = 0.017, respectively). The rate of ME or more
favorable cases also was higher in the patients with fo-
cal epileptiform discharges than in those with generalized
epileptiform discharges (p = 0.020). In long-term efficacy,
the SF rate was higher in the patients with focal epilep-
tiform discharges than in those with multifocal or gen-
eralized epileptiform discharges (p = 0.017, p = 0.013,
respectively), and the rate of EF or more favorable cases
also was higher in the patients with focal epileptiform
discharges than in those with generalized epileptiform
discharges (p = 0.009).

In total, 57 episodes of adverse effects occurred in 52
(31%) of 110 patients, including drowsiness, 34 episodes,;

increased seizures, six episodes; decreased activity, five
episodes; drooling, four episodes; decreased appetite, four
episodes; ataxia, three episodes; and involuntary move-
ment, one episode. In such cases, CLP was withdrawn
in 27 episodes, reduced in 20 episodes, and maintained
at the same dosage in 10 episodes. The frequency of ad-
verse effects was significantly decreased by modifications
of initial dosage and titration rate (25 of 53 patients be-
fore April 1992, vs. 27 of 117 patients after that date; p =
0.028).

Tolerance developed in 54 (48%) of 112 cases main-
tained on CLP >4 weeks. Such tolerance occurred in 27
cases by 2 months, in 14 cases by 4 months, in six cases
by 6 months, in four cases by 1 year, and in three cases
later than 1 year. CLP once again became EF or better in
27 (50%) of such tolerant cases by maintaining the same
dosage (12 cases) or increasing the dosage (15 cases).
Some cases of tolerance and subsequent CLP discontin-
uation responded to readministration of CLP after a few
months of withdrawal.

DISCUSSION

Clobazam

Overall efficacy of CLB for refractory epilepsies was
71% in the short-term subjects and 81% in the long-
term subjects, and short-term efficacy was not different
between partial seizures (68%) and generalized seizures
(61%). In short-term subjects, CLB was effective in
62% of LGS, 54% of SGE with or without evolution
from WS, and 84% of SLRE. These results, including

TABLE 3. Efficacy of clorazepate and epilepsy classification

A. Short-term efficacy”

Efficacy (% seizure reduction) SF (100%) ME (99-80%) EF (79-50%) IE (<50%) No. of cases
Lennox—Gastaut syndrome (LGS) 1 7 8 14 30
West syndrome (WS)/SGEs evolved from WS 2 2 8 7 19
Other SGEs 4 3 7 2 16
Idiopathic localization-related epilepsies 2 1 1 2 6
Symptomatic localization-related epilepsies 28 16 23 26 93
Undetermined epilepsies (SMEI, CSWS) 2 4 6
Total no. of cases 37 31 51 51 170
B. Long-term efficacy”

Efficacy (% seizure reduction) SF(100%) ME(99-80%) EF(79-50%) IE(<50%) No.ofcases Discontinued
{ ennox—Gastaut syndrome (LGS) 4 4 4 12 18

West syndrome (WS)/SGEs evolved from W3 1 1 5 4 1l 8
Other SGEs 2 ) 5 1 1t 5
Idiopathic localization-related epilepsies 1 i 5
Symptomatic localization-related epilepsies 18 11 19 9 57 36
Undetermined epilepsies (SMEI, C5WS) 4 1 51 - 1

Total no. of cases 22 19 7 19 97 73

SF, seizure free; ME, markedly effective; EF, effective; IE, ineffective; SGEs, symptomatic generalized epilepsies; undetermined epilepsics, epilepsies
undetermined whether focal or generalized; SMEI, severe myoclonic epilepsy in infancy; CSWS, epilepsy with continuous spike-waves during slow-

wave sleep.

SLGS + WS/SGEs from WS + other SGEs vs. Localization-related epilepsies: p = 0.006 for SF, 0.044 for MF or better, and NS for EF or better.
PLGS + WS/SGEs from WS + other SGEs vs. localization-related epilepsies: p = 0.009 for SF, NS for MF or better, and for EF or betier.

Epilepsia, Vol. 45, Suppl. 8, 2004
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TABLE 4. Short-term efficacy of clorazepate and seizure type

Efficacy (% seizure reduction) SF(100%) ME (99-80%) EF (79-50%) 1E (<50%) No. of cases
Simple pantial 8 5 2 9 24
Complex panial 3 18 12 25 86
Secondarily generalized 33 3 15 11 62
Partial tonic 7 13 13 14 47
Generalized tonic 5 6 14 20 45
Generalized clonic 2 I 1 4
Generalized tonic-clonic 3 4 3 8 18
Alypical absence 4 2 3 12 21
Myoclonic 4 2 5 14 25
Altonic 1 3 6
Tonic spasms 2 4 3 6 15
Total ne. of cases 99 58 71 125 153

SF, seizure free; ME, markedly effective; EF, effective; IE, ineffective.

Partial seizures vs. generalized seizures: p = 0.000 for FS, for MF or better, and for EF or better.

excellent efficacy in LGS, are very similar to those in
the previous clinical trials for pediatric patients in Japan
(2,3) and a review of 22 open studies (10). Because these
patients have very refractory epilepsies, as described in
the subject selection, the results confirmed excellent ef-
ficacy of CLB against intractable epilepsies. Short-term
efficacy was better in SLRE (84%) than in general-
ized epilepsies except IGE (52%), but long-term efficacy
was not different between these two epilepsy classifica-
tions. CLB tends to have better efficacy for localization-
related epilepsies than for generalized epilepsies, but this
trend was not clearly demonstrated (10,11). Short-term
efficacy was not different between partial seizures and
generalized seizures, as previously reported (12), and
among the patients with focal, multifocal, and general-
ized epileptiform discharges on EEG. The latter findings
have not been discussed.

Adverse effects developed in as many as 47% of the
patients. Tolerance occurred in 24% of the patients, half
by 3-4 months after the initiation of CLB. This high in-
cidence of adverse effects and tolerance are again sim-
ilar to those in the previous pediatric study (2,3) and a
review of 22 open studies (10). The incidence of the ad-
verse effects depended upon dose, and CLB was discon-
tinued in 65% of the patients with adverse events and re-
duced in 21% of them. Some adverse events appeared to
be dependent on faster increments of CLB dosage. Slow
dose increases in such patients reduced the incidence of
adverse effects. Tolerance rate was high, however; 70%
responded to CLB again after increasing or maintaining
the dosage. ’

Clorazepate

Unlike the previous report {4), the present study showed
that overall efficacy was 70% in short-term subjects and
80% in long-term subjects, indicating not only excellent
but also prolonged effectiveness of CLP as an AED. The
effective dosage of CLP has not been clearly established,
but our study revealed that it was ~1 mg/kg.

Epilepsia, Vol. 45, Suppl. 8, 2004
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The SF rates were more favorable in SLRE than in
generalized epilepsies, both in terms of short-term and
long-term efficacy. The rate of ME or better also was fa-
vorable in SLRE in terms of short-term efficacy. These
findings have never previously been reported. Short-term
efficacy was far better in partial seizures than in gener-
alized seizures, unlike the previous reports (7,8). With
both short-term and long-term efficacies, the SFrates were
higher in the patients with focal epileptiform discharges on
EEG than in those with multifocal or generalized epilepti-
form discharges. The rates of ME or more favorable cases
also were higher in the patients with focal epileptiform dis-
charges than in those with epileptiform discharges. These
findings on EEG and efficacy, which have not previously
been reported, also support the favorable efficacy of CLP
in partial seizures.

Adverse effects, mainly sedative effects, developed in
31% of the patients, and CLP was discontinued in 47% of
the involved patients and reduced in 35% of them. Most ad-
verse events occurred in correlation with high initial doses
and rapid dosage increase. Modification of CLP initiation
rate significantly lowered the incidence of adverse effects,
On the basis of this reduction of adverse effects, together
with excellent efficacy, the present modified use of CLP
seems to be appropriate.

Tolerance occurred in as many as 48% of the patients,
and the incidence seems to be highest among benzodi-
azepines (BZDs). However, the present study showed that
tolerance developed in 50% of the cases by 2 months af-
ter the initiation of CLP, and the incidence gradually de-
creased. It rarely occurred 6 months after the initiation of
CLP. Despite the high incidence of tolerance, 50% of such
cases were found to respond to CLP again by increasing
or maintaining the dosage, and some involved cases re-
sponded to readministration of CLP after a few months of
discontinuation.

In conclusion, excellent efficacy of CLP for refractory
epilepsies and frequent adverse effects (47%) and toler-
ance (24%) of the drug were confirmed, as reported in
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the previous studies. CLB was effective for 71% of re-
fractory epilepsies, even in nonresponders to conventional
BZDs, particularly for localization-related epilepsies. The
high incidence of adverse effects and tolerance were major
problems but manageable to some extent.

CLP was demonstrated to have excellent and prolonged
efficacy for intractable epilepsies. CLP was effective for
70% of refractory epilepsies, particularly for localization-
related epilepsies and in patients with partial seizures or
focal epileptiform discharges on EEG. Frequent develop-
ment of tolerance (48%) and adverse effects (31%) also
was a major problem but manageable.
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BERGITER LA TR 24 BRI LA 2 ERL E D RAE
20, WU B ERRL CHEMET S SRR ABE EETREMR

30, BUMTREOETESSI LTHIRT 2

¢ % ek \ £ =4
. ﬁﬂ}ﬂb‘(%ﬁ]ﬁb@b‘&ﬁg B# §)ﬂiiq:’ﬁ?$$hu§%ﬁ%gﬁh ., AR HRITTTR

100, HAMBIHL, LD 5L LB i, CTMRIEZH .
T3 ERIRIEIE, A%< BN ¥ 7213 CTMRL TREETT
200, HARYMTILFREGHPLLY, BEL AT &R ERE
b

300, MAERMIZEELEY

444 (64) /NBFEE - W68 - 3F

— 833 —



AF, BREOGTCHYH, T ¥ LLA4 21 ~2580OGTCHS5EH o7z,

mgfEf. LA L, BETIZI~295DGTC FEREET, MEFHREL{, BHE H
AH3bbY, FTENLLH4meg A LA BRCT, BRI RELr o2, 7224
MNGTCH Y, "AEIHIAK. akroz-1 CERER 4 BB, 72 /280 ¥ -0 (PB)
AR 250mg 218, 7V LF =07 gkg HiE2 W0mgm2EO0MREG S, 40mg I ESH
M, 7z=FA VEE2@MENDLH, BEFET 7=,

8 BEFVNADRBEAA RS YICRSMETLNADTFREE
BTV RABESH A K51 CRITEAS, 196 Y £V IEK

BHERTFOEEEAFICL TV AARNE BLE, RANLEESRS, BRSICES
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1) BHETORARENOMAZEMNET S L CIIRERSE
2) FFERREE DTowFhr1 oLl
DRk
DREDHFA 15 ~ 2050 E
@24 BRELIROEDEL
3) 8 - ARICEH A TANADEEE
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BEOSEMEHVRAN2EUTT, #2t~TOEFEEET EpEFBLUFRET) i
M RPEES T ANEOA, BTV RABRIIMLTRELES £ FEARE
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EMO2EREEROREEL, 3B LY BRI
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2= b =A% 25 ~5mikg 305X U EF— L F 5~ 10mikg | ~ 285H, 182~ 4 [ sEEHE
Fytd— L REIINaCIAE ¢, B Naflfig, % ClOEIIER. Reye sEREEE, HHAET 2T
HONABRRCHEALERMGE £ 5550 5wl sh, =r= -3k vi shs
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2. fLBMET L K= ZAOHWIE
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3. fUT#E
BEm et CHEIRNE. HREmEh R E Tl 10~ 155485, AL 185R B &
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1l PUNABIKAREOERESTER (IRts) $YEIA. FR)

I Y7L (DZP) (BQE:FY S v8, i)
0.3~ 05mgkg FHE. 1~ 33T

S B, MROEHAE Y (316 ~ 9057)
SO EHE TR

s 7x=kA> (PHT) (MR T7LVETF>®)
15 ~ 20 mg/ke BHE. 1 mpkg H2D 05~ 1T
HERIALT S ~ W HAHD A, DEOFRIFRY (ZOET20 BRRALL L)
EHEEREATEV & TSR, TRAR
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U FA4 L (BRI BEREY sl 2%, YFIAv D)
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Hwﬂkﬁiiéiflsno~m)ﬁﬁéualmy@mfoasmmymivﬁﬁ
(0.3 mgkghr Tk F & ZiriudICU PEFEEIBEFETLY)
BRI IV A D S IUT 0. mekghr TOME
24 BEEA LT BESA 2 1T AUIT 2 ~ 3 BFRIERLZ 0.05 ~ 0.1 ma/kg/hr 3 OHE
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B — P OREAEES S, HE, B, OREMESTLRE
0.5 mgkghr THIEE biud, <y btV Es — VEEEBESRERRE T = 2 AV Y F = VRRIREICET

5~y RsOVES— (PTB) RRAHERE (BRE: 2 75-1E®)
2~5 mghgBHEL, REEIR 105 ERRT mg/kghr CRING. SERIFE, PR, RRkatas, B ik
eV -
R ARIEE 2T T30 EI205 ~ | mgkghe 308K S mgkgmhr I THE
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(CS) (cz B ETTHE
REXEESE - F/93 22~ 10gkg/min (+ F75 315~ 10 e g/kg/min)
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ZAEFR, S{EMMINATS S 5 B4%, DZP, PHT, PTB, MDL&HE, DZP, PBALH|, PBARIERGEAL, wik
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%1, 2820~ 30mgkg 3 ~ 4 #FiE, 4H, $3, 4H 10mghkgi3~4 (e X i) ARiE, 2
FS5H~ 5~ 10mgkg A2 (ML hER) BAHEA
MmN &3~ 5 BidER, He~HVhABERIARERETH, 12082
VS FUASB L 0 P SO ~ 60 pg/mi T, WA BEHTHONEZ LAEL
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AT 8E
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R AFS L PBARFI, BREEEN, FERENRTTIE SR 3 LIEW
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EFHETHY, EPRECRRFORELZ
rofdt, LHERLEEVOLED EWA:
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