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1. NAME OF THE MEDICINAL PRODUCT

Lamictal and associated names (see Annex I) 25 mg tablets.
Lamictal and associated names (see Annex I) 50 mg tablets.
Lamictal and associated names (see Annex I) 100 mg tablets.
Lamictal and associated names (see Annex I) 200 mg tablets.

Lamictal and associated names (see Annex I) 2 mg chewable/dispersible tablets.
Lamictal and associated names (see Annex I) 5 mg chewable/dispersible tablets.
Lamictal and associated names (see Annex I) 25 mg chewable/dispersible tablets.
Lamictal and associated names (see Annex I) 50 mg chewable/dispersible tablets.
Lamictal and associated names (see Annex I) 100 mg chewable/dispersible tablets.
Lamictal and associated names (see Annex I) 200 mg chewable/dispersible tablets.

[See Annex I - To be completed nationally]

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each Lamictal 25 mg tablet contains 25 mg lamotrigine.
Excipient: Each tablet contains 23.5 mg lactose.

Each Lamictal 50 mg tablet contains 50 mg lamotrigine.
Excipient: Each tablet contains 46.9 mg lactose.

Each Lamictal 100 mg tablet contains 100 mg lamotrigine.
Excipient: Each tablet contains 93.9 mg lactose.

Each Lamictal 200 mg tablet contains 200 mg lamotrigine.
Excipient: Each tablet contains 109.0 mg lactose.

Each Lamictal 2 mg chewable/dispersible tablet contains 2 mg lamotrigine.
Each Lamictal 5 mg chewable/dispersible tablet contains 5 mg lamotrigine.
Each Lamictal 25 mg chewable/dispersible tablet contains 25 mg lamotrigine.
Each Lamictal 50 mg chewable/dispersible tablet contains 50 mg lamotrigine.
Each Lamictal 100 mg chewable/dispersible tablet contains 100 mg lamotrigine.
Each Lamictal 200 mg chewable/dispersible tablet contains 200 mg lamotrigine.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablet.
Chewable/dispersible tablet.

25 mg tablets:
Pale, yellowish-brown, multifaceted, super-elliptical tablets of 6.0 mm marked “GSEC7” on one side and
“25” on the other.

50 mg tablets:
Pale, yellowish-brown, multifaceted, super-elliptical tablets of 7.4 mm marked “GSEE1” on one side and
“50” on the other.

100 mg tablets:

Pale, yellowish-brown, multifaceted, super-elliptical tablets of 9.4 mm marked “GSEES” on one side and
“100” on the other.
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200 mg tablets:
Pale, yellowish-brown, multifaceted, super-elliptical tablets of 10.2 mm marked “GSEE7” on one side and
“200” on the other.

2 mg chewable/dispersible tablets:

White to off-white round tablets of 4.8 mm with a blackcurrant odour. One side has a bevelled edge and is
marked “LTG” above the number 2. The other side is marked with two overlapping super-ellipses at right
angles. The tablets may be slightly mottled.

5 mg chewable/dispersible tablets:
White to off-white, elongated, biconvex tablets (major axis 8.0 mm; minor axis 4.0 mm) with a blackcurrant
odour, marked “GS CL2” on one side and “5” on the other. The tablets may be slightly mottled.

25 mg chewable/dispersible tablets:
White to off-white multi-faceted, super-elliptical, tablets of 5.2 mm with a blackcurrant odour, marked
“GSCLS5” on one side “25” on the other. The tablets may be slightly mottled.

50 mg chewable/dispersible tablets:
White to off-white multi-faceted, super-elliptical, tablets of 6.6 mm with a blackcurrant odour, marked
“GSCX7” on one side and “50” on the other. The tablets may be slightly mottled.

100 mg chewable/dispersible tablets:
White to off-white multi-faceted, super-elliptical, tablets of 8.3 mm with a blackcurrant odour, marked
“GSCL7” on one side and “100” on the other. The tablets may be slightly mottled.

200 mg chewable/dispersible tablets:
White to off-white multi-faceted, super-elliptical, tablets of 10.4 mm with a blackcurrant odour, marked
“GSECS” on one side and “200” on the other. The tablets may be slightly mottled.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Epilepsy

Adults and adolescents aged 13 years and above
- Adjunctive or monotherapy treatment of partial seizures and generalised seizures, including
tonic-clonic seizures.
- Seizures associated with Lennox-Gastaut syndrome. Lamictal is given as adjunctive therapy but may
be the initial antiepileptic drug (AED) to start with in Lennox-Gastaut syndrome.

Children and adolescents aged 2 to 12 years
- Adjunctive treatment of partial seizures and generalised seizures, including tonic-clonic seizures and
the seizures associated with Lennox-Gastaut syndrome.
- Monotherapy of typical absence seizures.

Bipolar disorder

Adults aged 18 years and above
- Prevention of depressive episodes in patients with bipolar I disorder who experience predominantly
depressive episodes (see section 5.1).

Lamictal is not indicated for the acute treatment of manic or depressive episodes.
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4.2 Posology and method of administration
Lamictal tablets should be swallowed whole, and should not be chewed or crushed.

Lamictal chewable/dispersible tablets may be chewed, dispersed in a small volume of water (at least enough
to cover the whole tablet) or swallowed whole with a little water.

If the calculated dose of lamotrigine (for example for treatment of children with epilepsy or patients with
hepatic impairment) does not equate to whole tablets, the dose to be administered is that equal to the lower

number of whole tablets.

Restarting therapy

Prescribers should assess the need for escalation to maintenance dose when restarting Lamictal in patients
who have discontinued Lamictal for any reason, since the risk of serious rash is associated with high initial
doses and exceeding the recommended dose escalation for lamotrigine (see section 4.4). The greater the
interval of time since the previous dose, the more consideration should be given to escalation to the
maintenance dose. When the interval since discontinuing lamotrigine exceeds five half-lives (see

section 5.2), Lamictal should generally be escalated to the maintenance dose according to the appropriate
schedule.

It is recommended that Lamictal not be restarted in patients who have discontinued due to rash associated
with prior treatment with lamotrigine unless the potential benefit clearly outweighs the risk.

Epilepsy

The recommended dose escalation and maintenance doses for adults and adolescents aged 13 years and
above (Table 1) and for children and adolescents aged 2 to 12 years (Table 2) are given below. Because of a
risk of rash the initial dose and subsequent dose escalation should not be exceeded (see section 4.4).

When concomitant AEDs are withdrawn or other AEDs/medicinal products are added on to treatment

regimes containing lamotrigine, consideration should be given to the effect this may have on lamotrigine
pharmacokinetics (see section 4.5).
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Table 1: Adults and adolescents aged 13 years and above — recommended treatment regimen in epilepsy

Treatment regimen Weeks 1 + 2 Weeks 3 + 4 Usual maintenance dose
Monotherapy: 25 mg/day 50 mg/day 100 — 200 mg/day
(once a day) (once a day) (once a day or two divided doses)

To achieve maintenance, doses may be
increased by maximum of 50 - 100 mg
every one to two weeks until optimal
response is achieved

500 mg/day has been required by some
patients to achieve desired response

Adjunctive therapy WITH valproate (inhibitor of lamotrigine glucuronidation — see section 4.5):

This dosage regimen 12.5 mg/day 25 mg/day 100 — 200 mg/day

should be used with (given as 25 mg | (once a day) (once a day or two divided doses)
valproate regardless of any | on alternate

concomitant medicinal days) To achieve maintenance, doses may be
products increased by maximum of 25 - 50 mg

every one to two weeks until optimal
response is achieved

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine glucuronidation (see
section 4.5):

This dosage regimen 50 mg/day 100 mg/day 200 — 400 mg/day
should be used without (once a day) (two divided (two divided doses)
valproate but with: doses)

To achieve maintenance, doses may be
phenytoin increased by maximum of 100 mg every
carbamazepine one to two weeks until optimal response
phenobarbitone is achieved
primidone
rifampicin 700 mg/day has been required by some
lopinavir/ritonavir patients to achieve desired response

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine glucuronidation
(see section 4.5):

This dosage regimen 25 mg/day 50 mg/day 100 — 200 mg/day

should be used with other (once a day) (once a day) (once a day or two divided doses)
medicinal products that do

not significantly inhibit or To achieve maintenance, doses may be
induce lamotrigine increased by maximum of 50 - 100 mg
glucuronidation every one to two weeks until optimal

response is achieved

In patients taking medicinal products where the pharmacokinetic interaction with lamotrigine is currently
not known (see section 4.5), the treatment regimen as recommended for lamotrigine with concurrent
valproate should be used.
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Table 2: Children and adolescents aged 2 to 12 years - recommended treatment regimen in epilepsy (total

daily dose in mg/kg body weight/day)

Treatment regimen

Weeks 1 +2

Weeks 3 +4

Usual maintenance dose

Monotherapy of typical
absence seizures:

0.3 mg/kg/day
(once a day or
two divided
doses)

0.6 mg/kg/day
(once a day or
two divided
doses)

1 — 15 mg/kg/day
(once a day or two divided doses)

To achieve maintenance, doses may be
increased by maximum of 0.6 mg/kg/day
every one to two weeks until optimal
response is achieved, with a maximum
maintenance dose of 200mg/day

Adjunctive therapy WITH valproate (inhibitor of lamotrigine g

lucuronidation — see section 4.5):

This dosage regimen
should be used with
valproate regardless of any
other concomitant
medicinal products

0.15 mg/kg/day*
(once a day)

0.3 mg/kg/day
(once a day)

1 — 5 mg/kg/day
(once a day or two divided doses)

To achieve maintenance, doses may be
increased by maximum of 0.3 mg/kg
every one to two weeks until optimal
response is achieved, with a maximum
maintenance dose of 200 mg/day

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine glucuronidation (see

section 4.5):

This dosage regimen
should be used without
valproate but with:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

0.6 mg/kg/day
(two divided
doses)

1.2 mg/kg/day
(two divided
doses)

5 — 15 mg/kg/day
(once a day or two divided doses)

To achieve maintenance, doses may be
increased by maximum of 1.2 mg/kg
every one to two weeks until optimal
response is achieved, with a maximum
maintenance dose of 400 mg/day

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine glucuronidation

(see section 4.5):

This dosage regimen
should be used with other
medicinal products that do
not significantly inhibit or
induce lamotrigine
glucuronidation

0.3 mg/kg/day
(once a day or
two divided
doses)

0.6 mg/kg/day
(once a day or
two divided
doses)

1 — 10 mg/kg/day
(once a day or two divided doses)

To achieve maintenance, doses may be
increased by maximum of 0.6 mg/kg
every one to two weeks until optimal
response is achieved, with a maximum

of maintenance dose of 200 mg/day

In patients taking medicinal products where the pharmacokinetic interaction with lamotrigine is currently
not known (see section 4.5), the treatment regimen as recommended for lamotrigine with concurrent

valproate should be used.

* If the calculated daily dose in patients taking valproate is 1 mg or more but less than 2 mg, then Lamictal
2 mg chewable/dispersible tablets may be taken on alternate days for the first two weeks. If the calculated
daily dose in patients taking valproate is less than 1 mg, then Lamictal should not be administered.
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To ensure a therapeutic dose is maintained the weight of a child must be monitored and the dose reviewed as
weight changes occur. It is likely that patients aged two to six years will require a maintenance dose at the
higher end of the recommended range.

If epileptic control is achieved with adjunctive treatment, concomitant AEDs may be withdrawn and patients
continued on Lamictal monotherapy.

Children below 2 years

There are limited data on the efficacy and safety of lamotrigine for adjunctive therapy of partial seizures in
children aged 1 month to 2 years (see section 4.4). There are no data in children below 1 month of age. Thus
Lamictal is not recommended for use in children below 2 years of age. If, based on clinical need, a decision
to treat is nevertheless taken, see sections 4.4, 5.1 and 5.2.

Bipolar disorder

The recommended dose escalation and maintenance doses for adults of 18 years of age and above are given
in the tables below. The transition regimen involves escalating the dose of lamotrigine to a maintenance
stabilisation dose over six weeks (Table 3) after which other psychotropic medicinal products and/or AEDs
can be withdrawn, if clinically indicated (Table 4). The dose adjustments following addition of other
psychotropic medicinal products and/or AEDs are also provided below (Table 5). Because of the risk of rash
the initial dose and subsequent dose escalation should not be exceeded (see section 4.4).
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Table 3: Adults aged 18 years and above - recommended dose escalation to the maintenance total daily

stabilisation dose in treatment of bipolar disorder

Treatment Regimen

Weeks 1 +2

Weeks 3 +4

Week 5

Target Stabilisation Dose
(Week 6)*

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproate and WITHOUT
inducers of lamotrigine glucuronidation (see section 4.5):

This dosage regimen should
be used with other medicinal
products that do not
significantly inhibit or
induce lamotrigine
glucuronidation

25 mg/day
(once a day)

50 mg/day
(once a day or
two divided
doses)

100 mg/day
(once a day or
two divided
doses)

200 mg/day - usual target
dose for optimal response
(once a day or two
divided doses)

Doses in the range
100 - 400 mg/day used in
clinical trials

Adjunctive therapy WITH valproate (inhibitor of lamotrigine

glucuronidation — see section 4.5):

This dosage regimen should
be used with valproate
regardless of any
concomitant medicinal
products

12.5 mg/day
(given as 25 mg
on alternate
days)

25 mg/day
(once a day)

50 mg/day
(once a day or
two divided
doses)

100 mg/day - usual target
dose for optimal response
(once a day or two
divided doses)

Maximum dose of

200 mg/day can be used
depending on clinical
response

Adjunctive therapy WITHOUT valproate and

section 4.5):

WITH inducers of lamotrigine glucuronidation (see

This dosage regimen should
be used without valproate but
with:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

50 mg/day
(once a day)

100 mg/day
(two divided
doses)

200 mg/day
(two divided
doses)

300 mg/day in week 6, if
necessary increasing to
usual target dose of

400 mg/day in week 7, to
achieve optimal response
(two divided doses)

In patients taking medicinal products where the pharmacokinetic interaction with lamotrigine is currently
not known (see section 4.5), the dose escalation as recommended for lamotrigine with concurrent valproate,

should be used.

* The Target stabilisation dose will alter depending on clinical response
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Table 4: Adults aged 18 vears and above - maintenance stabilisation total daily dose following withdrawal

of concomitant medicinal products in treatment of bipolar disorder

Once the target daily maintenance stabilisation dose has been achieved, other medicinal products may be

withdrawn as shown below.

Treatment Regimen

Current lamotrigine
stabilisation dose
(prior to withdrawal)

Week 1
(beginning with
withdrawal)

Week 2

Week 3
onwards *

Withdrawal of valproate (inhibitor
original dose of lamotrigine:

of lamotrigine glucuronidation — see section 4.5), depending on

When valproate is withdrawn,
double the stabilisation dose, not
exceeding an increase of more than
100 mg/week

100 mg/day 200 mg/day Maintain this dose
(200 mg/day)
(two divided doses)
200 mg/day 300 mg/day 400 mg/day | Maintain this

dose
(400 mg/day)

Withdrawal of inducers of lamotrigine glucuronidation

lamotrigine:

(see section 4.5),

depending on original dose of

This dosage regimen should be
used when the following are
withdrawn:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

400 mg/day 400 mg/day 300 mg/day | 200 mg/day
300 mg/day 300 mg/day 225 mg/day | 150 mg/day
200 mg/day 200 mg/day 150 mg/day | 100 mg/day

Withdrawal of medicinal products
glucuronidation (see section 4.5):

that do NOT significantly inhibit or induce lamotrigine

This dosage regimen should be
used when other medicinal
products that do not significantly
inhibit or induce lamotrigine
glucuronidation are withdrawn

divided doses)

(dose range 100 - 400 mg/day)

Maintain target dose achieved in dose escalation (200 mg/day; two

In patients taking medicinal products where the pharmacokinetic interaction with lamotrigine is currently
not known (see section 4.5), the treatment regimen recommended for lamotrigine is to initially maintain the

current dose and adjust the lamotrigine treatment based on clinical response .

* Dose may be increased to 400 mg/day as needed

Aug 03 2015 11:52:18




v16 - Final

Table 5: Adults aged 18 years and above - adjustment of lamotrigine daily dosing following the addition of
other medicinal products in treatment of bipolar disorder

There is no clinical experience in adjusting the lamotrigine daily dose following the addition of other
medicinal products. However, based on interaction studies with other medicinal products, the following
recommendations can be made:

Treatment Regimen Current lamotrigine | Week 1 Week 2 Week 3 onwards
stabilisation dose (beginning
(prior to addition) with
addition)

Addition of valproate (inhibitor of lamotrigine glucuronidation — see section 4.5), depending on original
dose of lamotrigine:

This dosage regimen should be 200 mg/day 100 mg/day | Maintain this dose (100 mg/day)
used when valproate is added
regardless of any concomitant 300 mg/day 150 mg/day | Maintain this dose (150 mg/day)

medicinal products

400 mg/day 200 mg/day | Maintain this dose (200 mg/day)

Addition of inducers of lamotrigine glucuronidation in patients NOT taking valproate (see
section 4.5), depending on original dose of lamotrigine:
This dosage regimen should be 200 mg/day 200 mg/day | 300 mg/day | 400 mg/day
used when the following are added
without valproate: 150 mg/day 150 mg/day | 225 mg/day | 300 mg/day

phenytoin 100 mg/day 100 mg/day | 150 mg/day | 200 mg/day
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

Addition of medicinal products that do NOT significantly inhibit or induce lamotrigine
glucuronidation (see section 4.5):
This dosage regimen should be Maintain target dose achieved in dose escalation (200 mg/day; dose
used when other medicinal range 100-400 mg/day)

products that do not significantly
inhibit or induce lamotrigine
glucuronidation are added

In patients taking medicinal products where the pharmacokinetic interaction with lamotrigine is currently
not known (see section 4.5), the treatment regimen as recommended for lamotrigine with concurrent
valproate, should be used.

Discontinuation of Lamictal in patients with bipolar disorder

In clinical trials, there was no increase in the incidence, severity or type of adverse reactions following
abrupt termination of lamotrigine versus placebo. Therefore, patients may terminate Lamictal without a
step-wise reduction of dose.

Children and adolescents below 18 years
Lamictal is not recommended for use in children below 18 years of age due to a lack of data on safety and
efficacy (see section 4.4).
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General dosing recommendations for Lamictal in special patient populations

Women taking hormonal contraceptives

The use of an ethinyloestradiol/levonorgestrel (30 pug/150 pg) combination increases the clearance of
lamotrigine by approximately two-fold, resulting in decreased lamotrigine levels. Following titration, higher
maintenance doses of lamotrigine (by as much as two-fold) may be needed to attain a maximal therapeutic
response. During the pill-free week, a two-fold increase in lamotrigine levels has been observed.
Dose-related adverse events cannot be excluded. Therefore, consideration should be given to using
contraception without a pill-free week, as first-line therapy (for example, continuous hormonal
contraceptives or non-hormonal methods; see sections 4.4 and 4.5).

Starting hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT
taking inducers of lamotrigine glucuronidation

The maintenance dose of lamotrigine will in most cases need to be increased by as much as two-fold (see
sections 4.4 and 4.5). It is recommended that from the time that the hormonal contraceptive is started, the
lamotrigine dose is increased by 50 to 100 mg/day every week, according to the individual clinical response.
Dose increases should not exceed this rate, unless the clinical response supports larger increases.
Measurement of serum lamotrigine concentrations before and after starting hormonal contraceptives may be
considered, as confirmation that the baseline concentration of lamotrigine is being maintained. If necessary,
the dose should be adapted. In women taking a hormonal contraceptive that includes one week of inactive
treatment ("pill-free week™), serum lamotrigine level monitoring should be conducted during week 3 of
active treatment, i.e. on days 15 to 21 of the pill cycle. Therefore, consideration should be given to using
contraception without a pill-free week, as first-line therapy (for example, continuous hormonal
contraceptives or non-hormonal methods; see sections 4.4 and 4.5).

Stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT
taking inducers of lamotrigine glucuronidation

The maintenance dose of lamotrigine will in most cases need to be decreased by as much as 50% (see
sections 4.4 and 4.5). It is recommended to gradually decrease the daily dose of lamotrigine by 50-100 mg
each week (at a rate not exceeding 25% of the total daily dose per week) over a period of 3 weeks, unless the
clinical response indicates otherwise. Measurement of serum lamotrigine concentrations before and after
stopping hormonal contraceptives may be considered, as confirmation that the baseline concentration of
lamotrigine is being maintained. In women who wish to stop taking a hormonal contraceptive that includes
one week of inactive treatment ("pill-free week"), serum lamotrigine level monitoring should be conducted
during week 3 of active treatment, i.e. on days 15 to 21 of the pill cycle. Samples for assessment of
lamotrigine levels after permanently stopping the contraceptive pill should not be collected during the first
week after stopping the pill.

Starting lamotrigine in patients already taking hormonal contraceptives
Dose escalation should follow the normal dose recommendation described in the tables.

Starting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine
and TAKING inducers of lamotrigine glucuronidation

Adjustment to the recommended maintenance dose of lamotrigine may not be required.

Use with atazanavir/ritonavir

No adjustments to the recommended dose escalation of lamotrigine should be necessary when lamotrigine is
added to the existing atazanavir/ritonavir therapy.

In patients already taking maintenance doses of lamotrigine and not taking glucuronidation inducers, the
lamotrigine dose may need to be increased if atazanavir/ritonavir is added, or decreased if
atazanavir/ritonavir is discontinued. Plasma lamotrigine monitoring should be conducted before and during
2 weeks after starting or stopping atazanavir/ritonavir, in order to see if lamotrigine dose adjustment is
needed (see section 4.5).
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Use with lopinavir/ritonavir

No adjustments to the recommended dose escalation of lamotrigine should be necessary when lamotrigine is
added to the existing lopinavir/ritonavir therapy.

In patients already taking maintenance doses of lamotrigine and not taking glucuronidation inducers, the
lamotrigine dose may need to be increased if lopinavir/ritonavir is added, or decreased if lopinavir/ritonavir
is discontinued. Plasma lamotrigine monitoring should be conducted before and during 2 weeks after
starting or stopping lopinavir/ritonavir, in order to see if lamotrigine dose adjustment is needed (see section
4.5).

Elderly (above 65 years)
No dosage adjustment from the recommended schedule is required. The pharmacokinetics of lamotrigine in
this age group do not differ significantly from a non-elderly adult population (see section 5.2).

Renal impairment

Caution should be exercised when administering Lamictal to patients with renal failure. For patients with
end-stage renal failure, initial doses of lamotrigine should be based on patients' concomitant medicinal
products; reduced maintenance doses may be effective for patients with significant renal functional
impairment (see sections 4.4 and 5.2).

Hepatic impairment

Initial, escalation and maintenance doses should generally be reduced by approximately 50% in patients
with moderate (Child-Pugh grade B) and 75% in severe (Child-Pugh grade C) hepatic impairment.
Escalation and maintenance doses should be adjusted according to clinical response (see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Skin rash

There have been reports of adverse skin reactions, which have generally occurred within the first

eight weeks after initiation of lamotrigine treatment. The majority of rashes are mild and self-limiting,
however serious rashes requiring hospitalisation and discontinuation of lamotrigine have also been reported.
These have included potentially life-threatening rashes such as Stevens—Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN) and Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS); also
known as hypersensitivity syndrome (HSS) (see section 4.8).

In adults enrolled in studies utilizing the current lamotrigine dosing recommendations the incidence of
serious skin rashes is approximately 1 in 500 in epilepsy patients. Approximately half of these cases have
been reported as Stevens—Johnson syndrome (1 in 1000). In clinical trials in patients with bipolar disorder,
the incidence of serious rash is approximately 1 in 1000.

The risk of serious skin rashes in children is higher than in adults. Available data from a number of studies
suggest the incidence of rashes associated with hospitalisation in epileptic children is from 1 in 300 to 1 in
100.

In children, the initial presentation of a rash can be mistaken for an infection, physicians should consider the
possibility of a reaction to lamotrigine treatment in children that develop symptoms of rash and fever during

the first eight weeks of therapy.

Additionally the overall risk of rash appears to be strongly associated with:
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- high initial doses of lamotrigine and exceeding the recommended dose escalation of lamotrigine
therapy (see section 4.2)
- concomitant use of valproate (see section 4.2).

Caution is also required when treating patients with a history of allergy or rash to other AEDs as the
frequency of non-serious rash after treatment with lamotrigine was approximately three times higher in these
patients than in those without such history.

All patients (adults and children) who develop a rash should be promptly evaluated and Lamictal withdrawn
immediately unless the rash is clearly not related to lamotrigine treatment. It is recommended that Lamictal
not be restarted in patients who have discontinued due to rash associated with prior treatment with
lamotrigine unless the potential benefit clearly outweighs the risk. If the patient has developed SJS, TEN or
DRESS with the use of lamotrigine, treatment with lamotrigine must not be re-started in this patient at any
time.

Rash has also been reported as part of a hypersensitivity syndrome associated with a variable pattern of
systemic symptoms including fever, lymphadenopathy, facial oedema, abnormalities of the blood and liver
and aseptic meningitis (see section 4.8). The syndrome shows a wide spectrum of clinical severity and may,
rarely, lead to disseminated intravascular coagulation and multiorgan failure. It is important to note that
early manifestations of hypersensitivity (for example fever, lymphadenopathy) may be present even though
rash is not evident. If such signs and symptoms are present the patient should be evaluated immediately and
Lamictal discontinued if an alternative aetiology cannot be established.

Aseptic meningitis was reversible on withdrawal of the drug in most cases, but recurred in a number of cases
on re-exposure to lamotrigine. Re-exposure resulted in a rapid return of symptoms that were frequently more
severe. Lamotrigine should not be restarted in patients who have discontinued due to aseptic meningitis
associated with prior treatment of lamotrigine.

Clinical worsening and suicide risk

Suicidal ideation and behaviour have been reported in patients treated with AEDs in several indications. A
meta-analysis of randomised placebo-controlled trials of AEDs has also shown a small increased risk of
suicidal ideation and behaviour. The mechanism of this risk is not known and the available data do not
exclude the possibility of an increased risk for lamotrigine.

Therefore patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek medical
advice should signs of suicidal ideation or behaviour emerge.

In patients with bipolar disorder, worsening of depressive symptoms and/or the emergence of suicidality
may occur whether or not they are taking medications for bipolar disorder, including Lamictal. Therefore
patients receiving Lamictal for bipolar disorder should be closely monitored for clinical worsening
(including development of new symptoms) and suicidality, especially at the beginning of a course of
treatment, or at the time of dose changes. Certain patients, such as those with a history of suicidal behaviour
or thoughts, young adults, and those patients exhibiting a significant degree of suicidal ideation prior to
commencement of treatment, may be at a greater risk of suicidal thoughts or suicide attempts, and should
receive careful monitoring during treatment.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the
medication, in patients who experience clinical worsening (including development of new symptoms) and/or
the emergence of suicidal ideation/behaviour, especially if these symptoms are severe, abrupt in onset, or
were not part of the patient’s presenting symptoms.
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Hormonal contraceptives

Effects of hormonal contraceptives on lamotrigine efficacy

The use of an ethinyloestradiol/levonorgestrel (30 pug/150 pg) combination increases the clearance of
lamotrigine by approximately two-fold resulting in decreased lamotrigine levels (see section 4.5). A
decrease in lamotrigine levels has been associated with loss of seizure control. Following titration, higher
maintenance doses of lamotrigine (by as much as two-fold) will be needed in most cases to attain a maximal
therapeutic response. When stopping hormonal contraceptives, the clearance of lamotrigine may be halved.
Increases in lamotrigine concentrations may be associated with dose-related adverse events. Patients should
be monitored with respect to this.

In women not already taking an inducer of lamotrigine glucuronidation and taking a hormonal contraceptive
that includes one week of inactive treatment (for example "pill-free week"), gradual transient increases in
lamotrigine levels will occur during the week of inactive treatment (see section 4.2). Variations in
lamotrigine levels of this order may be associated with adverse effects. Therefore, consideration should be
given to using contraception without a pill-free week, as first-line therapy (for example, continuous
hormonal contraceptives or non-hormonal methods).

The interaction between other oral contraceptive or HRT treatments and lamotrigine have not been studied,
though they may similarly affect lamotrigine pharmacokinetic parameters.

Effects of lamotrigine on hormonal contraceptive efficacy

An interaction study in 16 healthy volunteers has shown that when lamotrigine and a hormonal
contraceptive (ethinyloestradiol/levonorgestrel combination) are administered in combination, there is a
modest increase in levonorgestrel clearance and changes in serum FSH and LH (see section 4.5). The
impact of these changes on ovarian ovulatory activity is unknown. However, the possibility of these
changes resulting in decreased contraceptive efficacy in some patients taking hormonal preparations with
lamotrigine cannot be excluded. Therefore patients should be instructed to promptly report changes in their
menstrual pattern, i.e. breakthrough bleeding.

Dihydrofolate reductase

Lamotrigine has a slight inhibitory effect on dihydrofolic acid reductase, hence there is a possibility of
interference with folate metabolism during long-term therapy (see section 4.6). However, during prolonged
human dosing, lamotrigine did not induce significant changes in the haemoglobin concentration, mean
corpuscular volume, or serum or red blood cell folate concentrations up to 1 year or red blood cell folate
concentrations for up to 5 years.

Renal failure
In single dose studies in subjects with end stage renal failure, plasma concentrations of lamotrigine were not

significantly altered. However, accumulation of the glucuronide metabolite is to be expected; caution should
therefore be exercised in treating patients with renal failure.

Patients taking other preparations containing lamotrigine

Lamictal should not be administered to patients currently being treated with any other preparation
containing lamotrigine without consulting a doctor.

25, 50, 100 and 200 mg tablets:
Excipient of Lamictal tablets

Lamictal tablets contain lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.
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Development in children

There are no data on the effect of lamotrigine on growth, sexual maturation and cognitive, emotional and
behavioural developments in children.

Precautions relating to epilepsy

As with other AEDs, abrupt withdrawal of Lamictal may provoke rebound seizures. Unless safety concerns
(for example rash) require an abrupt withdrawal, the dose of Lamictal should be gradually decreased over a
period of two weeks.

There are reports in the literature that severe convulsive seizures including status epilepticus may lead to
rhabdomyolysis, multiorgan dysfunction and disseminated intravascular coagulation, sometimes with fatal
outcome. Similar cases have occurred in association with the use of lamotrigine.

A clinically significant worsening of seizure frequency instead of an improvement may be observed. In
patients with more than one seizure type, the observed benefit of control for one seizure type should be
weighed against any observed worsening in another seizure type.

Myoclonic seizures may be worsened by lamotrigine.

There is a suggestion in the data that responses in combination with enzyme inducers is less than in
combination with non-enzyme inducing antiepileptic agents. The reason is unclear.

In children taking lamotrigine for the treament of typical absence seizures, efficacy may not be maintained
in all patients.

Precautions relating to bipolar disorder

Children and adolescents below 18 years
Treatment with antidepressants is associated with an increased risk of suicidal thinking and behaviour in
children and adolescents with major depressive disorder and other psychiatric disorders.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

UDP-glucuronyl transferases have been identified as the enzymes responsible for metabolism of lamotrigine.
There is no evidence that lamotrigine causes clinically significant induction or inhibition of hepatic
oxidative drug-metabolising enzymes, and interactions between lamotrigine and medicinal products
metabolised by cytochrome P450 enzymes are unlikely to occur. Lamotrigine may induce its own
metabolism but the effect is modest and unlikely to have significant clinical consequences.
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Table 6: Effects of other medicinal products on glucuronidation of lamotrigine

Medicinal products that
significantly inhibit
glucuronidation of lamotrigine

Medicinal products that
significantly induce
glucuronidation of lamotrigine

Medicinal products that do not
significantly inhibit or induce
glucuronidation of lamotrigine

Valproate Phenytoin Oxcarbazepine
Carbamazepine Felbamate
Phenobarbitone Gabapentin
Primidone Levetiracetam
Rifampicin Pregabalin
Lopinavir/ritonavir Topiramate
Ethinyloestradiol/ levonorgestrel | Zonisamide
combination®*

Atazanavir/ritonavir* Lithium
Buproprion
Olanzapine
Aripiprazole

*For dosing guidance (see section 4.2)

**Qther oral contraceptive and HRT treatments have not been studied, though they may similarly affect
lamotrigine pharmacokinetic parameters (see sections 4.2 and 4.4).

Interactions involving antiepileptic drugs

Valproate, which inhibits the glucuronidation of lamotrigine, reduces the metabolism of lamotrigine and
increases the mean half-life of lamotrigine nearly two-fold. In patients receiving concomitant therapy with
valproate, the appropriate treatment regimen should be used (see section 4.2).

Certain AEDs (such as phenytoin, carbamazepine, phenobarbitone and primidone) which induce hepatic
drug-metabolising enzymes induce the glucuronidation of lamotrigine and enhance the metabolism of
lamotrigine. In patients receiving concomitant therapy with phenytoin, carbamazepine, pheonbarbitone or
primidone, the appropriate treatment regimen should be used (see section 4.2).

There have been reports of central nervous system events including dizziness, ataxia, diplopia, blurred
vision and nausea in patients taking carbamazepine following the introduction of lamotrigine. These events
usually resolve when the dose of carbamazepine is reduced. A similar effect was seen during a study of
lamotrigine and oxcarbazepine in healthy adult volunteers, but dose reduction was not investigated.

There are reports in the literature of decreased lamotrigine levels when lamotrigine was given in

combination with oxcarbazepine. However, in a prospective study in healthy adult volunteers using doses of
200 mg lamotrigine and 1200 mg oxcarbazepine, oxcarbazepine did not alter the metabolism of lamotrigine
and lamotrigine did not alter the metabolism of oxcarbazepine. Therefore in patients receiving concomitant
therapy with oxcarbazepine, the treatment regimen for lamotrigine adjunctive therapy without valproate and
without inducers of lamotrigine glucuronidation should be used (see section 4.2).

In a study of healthy volunteers, coadministration of felbamate (1200 mg twice daily) with lamotrigine
(100 mg twice daily for 10 days) appeared to have no clinically relevant effects on the pharmacokinetics of
lamotrigine.

Based on a retrospective analysis of plasma levels in patients who received lamotrigine both with and
without gabapentin, gabapentin does not appear to change the apparent clearance of lamotrigine.

Potential interactions between levetiracetam and lamotrigine were assessed by evaluating serum
concentrations of both agents during placebo-controlled clinical trials. These data indicate that lamotrigine

Aug 03 2015 11:52:19

16



v16 - Final

does not influence the pharmacokinetics of levetiracetam and that levetiracetam does not influence the
pharmacokinetics of lamotrigine.

Steady-state trough plasma concentrations of lamotrigine were not affected by concomitant pregabalin
(200 mg, 3 times daily) administration. There are no pharmacokinetic interactions between lamotrigine and
pregabalin.

Topiramate resulted in no change in plasma concentrations of lamotrigine. Administration of lamotrigine
resulted in a 15% increase in topiramate concentrations.

In a study of patients with epilepsy, coadministration of zonisamide (200 to 400 mg/day) with lamotrigine
(150 to 500 mg/day) for 35 days had no significant effect on the pharmacokinetics of lamotrigine.

Although changes in the plasma concentrations of other AEDs have been reported, controlled studies have
shown no evidence that lamotrigine affects the plasma concentrations of concomitant AEDs. Evidence from

in vitro studies indicates that lamotrigine does not displace other AEDs from protein binding sites.

Interactions involving other psychoactive agents

The pharmacokinetics of lithium after 2 g of anhydrous lithium gluconate given twice daily for six days to
20 healthy subjects were not altered by co-administration of 100 mg/day lamotrigine.

Multiple oral doses of bupropion had no statistically significant effects on the single dose pharmacokinetics
of lamotrigine in 12 subjects and had only a slight increase in the AUC of lamotrigine glucuronide.

In a study in healthy adult volunteers, 15 mg olanzapine reduced the AUC and C,,,x of lamotrigine by an
average of 24% and 20%, respectively. An effect of this magnitude is not generally expected to be clinically
relevant. Lamotrigine at 200 mg did not affect the pharmacokinetics of olanzapine.

Multiple oral doses of lamotrigine 400 mg daily had no clinically significant effect on the single dose
pharmacokinetics of 2 mg risperidone in 14 healthy adult volunteers. Following the co-administration of
risperidone 2 mg with lamotrigine, 12 out of the 14 volunteers reported somnolence compared to 1 out of 20
when risperidone was given alone, and none when lamotrigine was administered alone.

In a study of 18 adult patients with bipolar I disorder, receiving an established regimen of lamotrigine (100-
400 mg/day), doses of aripiprazole were increased from 10 mg/day to a target of 30 mg/day over a 7 day
period and continued once daily for a further 7 days. An average reduction of approximately 10% in C,
and AUC of lamotrigine was observed. An effect of this magnitude is not expected to be of clinical
consequence.

In vitro experiments indicated that the formation of lamotrigine's primary metabolite, the 2-N-glucuronide,
was minimally inhibited by co-incubation with amitriptyline, bupropion, clonazepam, haloperidol or
lorazepam. These experiments also suggested that metabolism of lamotrigine was unlikely to be inhibited by
clozapine, fluoxetine, phenelzine, risperidone, sertraline or trazodone. In addition, a study of bufuralol
metabolism using human liver microsome preparations suggested that lamotrigine would not reduce the
clearance of medicinal products metabolised predominantly by CYP2D6.

Interactions involving hormonal contraceptives

Effect of hormonal contraceptives on lamotrigine pharmacokinetics

In a study of 16 female volunteers, dosing with 30 pg ethinyloestradiol/150 pg levonorgestrel in a combined
oral contraceptive pill caused an approximately two-fold increase in lamotrigine oral clearance, resulting in
an average 52% and 39% reduction in lamotrigine AUC and Cmax, respectively. Serum lamotrigine
concentrations increased during the course of the week of inactive treatment (including the "pill-free" week),
with pre-dose concentrations at the end of the week of inactive treatment being, on average, approximately
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two-fold higher than during co-therapy (see section 4.4). No adjustments to the recommended dose
escalation guidelines for lamotrigine should be necessary solely based on the use of hormonal contraceptives,
but the maintenance dose of lamotrigine will need to be increased or decreased in most cases when starting
or stopping hormonal contraceptives (see section 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics

In a study of 16 female volunteers, a steady state dose of 300 mg lamotrigine had no effect on the
pharmacokinetics of the ethinyloestradiol component of a combined oral contraceptive pill. A modest
increase in oral clearance of the levonorgestrel component was observed, resulting in an average 19% and
12% reduction in levonorgestrel AUC and Cmax, respectively. Measurement of serum FSH, LH and
oestradiol during the study indicated some loss of suppression of ovarian hormonal activity in some women,
although measurement of serum progesterone indicated that there was no hormonal evidence of ovulation in
any of the 16 subjects. The impact of the modest increase in levonorgestrel clearance, and the changes in
serum FSH and LH, on ovarian ovulatory activity is unknown (see section 4.4). The effects of doses of
lamotrigine other than 300 mg/day have not been studied and studies with other female hormonal
preparations have not been conducted.

Interactions involving other medicinal products

In a study in 10 male volunteers, rifampicin increased lamotrigine clearance and decreased lamotrigine
half-life due to induction of the hepatic enzymes responsible for glucuronidation. In patients receiving
concomitant therapy with rifampicin, the appropriate treatment regimen should be used (see section 4.2).

In a study in healthy volunteers, lopinavir/ritonavir approximately halved the plasma concentrations of
lamotrigine, probably by induction of glucuronidation. In patients receiving concomitant therapy with
lopinavir/ritonavir, the appropriate treatment regimen should be used (see section 4.2).

In a study in healthy adult volunteers, atazanavir/ritonavir (300 mg/100 mg) administered for 9 days reduced
the plasma AUC and Cmax of lamotrigine (single 100 mg dose) by an average of 32% and 6%, respectively.
In patients receiving concomitant therapy with atazanavir/ritonavir, the appropriate treatment regimen
should be used (see section 4.2).

Data from in vitro assessment demonstrate that lamotrigine, but not the N(2)-glucuronide metabolite, is an
inhibitor of Organic Transporter 2 (OCT 2) at potentially clinically relevant concentrations. These data
demonstrate that lamotrigine is a more potent in vitro inhibitor of OCT 2 than cimetidine, with IC50 values
of 53.8 uM and 186 uM, respectively. Co-administration of lamotrigine with renally excreted medicinal
products which are substrates of OCT2 (e.g. metformin, gabapentin and varenicline) may result in increased
plasma levels of these medicinal products.

The clinical significance of this has not been clearly defined, however care should be taken in patients co
administered with these medicinal products.

4.6 Pregnancy and lactation

Risk related to antiepileptic drugs in general

Specialist advice should be given to women who are of childbearing potential. The antiepileptic treatment
should be reviewed when a woman is planning to become pregnant. In women being treated for epilepsy,
sudden discontinuation of AED therapy should be avoided as this may lead to breakthrough seizures that
could have serious consequences for the woman and the unborn child. Monotherapy should be preferred
whenever possible because therapy with multiple AEDs could be associated with a higher risk of congenital
malformations than monotherapy, depending on the associated antiepileptics.
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Risk related to lamotrigine

Pregnancy
A large amount of data on pregnant women exposed to lamotrigine monotherapy during the first trimester of

pregnancy (more than 8700) do not suggest a substantial increase in the risk for major congenital
malformations including oral clefts. Animal studies have shown developmental toxicity (see section 5.3).

If therapy with Lamictal is considered necessary during pregnancy, the lowest possible therapeutic dose is
recommended.

Lamotrigine has a slight inhibitory effect on dihydrofolic acid reductase and could therefore theoretically
lead to an increased risk of embryofoetal damage by reducing folic acid levels (see section 4.4). Intake of
folic acid when planning pregnancy and during early pregnancy may be considered.

Physiological changes during pregnancy may affect lamotrigine levels and/or therapeutic effect. There have
been reports of decreased lamotrigine plasma levels during pregnancy with a potential risk of loss of seizure
control. After birth lamotrigine levels may increase rapidly with a risk of dose-related adverse events.
Therefore lamotrigine serum concentrations should be monitored before, during and after pregnancy, as well
as shortly after birth. If necessary, the dose should be adapted to maintain the lamotrigine serum
concentration at the same level as before pregnancy, or adapted according to clinical response. In addition,
dose-related undesirable effects should be monitored after birth.

Lactation

Lamotrigine has been reported to pass into breast milk in highly variable concentrations, resulting in total
lamotrigine levels in infants of up to approximately 50% of the mother’s. Therefore, in some breast-fed
infants, serum concentrations of lamotrigine may reach levels at which pharmacological effects occur.
Among a limited group of exposed infants, no adverse effects were observed.

The potential benefits of breast-feeding should be weighed against the potential risk of adverse effects
occurring in the infant. Should a woman decide to breast-feed while on therapy with lamotrigine, the infant
should be monitored for adverse effects.

Fertility
Animal experiments did not reveal impairment of fertility by lamotrigine (see section 5.3).

4.7 Effects on ability to drive and use machines

As there is individual variation in response to all AED therapy, patients taking Lamictal to treat epilepsy
should consult their physician on the specific issues of driving and epilepsy.

No studies on the effects on the ability to drive and use machines have been performed. Two volunteer
studies have demonstrated that the effect of lamotrigine on fine visual motor co-ordination, eye movements,
body sway and subjective sedative effects did not differ from placebo. In clinical trials with lamotrigine
adverse reactions of a neurological character such as dizziness and diplopia have been reported. Therefore,
patients should see how Lamictal therapy affects them before driving or operating machinery.

4.8 Undesirable effects

The undesirable effects for epilepsy and bipolar disorder indications are based on available data from
controlled clinical studies and other clinical experience and are listed in the table below. Frequency
categories are derived from controlled clinical studies (epilepsy monotherapy (identified byT) and bipolar
disorder (identified by %)). Where frequency categories differ between clinical trial data from epilepsy and
bipolar disorder the most conservative frequency is shown. However, where no controlled clinical trial data
are available, frequency categories have been obtained from other clinical experience.
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The following convention has been utilised for the classification of undesirable effects:- Very common
(>1/10); common (>1/100 to <1/10); uncommon (>1/1000 to <1/100); rare (>1/10,000 to <1/1000); very

rare (<1/10,000), not known (cannot be estimated from the available data).

System Organ Class | Adverse Event Frequency
Blood and lymphatic | Haematological abnormalities' including neutropenia,
system disorders leucopenia, anaemia, thrombocytopenia,
pancytopenia, aplastic anaemia, agranulocytosis Very rare
Lymphadenopathy' Not known
Immune System Hypersensitivity syndrome’ (including such symptoms
Disorders as, fever, lymphadenopathy, facial oedema,
abnormalities of the blood and liver, disseminated
intravascular coagulation, multi organ failure). Very Rare
Psychiatric Disorders | Aggression, irritability Common
Confusion, hallucinations, tics Very rare
Nightmares Not known
Nervous System Headache™® Very Common
Disorders
SomnolenceT§, dizzinessT§, tremorT, insomnia’ Common
agitation®
Ataxia' Uncommon
N T
ystagmus Rare
Unsteadiness, movement disorders, worsening of Very Rare
Parkinson's disease °, extrapyramidal effects,
choreoathetosis’, increase in seizure frequency
Aseptic meningitis (see section 4.4) Rare
Eye disorders DiplopiaT, blurred vision' Uncommon
Conjunctivitis Rare
Gastrointestinal NauseaT, VomitingT, diarrhoeaT, dry mouth® Common
disorders
Hepatobiliary Hepatic failure, hepatic dysfunction®, increased liver | Very rare
disorders function tests
Skin and Skin rash®"™® Very common
subcutaneous tissue ‘
disorders Stevens—Johnson Syndrome * Rare
Toxic epidermal necrolysis Very rare
Drug Reaction with Eosinophilia and Systemic Very rare
Symptoms
Musculoskeletal and | Arthralgia® Common
connective tissue
disorders Lupus-like reactions Very rare
General disorders and | Tiredness’, pain®, back pain® Common

administration site
conditions
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Description of selected adverse reactions

' Haematological abnormalities and lymphadenopathy may or may not be associated with the
hypersensitivity syndrome (see Immune system disorders).

?Rash has also been reported as part of a hypersensitivity syndrome associated with a variable pattern of
systemic symptoms including fever, lymphadenopathy, facial oedema and abnormalities of the blood and
liver. The syndrome shows a wide spectrum of clinical severity and may, rarely, lead to disseminated
intravascular coagulation and multiorgan failure. It is important to note that early manifestations of
hypersensitivity (for example fever, lymphadenopathy) may be present even though rash is not evident. If
such signs and symptoms are present, the patient should be evaluated immediately and Lamictal
discontinued if an alternative aetiology cannot be established.

’ These effects have been reported during other clinical experience. There have been reports that lamotrigine
may worsen parkinsonian symptoms in patients with pre-existing Parkinson’s disease, and isolated reports of
extrapyramidal effects and choreoathetosis in patients without this underlying condition.

* Hepatic dysfunction usually occurs in association with hypersensitivity reactions but isolated cases have
been reported without overt signs of hypersensitivity.

> In clinical trials in adults, skin rashes occurred in up to 8-12% of patients taking lamotrigine and in 5-6% of
patients taking placebo. The skin rashes led to the withdrawal of lamotrigine treatment in 2% of patients.
The rash, usually maculopapular in appearance, generally appears within eight weeks of starting treatment
and resolves on withdrawal of Lamictal (see section 4.4).

Serious potentially life-threatening skin rashes, including Stevens—Johnson syndrome and toxic epidermal
necrolysis (Lyell’s Syndrome) have been reported. Although the majority recover on withdrawal of
lamotrigine treatment, some patients experience irreversible scarring and there have been rare cases of
associated death (see section 4.4).

The overall risk of rash, appears to be strongly associated with:

- high initial doses of lamotrigine and exceeding the recommended dose escalation of lamotrigine
therapy (see section 4.2)
- concomitant use of valproate (see section 4.2).

Rash has also been reported as part of a hypersensitivity syndrome associated with a variable pattern of
systemic symptoms (see Immune system disorders).

There have been reports of decreased bone mineral density, osteopenia, osteoporosis and fractures in
patients on long-term therapy with lamotrigine. The mechanism by which lamotrigine affects bone
metabolism has not been identified.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose

Symptoms and signs

Acute ingestion of doses in excess of 10 to 20 times the maximum therapeutic dose has been reported,
including fatal cases. Overdose has resulted in symptoms including nystagmus, ataxia, impaired
consciousness, grand mal convulsion and coma. QRS broadening (intraventricular conduction delay) has
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also been observed in overdose patients. Broadening of QRS duration to more than 100 msec may be
associated with more severe toxicity.

Treatment

In the event of overdose, the patient should be admitted to hospital and given appropriate supportive therapy.
Therapy aimed at decreasing absorption (activated charcoal) should be performed if indicated. Further
management should be as clinically indicated. There is no experience with haemodialysis as treatment of
overdose. In six volunteers with kidney failure, 20% of the lamotrigine was removed from the body during a
4-hour haemodialysis session (see section 5.2).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other antiepileptics, ATC code: NO3AXO09.

Mechanism of action

The results of pharmacological studies suggest that lamotrigine is a use- and voltage-dependent blocker of
voltage gated sodium channels. It inhibits sustained repetitive firing of neurones and inhibits release of
glutamate (the neurotransmitter which plays a key role in the generation of epileptic seizures). These effects
are likely to contribute to the anticonvulsant properties of lamotrigine.

In contrast, the mechanisms by which lamotrigine exerts its therapeutic action in bipolar disorder have not
been established, although interaction with voltage gated sodium channels is likely to be important.

Pharmacodynamic effects

In tests designed to evaluate the central nervous system effects of medicinal products, the results obtained
using doses of 240 mg lamotrigine administered to healthy volunteers did not differ from placebo, whereas
both 1000 mg phenytoin and 10 mg diazepam each significantly impaired fine visual motor co-ordination
and eye movements, increased body sway and produced subjective sedative effects.

In another study, single oral doses of 600 mg carbamazepine significantly impaired fine visual motor
co-ordination and eye movements, while increasing both body sway and heart rate, whereas results with

lamotrigine at doses of 150 mg and 300 mg did not differ from placebo.

Clinical efficacy and safety in children aged 1 to 24 months

The efficacy and safety of adjunctive therapy in partial seizures in patients aged 1 to 24 months has been
evaluated in a small double-blind placebo-controlled withdrawal study. Treatment was initiated in

177 subjects, with a dose titration schedule similar to that of children aged 2 to 12 years. Lamotrigine 2 mg
tablets are the lowest strength available, therefore the standard dosing schedule was adapted in some cases
during the titration phase (for example, by administering a 2 mg tablet on alternate days when the calculated
dose was less than 2 mg). Serum levels were measured at the end of week 2 of titration and the subsequent
dose either reduced or not increased if the concentration exceeded 0.41 pg/mL, the expected concentration
in adults at this time point. Dose reductions of up to 90% were required in some patients at the end of
week 2. Thirty-eight responders (> 40% decrease in seizure frequency) were randomised to placebo or
continuation of lamotrigine. The proportion of subjects with treatment failure was 84% (16/19 subjects) in
the placebo arm and 58% (11/19 subjects) in the lamotrigine arm. The difference was not statistically
significant: 26.3%, CI95% -2.6% <> 50.2%, p=0.07.
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A total of 256 subjects between 1 to 24 months of age have been exposed to lamotrigine in the dose range 1
to 15 mg/kg/day for up to 72 weeks. The safety profile of lamotrigine in children aged 1 month to 2 years
was similar to that in older children except that clinically significant worsening of seizures (>=50%) was
reported more often in children under 2 years of age (26%) as compared to older children (14%).

Clinical efficacy and safety in Lennox-Gastaut syndrome

There are no data for monotherapy in seizures associated with Lennox-Gastaut syndrome.

Clinical efficacy in the prevention of mood episodes in patients with bipolar disorder

The efficacy of lamotrigine in the prevention of mood episodes in patients with bipolar I disorder has been
evaluated in two studies.

Study SCAB2003 was a multicentre, double-blind, double dummy, placebo and lithium-controlled,
randomised fixed dose evaluation of the long-term prevention of relapse and recurrence of depression and/or
mania in patients with bipolar I disorder who had recently or were currently experiencing a major depressive
episode. Once stabilised using lamotrigine monotherapy or adjunctive therapy, patients were randomly
assigned into one of five treatment groups: lamotrigine (50, 200, 400 mg/day), lithium (serum levels of 0.8
to 1.1 mMol/L) or placebo for a maximum of 76 weeks (18 months). The primary endpoint was "Time to
Intervention for a Mood Episode (TIME)", where the interventions were additional pharmacotherapy or
electroconvulsive therapy (ECT). Study SCAB2006 had a similar design as study SCAB2003, but differed
from study SCAB2003 in evaluating a flexible dose of lamotrigine (100 to 400 mg/day) and including
patients with bipolar I disorder who had recently or were currently experiencing a manic episode. The
results are shown in Table 7.

Table 7: Summary of results from studies investigating the efficacy of lamotrigine in the prevention of mood
episodes in patients with bipolar I disorder

‘Proportion’ of patients being event free at week 76

Study SCAB2003 Study SCAB2006
Bipolar I Bipolar I
Inclusion criterion Major depressive episode Major manic episode
Lamotrigine| Lithium Placebo | Lamotrigine| Lithium Placebo

Intervention free 0.22 0.21 0.12 0.17 0.24 0.04
p-value Log rank test 0.004 0.006 - 0.023 0.006 -
Depression free 0.51 0.46 0.41 0.82 0.71 0.40
p-value Log rank test 0.047 0.209 - 0.015 0.167 -
Free of mania 0.70 0.86 0.67 0.53 0.64 0.37
p-value Log rank test 0.339 0.026 - 0.280 0.006 -

In supportive analyses of time to first depressive episode and time to first manic/hypomanic or mixed
episode, the lamotrigine-treated patients had significantly longer times to first depressive episode than
placebo patients, and the treatment difference with respect to time to manic/hypomanic or mixed episodes
was not statistically significant.

The efficacy of lamotrigine in combination with mood stabilisers has not been adequately studied.

Aug 03 2015 11:52:21

23



v16 - Final

Study of the effect of lamotrigine on cardiac conduction

A study in healthy adult volunteers evaluated the effect of repeat doses of lamotrigine (up to 400 mg/day) on
cardiac conduction, as assessed by 12-lead ECG. There was no clinically significant effect of lamotrigine
on QT interval compared to placebo.

5.2 Pharmacokinetic properties

Absorption

Lamotrigine is rapidly and completely absorbed from the gut with no significant first-pass metabolism. Peak
plasma concentrations occur approximately 2.5 hours after oral administration of lamotrigine. Time to
maximum concentration is slightly delayed after food but the extent of absorption is unaffected. There is
considerable inter-individual variation in steady state maximum concentrations but within an individual,
concentrations rarely vary.

Distribution

Binding to plasma proteins is about 55%; it is very unlikely that displacement from plasma proteins would
result in toxicity.

The volume of distribution is 0.92 to 1.22 L/kg.

Biotransformation

UDP-glucuronyl transferases have been identified as the enzymes responsible for metabolism of lamotrigine.

Lamotrigine induces its own metabolism to a modest extent depending on dose. However, there is no
evidence that lamotrigine affects the pharmacokinetics of other AEDs and data suggest that interactions
between lamotrigine and medicinal products metabolised by cytochrome P45, enzymes are unlikely to occur.

Elimination

The apparent plasma clearance in healthy subjects is approximately 30 mL/min. Clearance of lamotrigine is
primarily metabolic with subsequent elimination of glucuronide-conjugated material in urine. Less than 10%
is excreted unchanged in the urine. Only about 2% of lamotrigine-related material is excreted in faeces.
Clearance and half-life are independent of dose. The apparent plasma half-life in healthy subjects is
estimated to be approximately 33 hours (range 14 to 103 hours). In a study of subjects with Gilbert's
Syndrome, mean apparent clearance was reduced by 32% compared with normal controls but the values are
within the range for the general population.

The half-life of lamotrigine is greatly affected by concomitant medicinal products. Mean half-life is reduced
to approximately 14 hours when given with glucuronidation-inducing medicinal products such as

carbamazepine and phenytoin and is increased to a mean of approximately 70 hours when co-administered
with valproate alone (see section 4.2).

Linearity
The pharmacokinetics of lamotrigine are linear up to 450 mg, the highest single dose tested.

Special patient populations

Children
Clearance adjusted for body weight is higher in children than in adults with the highest values in children
under five years. The half-life of lamotrigine is generally shorter in children than in adults with a mean value
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of approximately 7 hours when given with enzyme-inducing medicinal products such as carbamazepine and
phenytoin and increasing to mean values of 45 to 50 hours when co-administered with valproate alone (see
section 4.2).

Infants aged 2 to 26 months

In 143 paediatric patients aged 2 to 26 months, weighing 3 to 16 kg, clearance was reduced compared to
older children with the same body weight, receiving similar oral doses per kg body weight as children older
than 2 years. The mean half-life was estimated at 23 hours in infants younger than 26 months on
enzyme-inducing therapy, 136 hours when co-administered with valproate and 38 hours in subjects treated
without enzyme inducers/inhibitors. The inter-individual variability for oral clearance was high in the group
of paediatric patients of 2 to 26 months (47%). The predicted serum concentration levels in children of 2 to
26 months were in general in the same range as those in older children, though higher Cmax levels are likely
to be observed in some children with a body weight below 10 kg.

Elderly
Results of a population pharmacokinetic analysis including both young and elderly patients with epilepsy,

enrolled in the same trials, indicated that the clearance of lamotrigine did not change to a clinically relevant
extent. After single doses apparent clearance decreased by 12% from 35 mL/min at age 20 to 31 mL/min at
70 years. The decrease after 48 weeks of treatment was 10% from 41 to 37 mL/min between the young and
elderly groups. In addition, pharmacokinetics of lamotrigine was studied in 12 healthy elderly subjects
following a 150 mg single dose. The mean clearance in the elderly (0.39 mL/min/kg) lies within the range of
the mean clearance values (0.31 to 0.65 mL/min/kg) obtained in nine studies with non-elderly adults after
single doses of 30 to 450 mg.

Renal impairment

Twelve volunteers with chronic renal failure, and another six individuals undergoing hemodialysis were
each given a single 100 mg dose of lamotrigine. Mean clearances were 0.42 mL/min/kg (chronic renal
failure), 0.33 mL/min/kg (between hemodialysis) and 1.57 mL/min/kg (during hemodialysis), compared with
0.58 mL/min/kg in healthy volunteers. Mean plasma half-lives were 42.9 hours (chronic renal failure),

57.4 hours (between hemodialysis) and 13.0 hours (during hemodialysis), compared with 26.2 hours in
healthy volunteers. On average, approximately 20% (range = 5.6 to 35.1) of the amount of lamotrigine
present in the body was eliminated during a 4-hour hemodialysis session. For this patient population, initial
doses of lamotrigine should be based on the patient’s concomitant medicinal products; reduced maintenance
doses may be effective for patients with significant renal functional impairment (see sections 4.2 and 4.4).

Hepatic impairment

A single dose pharmacokinetic study was performed in 24 subjects with various degrees of hepatic
impairment and 12 healthy subjects as controls. The median apparent clearance of lamotrigine was 0.31,
0.24 or 0.10 mL/min/kg in patients with Grade A, B, or C (Child-Pugh Classification) hepatic impairment,
respectively, compared with 0.34 mL/min/kg in the healthy controls. Initial, escalation and maintenance
doses should generally be reduced in patients with moderate or severe hepatic impairment (see section 4.2).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safety pharmacology, repeated
dose toxicity, genotoxicity and carcinogenic potential.

In reproductive and developmental toxicity studies in rodents and rabbits, no teratogenic effects but reduced
foetal weight and retarded skeletal ossification were observed, at exposure levels below or similar to the
expected clinical exposure. Since higher exposure levels could not be tested in animals due to the severity
of maternal toxicity, the teratogenic potential of lamotrigine has not been characterised above clinical
exposure.
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In rats, enhanced foetal as well as post-natal mortality was observed when lamotrigine was administered
during late gestation and through the early post-natal period. These effects were observed at the expected
clinical exposure.

In juvenile rats, an effect on learning in the Biel maze test, a slight delay in balanopreputial separation and
vaginal patency and a decreased postnatal body weight gain in F1 animals were observed at exposures
approximately two-times higher than the therapeutic exposures in human adults.

Animal experiments did not reveal impairment of fertility by lamotrigine. Lamotrigine reduced foetal folic
acid levels in rats. Folic acid deficiency is assumed to be associated with an enhanced risk of congenital
malformations in animals as well as in humans.

Lamotrigine caused a dose-related inhibition of the hERG channel tail current in human embryonic kidney
cells. The IC50 was approximately nine-times above the maximum therapeutic free concentration.
Lamotrigine did not cause QT prolongation in animals at exposures up to approximately two-times the
maximum therapeutic free concentration. In a clinical study, there was no clinically significant effect of
lamotrigine on QT interval in healthy adult volunteers (see section 5.1).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

25,50, 100 and 200 mg tablets:
Lactose monohydrate
Microcrystalline cellulose
Povidone K30

Sodium starch glycolate (Type A)
Iron oxide yellow (E172)
Magnesium stearate.

2,5,25,50, 100 and 200 mg chewable/dispersible tablets:
Calcium carbonate

Low-substituted hydroxypropyl cellulose

Aluminium magnesium silicate

Sodium starch glycolate (Type A)

Povidone K30

Saccharin sodium

Magnesium stearate

Blackcurrant flavour.

6.2 Incompatibilities
Not applicable.

6.3  Shelf life
Blister pack

25, 50, 100 and 200 mg tablets, 5, 25, 50, 100 and 200 mg chewable/dispersible tablets:
Three years.

Bottle pack
5 mg chewable/dispersible tablets:
12 months.
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2 mg chewable/dispersible tablets:
Two years.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

25 mg tablets:
PV C/aluminium foil blister.

Packs of 14, 21, 28, 30, 42, 50, 56 or 100 tablets.
Starter pack of 21 or 42 tablets.

50 mg tablets:
PV C/aluminium foil blister.

Packs of 14, 28, 30, 42, 56, 90, 98 or 100 tablets.
Starter pack of 42 tablets.

100 mg tablets:
PVC/aluminium foil blister.

Packs of 28, 30, 42, 50, 56, 60, 90, 98 or 100 tablets.

200 mg tablets:
PVC/aluminium foil blister.

Packs of 28, 30, 42, 56 or 100 tablets.

2 mg chewable/dispersible tablets:
HDPE bottles with a child resistant/tamper evident closure.

Packs of 30 chewable/dispersible tablets.

5 mg chewable/dispersible tablets:
PVC/PVdC/aluminium foil blister.

Packs of 10, 14, 28, 30, 42, 50 or 56 chewable/dispersible tablets.

5 mg chewable/dispersible tablets:
HDPE bottles with a child resistant/tamper evident closure.

Packs of 14, 28, 30, 42, 56 or 60 chewable/dispersible tablets.25 mg chewable/dispersible tablets:

PVC/PVdC/aluminium foil blister.

Packs of 10, 14, 21, 28, 30, 42, 50, 56 or 60 chewable/dispersible tablets.
Starter pack of 21 or 42 chewable/dispersible tablets.

50 mg chewable/dispersible tablets:
PVC/PVdC/aluminium foil blister.

Packs of 10, 14, 28, 30, 42, 50, 56, 60, 90, 98, 100, 196 or 200 chewable/dispersible tablets.
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Starter pack of 42 chewable/dispersible tablets.

100 mg chewable/dispersible tablets:
PVC/PVdC/aluminium foil blister.

Packs of 10, 14, 28, 30, 42, 50, 56, 60, 90, 98, 100, 196 or 200 chewable/dispersible tablets.

200 mg chewable/dispersible tablets:
PVC/PVdC/aluminium foil blister.

Packs of 10, 14, 28, 30, 42, 50, 56, 60, 90, 98, 100, 196 or 200 chewable/dispersible tablets.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

[See Annex I - To be completed nationally]

8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
{DD month YYYY}

[To be completed nationally]

10. DATE OF REVISION OF THE TEXT
{MM/YYYY} 28 July 2014 (end of procedure)

[To be completed nationally]
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DOEIZ 1200 OLEINRH D,

2mg F 2T TN T 4 AR—T T IVEE

A7) DEFEY EHETLHAA~HEAAO 4.8mm OMEERTH D, FEITEMER L TEBY .,
2] ® L2 TLTG) OZE»RH 5, b5 —Homik, BEMEZEAICERO DT IFOZHING 5,

BREFNCOTNRBEENAONDGENH D,

Smg F =T TNV T 4 A= T IVEE
7a A7) OFY BT D A A~ A AOME W OSER (B 8.0mm, % 4.0mm) TH Y |
FEIZ TGSCL2) . & 95— H DMz I5) OLEINS 5, AN DT NREESRALNDEAERH 5,

25mg F 2 T TN ST 4 A= T IVEE
JaATYDOEFEY EHTDHAL~HEACOZHKEZ LT- 52mm OBFEHEEATHY . iz
[GSCL5) . &9 —FHDWEZ 125] QARG 5, FEANDOT NRBEENALNDGAERH D,

50mg F =T TN T 4 A= T IVEE
JaATYDOFY EETHAA~EHRABROZEAEZ Lz 6.6mm OEMAEMHEEEARTHY . Fimic
[GSCX7] . &9 —FomiZ 1501 OZHINH 5, FEFANCOT INREADALNDIEGENH 5,

100mg F =7 7N/ F 4 AN—2 T IVEE
JaATYDOEFEY EHTDHAG~HEEACOSZHIKZ LT 83mm OEFEHAERITHY . Iz
GSCL7) . &9 —HOmiZ [100)] OZNHINSH D, SEANDOT DRBEENALNDGEND D,

200mg F =7 TV T 4 A= TIVEE ¢
IR YDOFEYEFTDHAHBE~EHEAGOZEAEZ L2 10.4mm O HAEERTH Y . FHEIZ
[GSEC5) . &9 —FHDMmEIZ 1200) OHENNRH D, FEANZ DT NREESANA NI GERH D,

4. BREKKICEYSER

41. %hEe - R
TADN
SN TS L OFE (13 57 E)
— O RIER L OSRERARIIEL & MR IEIC R 2 0F FRIE E 7o I3 AR E
— Lennox-Gastaut JEEREICI T D 31E, OFEIEE LTT 2 7 ¥ — L& 53 53, Lennox-Gastaut
JEMRREIC KT D HIERER & L COPLTANAIKE R D AIEEMED 8 5,

B L VT (2~12 %)
— WA IREAER L OVRIE IR IE % & Lo 258 ER L O Lennox-Gastaut JEEEEIZ 35 1T 5 FAEIC
% Of AL
— ERURMRAEIT T D BLAIR L

R
JEA (18 fLLLE)
— FIZOOWTE Y — K& 2950 [ AEERFICBIT S 9 2R Y — RKOTBL (5.1 &)

FI X —UE, BYREZIL O ORI E Y — ROBMERIERICKHT D2 A L TUH7Ru,
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42. Hi&-RAE
FIVZ—NBETEDOEEMM L, HMEE 2T L TER 5220,

TIVHE—=NF 2T TN T 4 A= TVEEL, HEH 2 WD EOKIZEMR (D7 & b EEA
ﬁﬁé%ﬁ)LTW%\%éhﬁ@%@ﬂ&ﬁﬂ%@ii%ﬁbf%iwo

%m L7277 M X OREGEIC—BT D58AN2WGES BT, NETANABE 23T
ERECEEGT2HE) 3, ARHLERGRELVERVWAROSEANZRE T2 &

&b

HERFBZEOY Z713, 7F MU F O ERSHEOLECHEREZ 8B 2 Tl 2581
ROLNDTIZD, MEPOHATT X7 2 —/VORMEZTIE L ZEBBHICHERET 25610, AGTEZ
MEFF B E TG D2 MEMAEZRET 228 442M) , FROKR S5 OBIFA R 1& MERF
ME~OWHZ B/ T 20BN HD, 7F M F ORGP IEHIRAHEIEBH O 5 5282 55
& G228 | —BEICE, @R R T Y a2 — /e THERFH B S Tl 525 2 &,

WEDTE M) X AEE LRSI LY G2 LEBE ST L7 I 74— LORKER
165 EOAIRIENERRIEZ B BN B D &Il S D56 DAHIHER Shupu,

TADA

BABIRII3 UL EOFE (F1) | 2~12B0O/NNEB L OEE (F2) 1ox A HELEHEH H &
FOMER AL TICRT, BZBOY A7 RNb A0, PIHAEB L OFo#%olEAE B8 2 Tl
R (44 BK)

FERAPICANARKEZ T IET S, HDWVIETE NI XU 28T LU A IO PLTAN IR/ 3H %
BT A551E. TF RN XL OEYEREICKITTAREEOH HEELERETLZ L A5BR) |
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1 BABLUEE (13 L) —TADAIHT EHEL X

LAY 1-2#H 3-4H A AR
BEAIBRE 25mg/H 50mg/ H 100~200mg/
(1 B 18] (1 B 18] (1 B 1[EE 202 s L)

HEFFHRICET 720, EdEEN G
LD ETIT 1~2 @M Z & I2E K 50
~100mg T OWiE L TH L,

KRODLMBEEGED DI, BEITL -
TIE 500mg/ B B 5N 2G5S H
2o

X 7a@grF I UL (TE N XDV a U BRATLER—4.5 2R) 28R 3388 OB RERE:

KL A X AMOPFHEED A
IZBb B9, T afRs b
Vo hEDOFEFHRRCERAT 2

12.5mg/ A
(25mg f@ H
#5-)

25mg/H
(1 B 1[=)

100~200mg/ H
(1 B 1[EE2iE2 ByE#E)

HEFEH BICIET B2 0, B NG
NS ETIT I~2 B Z & ITHREK 25
~50mg O L TH L,

PEAE

PANTagl b U LEHFAETIENIF OIS 0 BAETHEEA (45 20) 20HRT 8B40

KL AT, VT afg) b
U o L&A T LT O 3KHA
ZOFHT 25AICEHT 5
TJxz= bV

TN

7z /N EHX—)L

7Y IR

V77w

=Rty B <) B N ol <l

50mg/ A
(1 A 1)

100mg/ A
(2 [Fl i
5)

200~400mg/ A
(2 [E1 5y EI# 5-)

HEFF B CET D720, BB
DNAETIT I~2 BT &Ik K
100mg TOMWiHE LT Luy,

KRODLMPEEGED DI, BEITL -
TIE 700mg/ B B 5- N B2 G503 5
)

FABR: -

PNTaEF NI U LABEOTE M) XD T v BASHEEA (4.5 28) 2HHA LRWEE O

RKLPANEX, FERIF D
TNTa A R RE L
VN IR L e WA OF
HT 2568 1EHT2

25mg/H
(1 B 1[E)

50mg/ H
(1 B 1[E)

100~200mg/ H
(1 B 1[EE2iE2 ByEE)

HEFFHBICET 720, ElEEN G
5D E T 1I~2 B Z L I2HK 50
~100mg 3 O L TH Ly,

ZE MY F UL OEYHAIENPBERSTH LN TRWEER (45 Z8) ZRMA L T\ EE T
TugF b LLTE RN X AT OLEOMEL A 2T L,

avi%
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&2 NEELVEFE 2~12 /) —TADAICHT SHEL X > (1 Hi#HE [maky/H] )

720& 2 [E 5y E|
#eh)

7213 2 [E45E)
B h)

LA 1-238H 3-48H I HER T &
TERREAEIT0S 2 BAIR | 0.3mg/ke/H 0.6mg/kg/ H 1~15mg/kg/ H
% (TR 1EE | QR 1EE | QA TEEZE2 BSERS)

MEFFFEIET D720, BRI
DD F Tl AHMER &% 200mg/
A& LTI~ &Ik
0.6mg/kg/ H 9" DM L TH K,

NATaBF R OA(TEN)F O NVT 0 U RALEA

—45Z2) 2R BB OORRE:

KL A X AMOPFHIED A
IZb B9, T afRs b
Vo hEOFEFHRRCERAT 2

0.15mg/kg/H
(1 H 1[E)

0.3mg/kg/ H
(1 B 1[E)

1~5mg/kg/H
(1 B 1[EE720% 2 By EIE )

HEFFFHBIET D720, BRSNS
DD E Tl KHER ] &% 200mg/
HELTI~28[H I &Ik K0.3mgkg

TJxz= bV

H NIRRT P

Tz /)N EH—)L
7Y IR

A VA Va4

=3 =il AV I Nl 1 2

FOME L TH LUy,
NVt b U LAEFAETIENIF OIS 0 U BRETHEA 4.5 2) 20HRT35%E80
OF L -
RLT AL, ST alfg) b | 0.6mgkg B 1.2mg/kg/ H 5~15mg/kg/H
Vo LzEfFHET LT O3S | (2 By EIk (2 Bl EI (1 B 1EFE 21T 2 FAyE#% 5
ZOFHT25A RS ) )

HEFFFHBIET D720, BRSNS
DI D E Tl KHER ] &% 400mg/
H& LTI~ &Ik K 1.2mg/kg
FTOWHE L TH LV,

ST F R T ABEORTGE N XEVDOI T v BRRAHER] (4.5 2 20 LARWVWEASDO/E

PR :

ARKLT A%, 7 MY F 0O | 03mgkg/ H 0.6mg/kg/ H 1~10mg/kg/ H

I w UG EE L (18 1A% (18 1AF (1 B 1[EE 212 FoEES)

W, FTTRBE L WEAZOF | 7o 2 BIE] | 72X 2 BE

T 5288 1EHT 5 ¥ hH) 5 HEFFFH B CET D720, B rn%s

DD E Tl KHER ] &% 200mg/
H&E L TI~2[H 2 &I/ K0.6mg/kg
FTOWHILTH L,

ZE MY F UL OEYHAIENPBERETH LN TRWEER (45 Z8) ZRMA L T\ 5 EE T
TugF hI o LLTE RN X AT OGEOMEL A AT L,

avi%

LT aET N U LAERALTCWSEFICH L TR L 1 BHRGED Img LLE 2mg Rl OHE

OO 2L T IV HX =N 2mg F 2T TN/ T 4 A= T NEEERAEG L TH LW, LT e
TRV AEZRALTWHWSEFICH L THEE L 1 BE5EDN Img KEOHA, 7174 —1Va&5T
NI TIER,

B BEOMFFZMRIZT 5720, NEOKEZE=7— L, KELLIZHFVERGEEZRESRITH
T2 6720, 2~6 OEH T, #EEHEDO ERZHERHE L L2 U S0 argtins s,

PERRIE CTAMAR Y br— L TE 284, BEACADARLPIEL, T3 7 % —/L O
PRIL 2R L T H LU,
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2 At DI

%1 H H~2 i o/NRICxHT D80 BIEO U ARIEIZBWT, 7 M) X0 L 0% 4e
PEIZBET 2T — X IR TWD 44 H) . A% 1 2 ARBO/NRICET 27— 213720, £0
7o, 2R O/NRICKTT 5T 27 = OB T HER SNV, R EOMBEMEIC RS & e
ZETHRETHEAI2IT. 44, 5.1, 5228752 L,

R p

18 me LA E DRI KR 2 HESEIE &3 L OMERFH &2 TRISR T, 7F MU X TR HEE T
6 FMNT CTHHE L (£3) | ZOBICHERNICHETHIUTEREMIRE L O/ 23 TA AR
ZHRIETHZENTED (F4) . okl O/ 7213t CANAZEBINT 5 B0 H &R
LU TIWCRT (RS . BEBOVRIRGLTH, VARSI OZOROWEHHAEL B2 TIER D
R (44 B
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7€ 3 - 18 WLILE DFN—RIFILIEZ/ZX1 T S8 1 At FHENDHEFIEFE

T b U T AL ORI
T3

#H5)

7213 2 [B145E)
%5

LYY [1-2B [3-4#@H [5#A | B R (6 HA) *
BAREE IV 7aB T b D ABXOTE NI XD VT v U BBRAATFHES 4.5 2W) 20tH
LZRWIEE OGRS :
KLPA UL, FFRUX2 | 25mg/H 50mg/ A 100mg/ H 200mg/ H — i 0 B 245
OV a R EREL | (1A 1E) (TAE1EE | A 1EE | 270080 HEHE
RN E LIRS LAV 3EA ik 2maE | ik 2mlagE | (0B 1EERIX2 By
AT 25AICERT S #5) %45 LEEED)
B R BR T, 100~
400mg/H ¥ 5- L7z,
NATaiEt bIUA(ZE NI X 07 V7 a U RARER—45 2R) #0ER 3 288 ORERE:
RKLP A%, oOfFHIED | 12.5mg/H 25mg/ H 50mg/ H 100mg/ H — %536 2h S 215
HECEDLS, N7l | (25mglEH (1 | 11=) (1 B 1[EE | D720 o I H &

(1 B 1EEZE2 B
EAES D)

FRIRZDIRAT & - Tidek

5

TJx= AV
AN el

7 ) N)LEX— )L
TR

DR AV V4

o e, e

200mg/ H % 5-23 A[HE T &
Do
NA7agt N U LEHFRAETIE NI X0 v U BRATHER 4528 2R T2880
BB
ARLT A%, v afgE) | 50mg/H 100mg/ H 200mg/ H 6 i H Tl 300mg/H, =&
U D LAEGHES. BLFo | (1 H 1[E) (2 [EoyEF | QESEIF | BRIREZFL O, HE
WA AT %A EHT 5) 5) ThiuX 7 BB IZEE O

HEMZETH D 400mg/
HIZHEET D,
(2 [E153FI$ 5-)

ZE MY F UL OEYHAIENPBERETH LN TRWEER (45 Z8) ZRMA L T\ 5 EE T
Tugr bV LLTE N X AT OSGEICHRE SN D IEE T 5 2 &

avi%

RN RIS U T HIEMER I B2 A5,

Aug 03 2015 11:52:24




k4 18 LI L DFN—RIFILIEE/ZX1 T S HBE LI EDIE 1 B IFHE

AL 5 1 HAERHREICRE L%, LRI L D ICodEF 2k LT vy,

LAY

7% b U X DM
& (PIkgD)

138 H
(hkBd4R)

2 H

3 LR *

DOHIE :

TZEMNIFVCORHEIDG U2 W@ RV UA(TE NI X077 v BiaslER—4.52 1)

7 /) N)LEX—)L
TR

DR VA 4

= =yl V) P B Nl V)~

sonZalg) ) v LsEfIEd S | 100mg/ H 200mg/ A AL MR (200mg/H)
A TR EE 2 5127 508, (2 [El 5y EI#2 5
100mg/i z LAl 2 #8377 | 200mg/ B 300mg/ H 400mg/ H A % HEFT
(400mg/ H )

FEMIXUCOMBITGELEFENIXVDOIA7 v BEAHES 452K OFfik
AR A L, LT OHEA %2 H Ik | 400mg/H 400mg/ H 300mg/H 200mg/ H
THGEITHERT %

300mg/H 300mg/H 225mg/H 150mg/ H
A= N G
BN 200mg/H 200mg/H 150mg/H 100mg/H

FERNIXUVOIAVIu  BREASEZBE LRV, $REFEL2VWEROTIE 4.55H1)

KL A %, RNV DT
N a UElRAERELR Y, F
TITFFE L WA A2 F k9 555
HIEHRT 5

WEIc L v L AR EZ MR 5 (200mg/H | 2 [\ EIF5)

(100~400mg/ H )

7 N X2 L OFYHESENBERETH L TRWEA (4528 ZRM L TH2BE T, 919
7PV FOMHEEMEFL, BAMRIISCTTIE N FoONELZHRE T2 Z LRI D,

BTG U C 400mg/ A ZHiHE LT b LU,
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F5 18 L LEDHEAN—RIBIIEZ 5T BHDEFEMEDSE L F>D1 HEEDF L
MOFEALEMZDOZE R X0 1 HHEORENIZET 2 ERERIZZ ), L., oAl L D
MHAEERBRBRICESE, UTFTOL YA VRHEINS -

LAY SERNYXOHR | 18 H 23EH 3 M LI
s GBINAED) GEINBEAR)

FZEPMIFCORAEZR LAV eBT P UL (TE RN XFO7 V7 0 faaHER—4.5 281)

DB :

RLP A%, tofFHIEDO A EIZ | 200mg/H 100mg/ H A & HEEE (100mg/H)
b3, Sr7afg) kY v AO | 300mg/ H 150mg/ H AR A MERE (150mg/H)
BRI 5 400mg/ H 200mg/ H A &2 HMER (200mg/H)

FERNIFCOHREIE LAV T BT NV U AZRA L TORVWEREICRHTEIENIXF oI/ In

VERHIATHER (4.5 28) 0B

ALY A AL, ST afgE) U v | 200mg/H 200mg/ H 300mg/ H 400mg/ A
LEGHHET. LIT ORI BT

DYEIERT S 150mg/H 150mg/H 225mg/ H 300mg/H
Tr=hrAV 100mg/ H 100mg/ H 150mg/ H 200mg/ H

HINR=B

7 /)N )LEH—)L

7Y IR

R SN %

e Fen,SY e

FEPNIFUOITNAN I u  BREEEZBEELRY, £2E3FELLZVERIOEMN 4.55H)

RKLPAAL, FENIF OV | HEEEZER T 2 BRI &2 HERT 25 (200mg/H . 100~400mg/H)
7 aURAeEELRY, £720F
P LAWK 2B A fE
i ERA)

7 MU XL O ANENRBEBE THOL N TRWEEA] (45 28) ZRAL WL BETIE, v
TPV OLAETE NI AT OEAICHERSND VO A BT LI L,

B RN F51) S 7 I 2 K — /b DIk
BEARRERTIX, 7% MU X2 BRIk LR ORIER OFELR, BEIERE, N7 T £ & ik
LTHMT 5 2 Lidehnolc, 20D, 717 2 —LOFEHRIERHTIE, B L2<TH LU,

IR TN 18 A D FE
BEME XOEIET —Z N0 T2 18 AR O/NRIZxT 5T 27 X — L O I3HELE X 7
W (44 BH)

R BEEFNCRBIT 57 I 7 =V ORI I #ESE IR 51k

T BT & R D LA

TF=NTZANT A=V VR VA NV (B0pg/150ug) OOFRICE Y, FERY X DS
UT T ARKI2METHML, 78 MY X UBEMETT 5, RROEENREZEH7-012, il L
THTEDICEAEDTT N XUOMEHAE Q) NUEERDIGAND D, KEHE (pill-free
M) B, B R U UEEN2MFICHEMLIZZ EXMESN TV, HREFHRAEEERORT
EERANT 2 2 LIXTERY, 0D, R E LRSI (pill-free M) D72 BT EOE
MEBETHE B, AR VT VBTS2 1 33E RV VT ; 44 BN 45 2R)
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FELFIHED ZF F U F o RIFITH S5, FF RV FD I o 5 #5875 5 7 R
L TORUVEEIZS L T /T b3 5 it 55 554

TE RN XCOHFFHARZ 2EHETILERNLILANIZEALETHD (44BLV4A5B]) |
il 2 DEFRDFANHE S T, BT RHTEBIARE S 7 R Y F O &% 1 #EHMIZ 50~100mg/H
TOWET L ENHRIND, BRDIEDE R DEELIFFLRWRY . ZOf &L B - iE %
ITHORETIEF R, XR=2AT A DFE M) FUREDHER SN TODENEHRT D2, FLES
WEHEIROBALERTH CIMIET 7 b U XU BREHTCOEENLE L RLIBERNH D, LETHE, H
BEAMET D2, AR ORI (pill-free M) % & oA /VE VRHEIEIRA H O LETIlE, &5
WO 3EE (Thbb, 54271015 HE~21 HEH) IZMiF7E N FUREOE=41
T ETRETH D, TDD, HEIRE U TREDIF (pill-free HIR) D722V EEETE O %
EETHZ L (B, M7 RV REERR F 7 I3 IE RV VBT L 44 B X V45 5 H)

FEFFI D ZF Y FZRIFH TS0, FZF RV FDI 2 17 R 5 & 7587 5 FH 2 R
L TR VBZIZH L T /T o dHEE 5 11 ] 3 5 B4

TN XOHFFHEZ SO%BETIMLENHLILEANMIEALETHD G4 BLV45BR)
FERZDEDFRD D72 WIRY 3T TTZE NI Koo 1 HHEZ 1 #EBIZ 50~100mg DM
THZENHELREESND (1EBTI HHZED 25% % B2 5WEEZ LRV E) , XR—AT74 L DT%E
MU REDNHERF STV DD EMERT D720, BRVE VRO R IERT% CEF 7 U o
TEEERIE OZENR LI L R 555030 5, 1 WRIOKIEIE (pill-free 1) %5108 /LE L REHTIED
HIEA2ALET DT, HEHMO3IEE (T72bb, 5942710015 HE~21 HE) IZiF
HIENIFUREOE=HFY T R2FEHMTRETH D, BTEELZRCHIELEZHZOTE N T
BEERIE DO DY Tk, BEHEER T % ORI O 1 BRITINE TN X Tixu,

N ITE BRI T DB X L T 7 F b U F DG 357 554
FNR LT85 OHELEH &> CTHE 25 2 &,

FEFEHED ZF P Y FNRIFFTH Y, FF P, Y FD 2 2 Jlf4 F 7585 5 55 5 R D
BFNSA] U T/ 3R & 675 & O UE 95 554
ZE b X OHESEER B A TRETT 2 MBI AR,

TEFFEN Y T EE DI

EFOT XY e/ U M FEMERICTE N X 2B 558120, 7 U X0 OHE5H
HHEZZET 0T,

MERHEDTE N XU ZRALTWER, Zu7 o UEBERE 2358 T 58K 2R L TRk
BT, 7EYFEL Y NFEAEBINTAHEICTE RN X UofE, HoWET e/
U R FEALEZFIETLHAICIETE RN OBENPLELERDGERDH D, 7XY e U
ENLOEGETE KOG E - I1XP % 2 I, 7€ M) X OHEREINLENEHEND DT
DICIEF T N FURBEOT=X ) T E2ETRETHD G5BH)

7N Y FFEEDO

MFEOrEFEN /U M FEERICTE U XU 2BINT 55812, 7F b X OHERERTY
HEEZERT HHEILR0,

HEFFHEOTZE NI XU ZRALTCWANR, V7 o U BiE 23T 28HA 2 IRA L Tuhauni
FETIE, v FEA U RS EAZBITASRAICTE N X COME, HHWNEIrEFEL Y b
FENALEHIETAEAEICETE N X UDEENLELRLGE08HD, oS ENL Y FFELD
BHRIB I OEERBEZIITIEEZ 2 B8EIZ. 9 N X UOoOBRERENALENETE D B 72120
Wh I N X UVBEOE=X) V7 EETRETHD 4551)
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B E (65 ka7 5EE)
HEE A2 R E T 2 MBI, S LIS O N & ik U ¢, REBEFEMICBITS7E R
XU OEYERRICABEREZRITRO LN TW RN (52581) |

B el 2

BAREEECT I 7 XN 2R 5T L55EITEENLETH L, RBEAEREIIHTLHT7E
U ORI, BEOIHEICESTRET NS TH D, FLOVEHERST SR 55 EE
TiE, MEFFRBEOHEDS DRI TH D WTRENDN H L 44 BLT522H) |

JFHERENE B &

W IR, W R KOWERF T EIL, P (Child Pugh grade B) D ITHERE M E B THY
50%, FEE (Child Pugh grade C) DTHERERE T BE TR 75%IBET & Th 5, ik & L OWER?
MEE, BRDEIECGRET22 L 5228 |

43. #3Z
KRN DOE NS F121F 6.1 1R T RN L CGREGED H 5 BEFITIIBETH S,

44. BATIESLVFERALOIE
Bz

BHEREERIGHERE SN TEY . BT E N X 05D § MREILINICRELT 5,
I ORKE L, MENOSAHLREETH L0, ABBLOT7E NI X ORGEHIENLEL /2 5HE
BRBEZLWMEINTVD, INDIZIE, AT 4 —T R« Va vy il (SIS) | MR E
HFEAE (TEN) 36 L OMFERERIGIN & 5k 2 F 5 WG (DRESS) F DA &G T i RetEN &
LZb0bEEND 48BMH)

BATOZE M) X OHEER G352 R U-ikBRIO8 &k SN ISR 2 EE 15 DR BRI,
TADAERE 500 BIHR 1 BITHD, ZNDDREENBAT 4 —T R Ta vy EBREE LTH
&tz (1000 FilH 141 o AUMERESE B 2 x5 & U2 ERARRRER Tk, SR RZ ORBLEIL 1000
Bl 1 FlTH D,

INRIZBT2EEREZOU 2 71F, ALY bEW, 2RO AT LT —% Tid, /hE
TANAVBEIZEIT 5 Az 9 3B ORBRIZE, 300 62 1 F5 100 FIZ 1 HlTH 2D Z L3R
Ehb,

INRIZENT, BEZEOPIIEIERITEIYE L2 SN2 560 H Y | & 5-5in 8 HWELINIZHREZ I K
OFEBDIERD I LI GE, ENETE ) FUASHT OIS TH L aTRetE 2 BT 5 2 &,

S5, UTOSAIZIIEEHNRRZOU R REmWEEZLND :

— JE NI UOYHHENGHETHLGA. HEARZBX TCI I 74— a2liE LI-5E
(42 Z1R)

— N7t N U AEFHL TGS (42 2)

Fo, MO TANPAIKICKTTE T LIAF—F 3B OBREDOH 5 BE~FET HBIITEEN
VETHDH, 7F M) X UFRGHOIFEELRBEBOHEIT, ZNOOEFEDORWEE LY K3 %5
Mol

RBEFRBELIZTXTORE (RABIOVNR) X, g8 aezlt, B2 LI FIXUD
BN ESRICEESNRWRY I, BEHICT I 7 —1LOE552F I+ _R&ETHD, BEOTE b
VR ACEHELZRBICLVEEEZTIELTZRBEICHTEHT 7 X —/LOHKEIL. IBE ELOAEM
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MG 2 B 5z B\ D &I SN D58 DAMIHERE X uZeuv, 7 B U o offi I - T SIS,
TEN £721XDRESS #HEL L7=Z EMH DL BEEIIE, W86 7 N XU 2F/kE L TR
SR AR

£ FEE U NMIE, BUmTRE, Mg, PSR BRI e L Ok e o E =D
EEEIR 2 O WBUEEMRIE O —F L L TEBIBE SN TS 482 M) | JEMIEIZET 2 MR
FOFEREEIIRAS . EAU, FBEVELE RS KOS A 2ITORN 0 28 5, WBBUHED
MIESR (1], FEEN, U o /REE) 13, BEEZHEDRWI LD 2 LITHET D, 2D XD Al -
FERDFRD NI HEIE, EHICEFEZDE L, tMOFRAHR TS 2WgEEIE, 7372 —vzh
1E4 2%,

M VERIIER I TIT & A EDIER TAR OG- IEIZ L 0 i) TH 7228, —5DIEFITTE U
FUOOHBERGICIVER L, HBRESICIDERIERSER L, L0 EETIHARL 1T,
WEIZTE N X OBRGICHEET 2 WEEHER O DI GEER I L2 DL BHITH LT
X, 7EF MU F U 2/iEE LTI b i,

FERREED LB L OHEZED Y 27

K& IR ISEIC B W T CADAREKIC L DI EZ T - BFICERSEL KOBERITENHRE S
TW5D, FLCADAEICB T DEIELILT 7B ARREABRO A X277V A TH, BREEBIUA
BATENDO Y A7 Q0T HREMPIRENTND, KU AT OBEFIIRHTHY . AFAERT —F )
5T RNYF UKD AT BIMOAREVEZ RIS D Z L IXTE R0,

Lo T, BEOHBREEB L OBRITEHOMELE=4 ) > 7 L, @WURIEREHRG§~& T
b%, BEEEL ZOCARITEIOMENRD bNZHEITIE. BF (BLXUOZON#EE) ([CEMOI)
BaRODLLHIFETRETHD,

PHGPERE R BF L, 7 7 ¥ — N2 B EIR K OIRA O A MIZEAR 2 <. 9 DERDHE
LB L/ I AREEEREZ BB T LD D, 20D, MBHEFEEICH LTI I 7 Z¥—L
ZHRA LTV EBE T, B G FI £ 72 13 B2 T ISR AR O B GHrz AR D3 L
Eate) BROHEMEFZIIOWTHERSBIETHIZ L, £, ARITEE L IXBRSEOREE
DI 5 BF, BHFEMN, BEHFRGRTICH O BRSE A~ TEFFEIARSEEITAZRER DY
A7 W@EL A EELHLOT, BEPITHEEERSBET L L,

BEDRIRBEDHEAL, G- RIERORB A ETe) BLO I3 HERAE HEITADIRBLNED Hi
T2HRFIZBWTC, FICZEDIERNEIETH 720 . BENRFRTH -0 . BEEEO I Tldewn
BAICIE, BEEPIEETAEDL AL DERSEETH L,

HRIVE VRIS

LE DY T E P Y F DB RIFE T

TF=NT A RNT VA= LR VA LY (B0pg/150pg) OPFFICE D, FE R XD
V7 Z AR 2 ZmML, ZF FUFURENMITTS @s5s2R) , 7T NI X UOREIKT
X, TADADay ha— L RBIZEET S, RKOIBEDIREGEL O, Bl LB TS HIZE
HEOZE RN X OHFFHE Q) BUELRIGADIZEAETHD, FILVEVRTEOR S
ZHRIETHEE, T NI O VT 7 AT A EERH S, TF MY X REOHEMIL,
HERGFOSAEEERICBEET RN D, ZOHICBEL TRELBIEITRETH D,

ZE NIV v U BRAFERZRHA L TE LT, 1 EMOKRIEIR (pill-free M) 25
TR /VE UREESE 2 IR P O et T, IRSEIAR] (pill-free BIfH) 7€ MY FUREO @D
DLNIREMAB A LND 425H) , ZOTE M) FUREOE(IC LY RWERN BT 5 AlHE
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PR D, TOd, BN E UCTARIRIAR (pill-free HI[) O W HEEOKHEZEETHZ L
(1], AL 722 TRV BRI & 7 13 FE AR V| V)

L DRR L BT F 721XV A IR EE (HRT) & 7€ U X & OMBAERICET 2 BRI 7o
NTWZRWA, TF R X OERMBNEE NT A — X I ZFRIEEO B L KIT T REER H 5,

ZE P U F P IT DGR R IE T A
16 BIOFEEEEREE 2515 & LM BEEARBRICBON T, 78 MY £ LR UK (mF =1
TARNTOF =N VUR VT AN L) EOFHEG LSRR, LR AT AN AT )T T AN
DITNTHML, MyEF FSH B LN LH B2 LT 5 Z LRz 45 2) , b OZE(bH IR
BOPIMERICRIETHEBIRHTH D, Lo, ZNHOEMNTE MU £ L R/LE T s
AL TS HEEIZB T, BEERZIK T SE5 IR E TE R, TDO7H, AR Z—
O (B, BEFEHm) AROOLNEERITEDICHRE T L) BEEFET L L,

DASNEE A 30PN i

FE PRIV KRR TSRO L CHOMEEA AT 5720, BHIBEIC & 0 ER
WEILET D AREERH D B6BH) . L, b MBI 2EHRE BN T, #5 14EFET
IE 0 B REE . EHRMERAR, I I L ORMER T ORI s F /-5 5 4E H £ Tk
1 ER o D IERR I 12 A B AR B BIEERD Do T,

R RERE

KB ARAREGTHWRE x5 L L HERERBR I, miEF 7€ ) S UREOFEREL
LA B2 oTz, LinL, 77 a= RREMOERBRN TR SN 2D, BRERE~EKE T HE
WITEET D2 L,

Z7E MU XU EEHT MDA E R F O EE
TFERNIFUEEHETHMODH 55 HEFN 2B ERGFHOEFITH LT, ERIOBELRLICT I
B — )V FRGFTRETiER0,

25, 50, 100 35 XU 200mg ¢ :

5 I B —NEEDIRIY

T IV B —NEEZIL, T b—A KR ER SN TW5D, HBERMIE, Lapp 727 % —EBXZ
fE, F7XT NV a—A AT b—RARINA RO FN R BRNEZ AT 2 BE s L CORA % &5
LTIERR B2,

NRIZE T DR
7% b UFRD/NRIZIIT D FEE | MERE, GBI, G B L OMTE O FEE IS RIF TR 5T —
AN

TADAICESET DR
OPLTAMAIELEFRRIZ, 77 X —NVOEROP ILITRIEOFHR 5| SR T AREERH 5,
ZREOBAE (BFZIE, B2 HoELICERSGZPIE LTI R bR WEAZRE, 774 —L
O EA 2 BB ET Tl 5 2 &,

T Al BERPREE 25 T B ORIV ED BT AR, 2l 4230 & OB RIE M e L2 > 7
WY RS ESERZRERIFICE D 2 E B THE STV D, FEROIERI T £ b U - IZE
HLTROLN TV D,
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g TR < BRRIIC
Bard o 2 L,

ZE PYRATE S TIAT m— X ARAEREALT 2 WiE

SR 51 & OOFIC

BB R EBEE O IEAL D A 5L D FIHE
. 1 FEEORIETRD N2 b — L ORI A

T=ENbREEND, ZORBIIRHTHD,

TERURARAIEICK T 2R E LTTE MY F 2R L TWD /N

IR WRTREMENR B D,

PR E R B9 5

N I TN 18 A A
K9 O

FOMOKEHRE AT LH/NE

FOBEBITEIDO Y R N"&E< 725,

4.5,

thDEER L DHEEERE S UEDHOEEER

FEAEHRBRIIA DA 2 x5 & U CEM LT,

YD D %, BERHOREZRD D
(& BIDOTIADFEAE TR HALIZ

b % L

PR %,

BRI, BMREFE LRV TANARL ORI LY BN &R

LCIE, 2FEFE THIED MR S

LB XL OEFHFEE TIIh ) 2EOREIZL Y AREER

FE N XOMRFHUCEEG T HEEE L LT UDP— VLY u UIBERBEER R SN TV A, TF K
U X2 DI OB LSRR OGN C B R 2B S I lELA I S E TV H BT A

1372, ZERMIFUETF R —LP450 (2

ECZAAN
PRHYIFRS 2 6 72 &9 Al REME

*6 . FDHDEFNSEFYFo DT/ 2 O BEEIZEIFT;

EVEDN D % 73,

TH 0 S D HA & OFRAAEH DR
ZEF M) FATBS O EFHET 2 T
(EEHAN

88 b % FIREME

ZTOERITOTNTHY  HELRM

22 485

=

FJERIXUOI NI ar@BE | JE RISV al @B | JERNIFUCOO VT a U
B EHBICHET 5 HH| B EAEICHET 5 HHA BEAEICHEEFELRY, 720X
P L 7RO EA
AV VA=1 " oyl L)y AN TJrx=FrA v Oxcarbazepine
IV S il iV Felbamate
Tz )N EH—)b TR T
7Y IRV L _FTEH N
R SN N TUHNY
zE e R FEL FeZ7~<~—F
TF N A NTVA—, L | V=PI R
R IVF A R LILEFH
THEYFEN Y R e LE U F A
Bupropion
VAV M
TIETSTS—

L - HEZZR 220

”%wmwwmﬂ&ﬁxinRH:

B 2 8BRIT TN L TV, T U X OIEYEIRE T A —X

WICRIBED B Z MITT RGN H D 42 B ON44 ) |
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PLCANAIE L OFAAEH

s rafpt b s, JERNIF OV a A EREL, 78 ) XU AKT
SH, TE MOV EHOESEEZN 2 HERSES, v afit M) v AEFH L TV DA
FHTIE, WU LU ACERWDSZE 422H)

DR FET LI TADARE (T== b1, IANRTEE Y 7= /L EX—LE
JOFVIRUVE) X, T NI Va0 BiuaadE L, 7% ) X UofREziRiET 5,
Tx= b, AN BE Y T2 /N EX—VFETT Y I R L TV D EE T, @
R L oA B ND L (425H)

NN B FHERORBEIZBNT, 7% N X OB GBRHZRICFEINED £V, EEIZLH, &
., FRBIONELEOFRMRARAERPHRE SN TS, TNHOFERE, BEINLATEE D
ﬁqﬁ%%@ﬁﬁ'ﬁ_é EHRT D IEFEERAE 2 x5t L7277 b U ¥ & oxcarbazepine DFRERFFIZ &[R4k

DRENH BT, HEEEIZOWTTRE Lo o7,

7% b VU ¥ & oxcarbazepine ZUFH L7285, 7€ MU FURENEAD T 5 &0 SURBHE S
TW5b, oL, EREESEBEEZRICTERNY a?/ 200mg & oxcarbazepine 1200mg % it L7= 7" = &
7T ¢ 7B TlE, oxcarbazepine 37 E MU XU DAL I DL LiFel, TERNIFUN
oxcarbazepine DI 2L X825 2 & b7eno7-, L7235 T, oxcarbazepine Zf}fH L TWHHEET
X, ST e ) D ABIOTE N X0 7 VT v BEEHEEA A2 O L Wiga o Nt
HEOVA T8 G220

SRS 2 X5t L L, wmmmmﬂm@Jazﬂﬁﬁ)&7%%)%/(mMg152E&5
10 HE) Z0FH LR BRICH W T, 7 MU X 03EyEieicsr U CHRIRIICEIE T 5 8% RIT S
mNEEZ BN,

TFERIF U ETARCF U LIZEEB IO F U2 Lo T2 EBE BT A0
¢%ﬁ@vhnz«7747ﬁmﬁib\ﬁﬂm/%/i7%b)#/®ﬁﬁf@&)77/xc
%2%“%&633% W EEZLND,

L RFTEHLETE RN F U LEOMAEERAOREMN 2 77 2 AR %R AR B 2 35\ C Al o M
HEENOHBE LT, TOE. 7T R X NIL_F T8 X 2OFYEREICEHEZ RITET, L
FTvXZNITE N X OERYENREICEEE KT I 2o T,

EHEAREEICB T AMIET T U X EED N T L. S L HNY v (200mg,1 H3FE) &opf
ﬁﬁc Ko THBLEZ T o=z, TERNIX U ET VLAY OMIZEYBENRELAOM AAER X720,

FET~— MIMET T ) X UBELZI(L SR>, TF RN F L OEEICED FET~—
OB 15% F5F- LT,

Th#h%%%ﬁ%kb\Y:#SFmeNMMWH)k?%h)?/(ﬁ&%mmgﬁ)%%
HEPEH L2 BRICBWN T, TF ) X 03EyERBIcA B8 %2 52 2o 1-,

M OFTANATEDMIETIEE DL RNRE SN TWAHD, FRHRBRTIZ, 7F M XU
TANPAEOMBFERREICEL KIET V) BT R IR I TV, invitro RERCTO T BT
VANG, TEFRNYF LY VR TEREN THOP T AMNAREEERR LN LR ENTWVWD

flL O kL & O AH A AEH
@%ﬁ%ﬁmﬁlﬁmaw:/&)%ﬁA(@J52E6H%)%&ﬁbtﬁmj%?A®£%
BElx, 7€ MU X2 (100mg/H) OUFHICE W ZL Lo T,
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HeERFE 12 2% 9 % bupropion DR O G1E, 7F N U 2 H[a[# 5.5 O Y Eh B I TR
WCHABREEZ RIS T . 7 NIF o077 a U BIAERO AUCAODT NI LI=OHRTH -
776

TR NGRS 2% & LIERBRICBW T, 709y 1Smg BE5I1ZT7E M) 0 AUC B X
O Cmax & ZNEITY) 24%, 20%800 S 72, ZORBORRET, —MRICIXEERICBE L 2Zun
EEZBND, 7F M X200mg G I1XAT P OIEYENREICEEEY B 2 o T,

14 FIORERERRNEREF IZBW T, 7F b U F 2 400mg/H ORAER N#EGIXY ARV K2 2mg OH
[E]§5% G- DO SR BB I BEIR T R B A B A MIZ S 72 oo, U AT Ry 2mg & 7E R U XU Off
FNZ L0 14 Gl 12 IR 2SS Sz, U AR RUBiR G Rl 20 16, € RV
X 2 B GRHCITRR O D ivie o Tz,

P T U DR N 18 Bl L CHENL SN2 L P A DT E R Y X (100~400mg/ H) %%
HBLERBRIZBNT, 7V 8T I — LOM&EEZ 7 HE2NT T 10mg/H 226 D 30mg/H £ TH &
L., S5Z7HMIZHED 1H 1R Lz, 7F B F 20 Cpu B L OVAUC OFEIMEIZHI 10%D
KTFRBO BN, ZOREOZEIIERMICETERFELZ LT LITE LR,

In vitro iBROFER. 7 I MU ZFF VU | bupropion, 7 B FENRL ~aRY R—LFE i TE
NRAZEDTE NI DOERBHTH D 2-N-Z V2 1 VA RO LR O EIID 2o T, £,
INHOREETIE, 7F MY X ORI 7 2| fluoxetine, phenelzine, U AU K> &L
FZUERII NI Y RUACKVESND ATRBIEMENZ & bR I, SHIZ, B MFI/m
Y — L% A7z bufuralol DRGHHZRET 23 BRICIVNT, 7 MY F 13 FEIC CYP2D6 (2 L 0 AAEE
NDFEROZ VT T AR FSERNWI LRI NI,

RV R IE & ORI AR

I EHTFEDS T P Y F L DFEYBFEIZ R IF T B

16 BIOLMEEREE Z x5 L LI BT, =F =L X N T V4 —130ug/ VAR V7 A N LL
150ug OEAROBHEIRKIC LY, R ORO 7 VT 7 AT 2 EHML, 7 RIX D
AUC 3 X O Cmax 1TZNEI ) 52%B8 LOV39%IK T L7z, 1B OWRIEHIR (pill-free HIfFH) iz
MiFH 7 N U X REFIM L, IREHIEE TROBGATRE X, JPHAE SRR 2 5 (CFAIE)
mrole 44 | FEVBHEEOBEHOARIIIESNT, T N X OHESEEHE LA T
DWBIIRND ARVE CRHEIEOBAARE E 72X IERRZIZ, T MY X OHER H B OB LT
THHIHGENZEALETHD W25H1) |

ZE P Y F AT R D R BYEE I I F T

16 Bl O MEEREH 2 k5 L LR BT, EFIRIETO T E N Y ¥ 300mg #5103, BLA#E M6
DO THHEZT =)V A N T VA — VOB E L RIF S ehoTe, VIR VT AL
VORO 7 )T T AT TN L, LR LA L Ld AUC B X Cmax 1XF L F )
19%B L O 12%IK F L7z, sBRAicimiE s FSH, LH B X ORT A b I P4 — &2 H{IE LSRR, —56
DO HAETIVE AR NVE AGEOIME O RPN RE N0, miFh 7 e 7Z A7 e s 2 01E LR, 16
Bl WS OERE 2BV T I Z R4 5 RLE AT RITRD b oT-, LR VA A KL
D )T T AODT REEN & g T FSH 3 X O'LH O 2L/ IO PEIIVEFIZ MIE 528 IR
HThs @4 . 7 FY X2 300mg/ HUSNOHEITHRTF L TE LT, oL MERLVE AN
BET 2 3BRIT I L Ty,
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fth D HH & DR AAEA

10 Flo BHEERESE 255 LE LERBRTIE, YV 77 v BV VRNV 7 b VBRI AICBE T DR %
FEFTLHZLICEY, TERNIFLOIZUTIUANER L, IF M XUOEWINEAD Lz, U
Ty BV R L TWDEE T, @RI ACEZHNWDLZE d25H)

FEEEREE x5 L LB T, ne S en /Y b eI L > TIEFR 7€ F U RN
WLz, 2, BZOLL IV urBEAOFEICLLIEEZLND, rEFTEL Y MFELE
L TWAHBRE T, WUAKRGEL AL ZHEHTHZ L G221R)

fERERR NGRS 255 & LB clx, 74 ¥ Een /Y e (300mg/100mg) 9 HED#
HiZk->TT7E MY X (100mg HE#5) o AUC, Cmax BNZNEI Y 32%, 6% Lz, 7
ZHFen /U N FELEFHL TS EE T, @Ok EGE LAV EERTLIZE W25H)

In vitro i OT — X112 XV 7 MU FUTHRMICERDEH D LB X ONDIRECTHE Y T4
T AR—4—2 (OCT2) Z[HET D (N2-7 V7 v U BERARNREmMITOCT2 ZHE L2V =
EDRRENTWD, 26D T—% XD invitro T, 7E R XX ATV L0 587172 OCT
2 BEAITH Y . IC50 fEIXZ N2 53.8uM B LN 186uM THDH Z EAREN TS, 7 MU ¥
Z OCT2 DIETH Y BHEH SN AEIES (X FERALI v, HARARXF o RL=7 Y uipy) Lif
&5 L8568, 2D OEEFOMAEHRENEINT 2 afettnH 5,

ZOBARIERITABAICEEZ > TRV, INODEERGLAZJHAK G THEETIIERET L L,

46. WERHLUVEL

PLCAD AR %L?é)X&
ﬂ%@ﬁ EVED B D MEIziX, BT RS AT HETh D, KMENTREZFE LTV
i#fkiphi/’*f%?@ﬁ*ﬁﬁ%ﬁ‘é Lo KHEBIORBICEERERZ L6 LD D8IED
Eﬁ%a%t FTRAEMED B D72, TAMNANRET OLMEIZIB N T, FLTAMNAIEDOZEROH IEIX
WFDHZ L,

BEOPT AP L D10 e 2T T D56, BAPRIER LD &2 OMEd 550 TANAZRIC
JECTHRRMERED Y A7 BEm REBENNH D720, AIRE THIVTHARIEZTINT 5 2 L,

FERNIXANCEET DI RS
L/
ﬁfﬁ)& 1 =T F b ) X OBEARREZZ T TR LM KRBT — 2 (8700 FILL L) Lo,
EREGULRREOKRFEO U A7 OFER/2BENMTRE S TuVen, el cix, BAmRME
ﬁ)Téﬂt (53 M) .

ﬁ%ﬁ)&ﬂP T EDIBEPLBELEZ DN D HEIE, WRERIRVIEHEEZ MWD Z L 3HE
Hans,

ZE P X IVE FOBERE CEERICH L THWLEER 269 5720, His EITEREE 0K
TICEDIRIBIRA~DE A= DU A7 NN B a[REMNH 5 (4.4 20R) | HIRGH 3 X OMER
PIENCIZEER OB R EZ KRS LT LU,

TR OB T E B U FARER X O E 3B RIS E L JAT TR’ & 5, 4
PRI T R Y FARESEA L, BIEa S b e — UV REEE R DIBER Y R B SN T
W5, HER, NEEFN2AEEZROY A7 2495 7% & ) XU REORMRIEMNH B 5 A6
PEDN D Do Z DT JEIRAT, AEIRT IEIR% . € L CHEEROMET 7T M) FUREEZE=4 —
TRETH D, HLETHE, MIETTE b U X REZIEIRAT & [F L ~UISHERF T2 X O &4
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i, HDWVITERAR RIS U CGRETRETh D, 612, HERICHERFN2EBERZE=4%—
TREThHD,

#ZH,

T MU X AIEFE IR A RRECTHHRICB T T A Z e nwE SN TR WLoRTIERY ¥
IR TR R TRER O 50%IZE LT, Lo T, Lo Rohiciz, 7€ M) o omigd
IRENIEIN IR AR T L-VUET D AREMEDN H 5, 85 SN AR CIIAEFRIIA LN 5T,

BIN BT O T RIREMED D DA 2 L FLIRICHBLT D RN H DA EFLD Y A 7 % s+
HZE,TENIFUERGEHRIRAT L EEZRE LEGA ARICHEEERN A LN N INE =S —
THZE,

SN HE

Y IEERICIBNT, TF M) XK DZIBEE~D BT D bz oT- (53 508) |

47. BEESGRSIUHEHBREENCRIZTIZE
T RTCOPLTCANAIIRIESDORISIIENZEN S D 12D, TAMAMBIRDT-OIZT I 7 X —)V %
R LT\ EEIT, BEjEEIRB L OCANA ORI Z2MBEICE U CERMICHER TS Z L,

H B 8O IEERF K OWEERIERE ) I RIZ T EICB T 2R B I Thil T, EEEZXRE L
722 OORBRTIE, 7F N X UNRREBOFEE, REKGES), FEROSLOXIIRITTHEL LD
PWERE NS OSEHEAOBRE LT TR EREThHo72 2 ERENTZ, 7T MU X OEERER
Tl FEMED F I L O S ORI BT 2 BER AN SE SN TW5, ZD7-8, JElx
F TR EDRTIC, 737 X — NV EBENED L 5 REBE RIET 0 EBREIRET X TH D,

4.8. &I1EH

ThPAE L OVRRMERESE Z8E0E & L TREG LIS 0RIWER (bhigse BRI RER I L OV ol
DEFREERN S LNT-T — 2125 <) & FRIORT, HE I s AR RIS S RE
L7z (METAABAEE, NTPRREE ORI 2 L 27 d) o SESEN TANARBRD
T L BREERROT — X TRADGAIT, bHEEZW LI-MEZR Lz, 72720, Hil i
AHEROT — 2 DI WGAE IR, FE SR OERRRRICE S ZIRE LT,

BIVERZLLT O &3 4358 L7z :very common (1/10 LA_E) . common (1/100 2L _E 1/10 i) . uncommon
(1/1000 LA I 1/100 &) . rare (1/10,000 LA_L 1/1000 A¥i5) . very rare (1/10,000 AHi) . AHEE A
(NFTF—F O HEEARATRE)

wEAIRIE HEFZR B
MR LY SR | G hERBAME, B MERBUNME, B, i MBI,
& PLIERIDAE, FRAEARN BRI, BERERLEROE 25 T .
W R ! Very rare
U N g
PRI BOEREGERE > BN, U L/ SEE, BEVHIE, ik
K ORFIRSLH . REREVE M8 NEER . Zhds 2% OE
WREETe) Very Rare
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BERIRTHE HEESR B

R bR S BORE Byl Common
PEEL., LT, Fo 7 Very rare
e A~

i R b GIEE AR Very Common
TEAR™S, @D 0D, IR RIET, B Common
EBH Uncommon
%7~y Rare

RETE, EBEE, —% Y RO HEARSE
B, BT 7 N —ET, TAARIERE O | Very Rare

MR PEREIRSE (4.4 ZR) Rare
AR p Bt Uncommon
AE R Rare
H Ik oot ouEeET TR a e Common
B S A FFA4, FFREREREE ¢ PR AEMAT N -5 Very rare
FRgR X O MRk | st Very common
(===
AT 4 —T R Vg NEERES Rare
WM ER B AT b e Very rare
IHFBREREE NN & R HREIR & £F 5 B G Very rare
HERRBLOS | BgES Common
LB PR
JL— T ZRER s Very rare
EHEELLORE | 5T Emt. AEms Common
JRIFTARAE

FrEDORIERIZ DWW T
VMR R B X OV L NEEIR ., I EUEE R CREE T A B A AL LR WA H D (ShiE
FREESR)

PHEEN U U ONEIE, BHIVRIE, M X OWTIRR F R DRk & 7o 8 F — o DR EIR 21 O BEUEE
BEREO—E & L THRBORHE SN TN D, JEMREZRET D EER _ EO MRS I3E/A < . Fius, #fE
P NEEE S X OSSR AR B DRN D Z N D 5, WBBUEDHIHIER (B, B, U L EiE)
X, BEEZMEDLRNWZ L H D LICHET D, TO X5 Bl - IERPBEO DA, BEHIZ
BEEZZEL, MORERPHERTCERWEAIX, 7174 —LEHiET 5,

SIS DERITMM ORI THE SN TWD, N—F 0 Y UREAT8EICBNT, %
RU U= YRR BAL S D RRIEN R E SN TW5D, £72. 2 OEBIEIRN 72
FIZBWT, $ERAMEIER B KON 7 7 F—FORENHNCHME STV b,

CEE . FTRERERE E IO SOG I B L C IR D, IR EUE D BEE 7R i A 3R 22 W VEB b )
BT,
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AT RS E LR TIE, 78 MY X UREBEDORKN 8~12%, 7T RELGHRED 5~
6%\ ZZIBFHBL LT, BED 2% TIL, REBORBNTE N X ORGHRIEICHORN T, B,
IR EBIRTH Y . —RANTIERGEE S S BRILINICRD Hiv, 737 X —LOFK5H 1k
LoTHEATD (44l) |

AT A =T A T a Y AEGRERS LU EIER S SSERAE  (Lyell EEWRE) % DAL & &)
FAREVED & 2 B R LB N STV D, RERTIE T T b U F O GHIEIC X > THAT 523,
AAHPEORRZECHIEF b H Y . FNIRICELHELH D W45

LT OBEIIIEBARM RO ) A7 NENEEZLND

— JENIXUCOPHMHAENREHETHILE., BLOTE N X OHESEEHEH &2 2 TV
LY%6 (42 281)

— 7t N v AEZFFHLTWA5GE 42 58

£l Bx R = ORIER A ) BBUEERFEO—H L LTREZ G ST D (ER
EESR)

7 M XU EREHEGTORBRFIZBWCTEEERD ., BIUE, BHERER L OFIR#HE s
TW5b, 7F M FUNVERBNEEL LT THTITMHR I TR0,

e LWEWEH O

PRI OAGBZICED LWEEH 23S T2 2 EITEECTHDH, ZHUCEVEREFORRT v M &
VAT DINT U AZGE L TE=X ) 7352 ENTE D, EFREFREIL Appendix V IZHB# S iu7z
BEOHES 2T LA BLTERD LWEIERZSRET 52 LR b5,

49. AERS
SEPR IS K O i

FIEH & & ORI A ED 10~20 2B 2 2 AEOSMEERAHE SN TND, BERGICX
O IRHE, EENCHH, ERRREE. SRS L OVEIESE B L7, QRS IEE (LENEEERIE) b
WERGDEETHLN TS, 100 2 VLI ED QRS MEOEREN L 0 EELRFEELE#EL TV
AHEMEN B D,

XAl

WERGOGE, BEEARRIYE, WURTRRIEEZITORETH D, LETHIUL, WINERD
ZEBE LB GEMER) 21795 2 &, BIRMICKLETHNIE, BRLEHA(THI 2 L, BERYS
REOIEHE & L CMENT OREBRIT 72\, BAREH T 25EE 6 Hllcis\ VT, 4 FEM O MiENTIZ X
DIENDND 20%D T F b U FUnmEshiz (528H1) |

5. FREPHYNYE

51. ENFNEHE
SRWFRIERE © Z OO TAARE, ATC =— F : NO3AX09

VEHRS

SPLHBROFE RS, T7F MU X UATENMEGTFET U U AT v 3V ESEE R X OENRITT
WCHHIT 2 ZENRENTWD, TR UAF YR AOIMENZ LY =a—1 ORI ER K
DIHEZ L, ZAF I (TADAFKIEORBIC EE R AE| 240 5 pEZWE) O PHE X

No, ZHHRT7E YT OFCBERICEHFET 5 TaerEr @,
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05 CENARAEET B Y '7—’»?'\7?\/1«‘:0)4%1%1’#5%#@%“(%67 EMERENEEZDBND HDD,
FE MU KB ED XD 2B THRRMEREE 6 U CTHERZIR 2R T DI 60328 o THRLY,

) FEHIER

FRHN O AR R ~DONEH & 75 T WA v ORBRICE W T, fEESEEIC 7T F U X2 240mg
EHREGLESECE. TR E DM %Eim®5m&@ot@ 7 = kA > 1000mg B LY
7tAA1Mg®%M%M%&5Lt 2iE, HREEB O X OURERIEENZE LW RREEN A D
. HIEDSLOE ML, f@%@ﬁﬁ%%#ﬁiéMto

BIOFERTIX, B3~ B 600mg O H[ERE A% 512 K > TR EE O L OIRERGES) 23
L fE ﬁﬁ%ﬂ FEROS LT B IOHENEML7=2A, 7 F U £ 150mg 3 LU 300mg

%&Iq;bﬁ_ j:j 7_1sz0)|3? ;I:L. nlh&broj/bfcﬁﬁ)oﬁ_o
Et% 1~24 H HO/NRIZE T DEER EOFMEES L OV eM

E%1~Mwﬂwmﬁ%%%ﬂ%&Ltmﬁﬁtiﬁéﬁfiﬁﬁﬁ%%ﬁﬁtﬁﬁmﬁwf\%
IRIEOPFREE L L TOREMS LOEMMEZFHME LT, 177 BlOBERF IC 5 2B L, il 2
7Y 2= WE, 2~ 12 O/NRICKTT D A P a— v EFREEE Lz, 7 U X 2mg SENRIETA &
DEEFITH DT WA O G A7 22— )V EET LIER S & - 7 (Bl 213, B L7 HED 2mg
A DA i%@ﬁ%%ﬁ&ﬁbt)oﬁ%%@2ﬁE%T%KE%¢%E%MEL\%Eﬁ
0.41pg/mL (Z OFESTORADOTRIRE) #H2 5561213, TOROHEEZMWIRT 20, Wb L
RO EIRE LT-, 2 BHEE THRETREKR 90%@15@75% FERBE Wz, 2RO LT 38
(FEAVEBEEE N >40%IKF) 27 B REEETIZTE MU X R ICBEL L LT-, 1R RN 5
NI T-WRE DB G LT T2 AREET 84% (191 166)) . ZF R U X UBET58% (19 il 11
B) Tholz, ZRITHHFAMTEE TII R o721 263%, 95%CIL-2.6%< >50.2%. p=0.07,

nﬁQ%W®$&1~MﬁH®W%% IR T2BEICHTEY T NUXY (I~15mgkg/H) 234
Eféhto BBy H~2o/NRICBITAT7E ) X077 v A4 V%, 2kad Bz 5/

2 (14%) £V 2L T O/NR (%%)T&fm TEBERBIEOEN (250%) 1%L RO LT
:é:?%[&%b\ﬂi\ 2k A AN ERIETH T,

Lennox-Gastaut JEWEREIZ IS 1T D K _EOFERS L OVZ et
Lennox-Gastaut JEBEREIZ IS 1 2 FBAEIZXT 35 BAPRIE DT — 213720,

PR e 5 AR I 5 1T %%It Y — RO TR 2 R EOH 0
A T BUpsE B |2 KOTEY—ROTFHICHTDHTE NI X OFRNM%E 25008k TR L
776

SCAB2003 #BRIX, K DWTE Y — RERITHEER L2, &2 WIXBERER L T2 B0 [ RIpEE
BEEZRGLE L, 9B IO/ EITBHR O - BROR T 238 L 7= 2 ik LR, —EE
B, XTNVEI— TT7ERBLIOY FULHROEBEREEEN &R TH DL, 7F MY FUHA
FAE E T I PFIRIEZ IOV CRE 2L E S 7%, ik 76 W (18 » H) 7 MU % U (50, 200,
400mg/H) . VF v LR (MEFEE 0.8~1.1mMolV/L) F7/2IX7 7B REED SHED H HLOO L DT
VEZ\ZEND M 72, FEFMEEE X, TR Y — ROFERE « RO DIEENMTbRL D ETO
Hif#H  (Time to Intervention for a Mood Episode: TIME) | T ¥ | ALE I TEHWEILEOBINE 721X ESE
#5515 (electroconvulsive therapy: ECT) & L7-, SCAB2006 #kfkiX, SCAB2003 5k & [k T H A
CTCHoTEN, TERNIFUOAEMAE (100~400mg/H) ZFHIi L, BYRTE Y — Fa Rk L
7o, BH2DWITBERBR L TV o0 T AfEEBE Z R E L, fRE2ERTITRT,
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&7 - RBIBEEEEEHNRE LG TE Y — FDPEICHT ESE Y FDESEZERG L
= BRIT R DE

76 BB ICERERDRLoTBED [E14 ]

SCAB2003 3Bk SCAB2006 3B
PAE 1 A PAE 1 #Y
R A AU SL KIDPEEEY —FR PN =N
FJERNIFX | UFTA TR | TERNIXL | UFUL 7T 'R

B L 0.22 0.21 0.12 0.17 0.24 0.04
p fiti (Log rank &) 0.004 0.006 - 0.023 0.006 -
9 D7 L 0.51 0.46 0.41 0.82 0.71 0.40
p & (Log rank #7&) 0.047 0.209 - 0.015 0.167 -
R e L 0.70 0.86 0.67 0.53 0.64 0.37
p & (Log rank #7E) 0.339 0.026 - 0.280 0.006 -

RAND DO — FE L OROER B E IR e Y — F3380 bivd £ TORFH
\ZBAT BRI IV T, ZE R UK UHETIE T 78 ARHELY b0 5 DT vy — F3ER
S5 E TORMPARICE S RYOBp BB EZITRAETE Y — R0 b 5 £ TORH
DGR ZITIHFFHNA B TIE R o7,

FE RN X LR BREREZH L2588 OF M2 ITRFT STV Zan,

ZE b U X UDIMEEI T TR BT 5 R

R ANEREE 235 L LT, RFELEXZHWTTE R X (K 400mg/H) DK
RGN MBI RETHEAIMA LT, ST EREHEL, FF MY X203 QT HIFEICERAICE
BN A RIES o Tz,

52. EDBRBFHOEE
B

7% FU AL, BE P DESPITOOEEIIRIR S v, FlEEEAH AT L A EZT R, TF
N U S DR A 58K 2.5 R Tl @RI E T 5, 8% TR @EREICET 2 % TOREH
POTINTEIET 575, WINEITREEZ T2, EFRRE TOREBEEICE L TF LWERES A
SNDN, HANTOREITIZE AL EEL LR,

pAKl
MmAEZ 7 L OFEERITK 5% TH Y | MIES /37 TOEBRFEMEZ 5| S 23 aTREtE T
TR,

IIAEFEIL 0.92~1.22L/kg TH D,

FEIRNZEAL
ZE M) XUOREHCEEE T AEE L L CUDP— 7 V7 b UBERBEEZE SR STV 5,

ZE M) XL, ABRIUKEL THEONRE 2T 0ICHE T 5 ERnH 5, LirL, 7V
XUBMMOPL T APDATEOIEYFREIZEZ T T W) BT R IR, FERNIF U ETF Y
17— A P450 (2 L 0 ARG SN B ERA & O AAEFDGZRD B AREM IR N Z EAVRIR STV 5,
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Bt

fEREERE (B 2 AT oEs V7 Z o A3 30mL/y Th D, FERIX D7 VT TR
X, RPN S, E0RICTZ VT Ul aiR e U CORPICHRES S, JRPICHER S L5 R 2%
ERIZ10% K TH 5D, 7F b X UEEPE O 2%DOABREFHRIt SN, 7T 7 ABLY
PRI R SRR L e, BEEEREERE ISR B W oI, 5 33 BERE (14~103 FEfH)
EHEEEND, VAN ERREOMBRE 55 & LB T, EF R L i L TR0
U7 T AOFEHEI 32%IK T L7223, ZOfEIFE—RERORHBANTH -7,

ZE R ORI, OFHEEICE D RESEEINS, FEHIOFHEIZ, I iwBe L
T = N VEO TNV v U EAE EFHE T DA & OGFHRRCIEN 14 BEREICED L. Sv T a g
F R T LADORHRE ORI LR 70 BrICERE L7 42 581) |

I

7% b U R OEYEREL, HERE LIck&HRETH S 450mg  TRIEMEZ R LT,
Rl 7e B SR
N

RETHIELZZ V7 7 ZFMA L 0 /NE TR S ARl O/NE Tl b v MEZ 7~ L7z, lE
FE MU XOYRINIRA LY H/NETEHLS, IR BEUBLONT == b VEOBEE T EA|
EDOPEFRHFRIT IS TR CTH O L7 alig ) U 7 AOH E OFFFRFIC I FEAED 45~50
BRFFICIER L7 (42 28)

LB 2~26 4 HDHIN

% 2~26 H A O/NREFE 143 5l ((KE 3~16kg) Tlid, 2ma @2 5/NE EFRERIZ, FUREND
REIGSC-FOABEZHGTOFELO/NBE I L T2 VT T ABNKT Lz, BERGHEA %O
LT E4% 26  HARTEOFLIICI T 2 - O EIT 23 Wi, Sy 7 afig)h MU v A2 0 L7z
BB ClE 136 IFfE] iR 78 A/ FLER 2 0FFH L 22 o 72355 CIE 38 R & HE® S v, B 2~26
AO/NREBERCBIT 2RO V7 7 20BN ET&E» -T2 (47%) o BEL THER 2~26 5 H D/
RBEIZRT D THRIMIE PR E L AER 26 » A 22 /N ER%ETH 7208, IKE 10kg A/
TIX Cmax 23 < 72 5 A[REMED |,

E R

[ BRI B SR SN2 B HEB L OB E O TADABRE & & e RHEF IR ENEMT O R, 7€ Y
XD I VT T AERICE BB Lo Tz, BEEGZO RN O 7 V7T T A%,
20 DB T 35mL/4y, 70O RBFE T3IImL//yTH Y 12%KF L7z, 48 HROEH% Tlx, FHER
FOEHEE OB T4 76 37TmL/5r F T10%IK T L7z, & B BEEEmEmgERE 12 B2 x4t & LT,
7% b U X2 150mg HiE# 5% OFEWENEZ Gt LTz, @l 027 V7 7 2 (0.39mL/57/kg)
I, Sl LSO N E )G L LTz 9 3Bk T/ 30~450mg B[R G54 O 27 U 7 o ADHFHEN
(0.31~0.65mL/53/kg) T D,

EREpESE &

BB AR E AT HEEE 12 1k L OMEENT 25% 10 T 5 6 BlZEiiul, 7 U ¥ 100mg
ZHREIERG Lc, Y27 VT 7 A%, @FEEFEE T 0.58mL/70/kg TH 72D L, 0.42mL/%7/kg
(BHBA4) | 0.33mL/%r/kg (MEZENT & MgENT OF]) | 1.57mL/4y/kg (MRS THETTH) Th-o
7o MBI O FIEIL . SRS Tl 262 R TH > 7= Dokt L, 42.9 B (BHBRE) |
57.4 Wi (MEENT & &N o) | 13.0 Kl (MIREHTHEITH) Thotz, FHTIE, KRNDZ
E R UF DK 20% (FiPH=5.6~35.1) 7 4 B o Mg BT 1T IC i S, REEEHICBW
T, F MU XU OUMAEITZ. BEOFREKICESS RETHY | £ LV BEREEELZ D 5 H
FHCITHEFFH BEOWEN IR TH L AN H D W2 BL V44 2])
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HTHERERE

B2 e R DO ITRERERE 5 2 A 3 2 R 24 1135 L OVRHEREE & U CREBEHBRE 12 (51 % Skt G B[Rl
IR EERBRZ 1T 572, 7T MU XV ORANT D7 U T T 0 ZAOHRpf L, fEEGER A Tl 0.34mL/
5lkg THoT-DIZk L, Grade A, B £721% C (Child Pugh 77%1) OITHEREREE %2 A9 2 B3 TIE,
ZALEI 031, 024, 0.10mL/53/kg ThoTo, EBHE., PHEEEITEEOHKERELZ AT HHEET
X, WIHAHE, A ES L OHRAREZHET XX THD W22HR) .

53. FBREOZELHET—4

LMK, E RS RERRR, Bt O AFEMRBROIERERE T — 2 b e MC
B9~ DHERIZ2 U A 7 138D BTV R0,

F o W L OV X AR AEFERRBRICEB VT, PRI AEKERESZ RS FES E7213R%D
WREE B CIEATEAERIZ A Do 7208, TRIBRE ORI 5 L O E(LEBIEA RS bz, B CiiRk
KD - O E I BEIRE CORFITE TCWARWNWZ LD, IRREEELY LRI ARETOIE RN X
> DIETTTEMEIZIA & 272 o TH7R W,

Z v TR, RGNS HENNINT TT7E N XU 2R L& 12, BRIETEL XU
AERRIEERAHIN LTz, AFTRIE PRI IEERBREETLRD LN,

YET v N T, B MERAIZE T DIRERFOK) 2 (G OIREE & T, ©— LARKERER o7 EEEEIC
K95 RIAE Ry EER X OMER 0 b3 R BAE 7 & N Fl1 O A% O R EIEINENHI 35
O BT,

Y FERTIZ, 7F M) X AKX DZRBE~OREIIA LN R o1, Ty MIZBWT, FE LY
X UNIRIROER L~V KT ST, ERRZITEY & FMEICE MCBWTHLEREED Y 27 %
DL EEZLNTND,

ZE MUX 0L, B MREBHIIZEB VT hERG F ¥ 1T — /VERZ B ERFOICHE L, <
D IC50 1%, RIRABR G OREMETIEEESNT T M) FUREOR G THoTZ, /2. 8
2 B ER GO MIET AR T U X UBREORH 2 (EOREENSE LN HELZ#E
LTH, QT EREAEHEZ RS o Tz, BERAZSR & LEBERRRICBWNT, 7 MU X3 QT
MRk U CRERICERR O & D 8% RIF S Ieino T (5.1 2)

6. HFIFRIEFE

6.1. &Emh—%R

25, 50, 100, 200mg &E :

Z 7 h— A —KFfn¥

eakrmo—2A

AE R K30
TSI a—=gEF ) TN (XA T A)
dampibek (E172)

ATT VU~ T T A

2. 5. 25, 50, 100, 200mg F =7 7/ F 4 A= T ILEE -
IREEH L ™7 A

KEHEE Faxs el lo—2
TAW<S TR T LTIV =T A
TSIV a—EF R UL (AT A)

RE R K30

a4y al Ry VN

AFT VY U~ TR T A
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7 a A7) FE

6.2. EEER
A=Y

6.3. FEXHAM

T AR —adk

25, 50, 100, 200mg &&, 5. 25. 50, 100 B LN 200mg F =7 7V /5 4 AR—T T )VEE
34E

AN N ERS

Smg F 2T TN T 4 ARV T IVEE
12 % A

2mg F o T TN T 4 AR—=UTIVEE
24

6.4. BRELOENLEE
AFNZEHT DR A7 L ORI 72 B FE I A0,

6.5. @

25mg HE :

PVC/ 7TV T AKX —

14, 21, 28, 30, 42. 50. 56. 100 §&/3v 7
Q08 FEIT N EOREZ—FZ—1y

50mg & :

PVC/ TNV T AH—

14, 28, 30, 42, 56, 90, 98, 100 #&/ > 7
REEDAZ —F—rX

100mg #E :
PVC/ 7T IVIHRANT Y AKX —
28, 30, 42, 50, 56, 60, 90, 98. 100 $& /X7

200mg #E :
PVC/ TNIT7JAH—
28, 30, 42. 56, 100 g&/Xv 7

2mg F o T TN T 4 AR—T T IVEE
/N 224 A IEBAE RS 1 HDPE &R kv
30 E/N > 7

Smg F =T TN T 4 AN—T T IVEE
PVC,/PVAC,/ TV 7 ) A K —
10, 14, 28, 30, 42. 50. 56 &£ %y 7

Smg F =2 T TN T 4 A= T IVEE
/N ZE 4 A IEBRE B I HDPE AR R L
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14, 28, 30, 42, 56, 60 HE/~> 7

25mg F 2 T TN T 4 A= TILEE
PVC,/PVAC/ TV T A H—

10, 14, 21, 28. 30. 42. 50. 56. 60 §E/ X 7
0 BETIXNREEDAF—F—/y 7

50mg F T TS T 4 ASR—TTIVEE
PVC,/PVdC,/ T/ T7 ) A X —

10, 14, 28, 30, 42, 50, 56, 60, 90, 98, 100, 196, 200 &E/\ > 7
REFEDAL —H—r3y

100mg F =7 7V T 4 A= T )VEE
PVC,/PVAC,/ TN TJ A X —
10, 14, 28, 30. 42. 50. 56. 60. 90. 98. 100. 196, 200 $£/%> 7

200mg F =2 7 TV T 4 A=V T IVEE
PVC/PVAdC/ TNV T J A X —
10, 14, 28, 30. 42, 50, 56, 60, 90, 98, 100, 196, 200 &£/ 7

TRTCOBENRTHREINTWD DT TR,

6.6. EREROHALTIE
BEFEIZB U CHReBI 72 FHIRIT AR 0,

7. WRFERBIRGHE
[ Crid]

8. WERBES
[ 4% [ CRr#k]

9. #EARB ARBEHA
(45 = CRiHk]

10. AXEDHETH

201447 H 28 H (&Fhix)
(4 = Ccat#]
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1.7, [FfERBh S — T2

1.7. RAERM&SE—ER

AR & LT, ERAMIEE (IR OMiEE BT 2 TANAETHS LT 0
B b U A (FA7 " REEI00mg, 737 " REE200mg) . = hAZ VIR (B LA
FF A 0%, P F Lo m ey 7 5%) OB - SR, FRE - R, R EOEES
EARFN LR LTE 1.7-1 1TRT,
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zd-/21

# 1.7-1

RERXME O - R, A% - AR, EFALOIEOLER

— x4 FERY X A= W
HRoes FI 72 —nNEENRH 2mg, 727 Z— Vb N S mg, T3 o REE 100 mg, 7737 > R §E 200 mg
(&%) | 737X —EE25mg, 7 27 X —/LEE 100 mg (W FnsmEx U o RaUEAh)
(507« 2327 T4 RS
FREHHR 1990 4£ 9 J 28 H
2008 10 A 16 H (73 R&E 100, [AIBE 200 & L)
HEAEAR B FERAE R - 1996 4 12 H 12 H
(F 787> R EE 100, [FEE200 & LTC)
FRHAE A B — —
KXy RIS, g EIEN L7 5 I B
(LA g2 ) ﬂ COQNEI.
A e N
Cl 'T’ T_—f/ rEI
s M
NN HsC CHg
Bk OEE (73748 hNEH 2mg: 18EFTERUX L 2mg 2 EHFTH5H [T RE100mg: 1 S8 AR VL7 o)t MU 7 A 100mg 25HT 5

FI7 4 —NEENEH Smg c 1 8EHFTZE MY ¥ Smg 25 H T 2 EEA
TIVH—NEE2Smg: 1 BB T N U X 25 mg 2EAT D EEH
T X —VEE100mg : 1 §EHF T E - U X2 100 mg & &4 5 BEA

B
Fo L REE200mg: 1 BETHF LT 0l R U A 200mg EEHT 5
FEA

OTAMPNEE O TRERIEITH T 2 BAlRE
WoRME (CRIEERIEEEEZET)
SRIELHIRIENE
SER R A R R
OMDOFIT A DA THI IR NRDHBD LRIV TADABE D TR
\EF B HT A AIE L OOF R
WoRME (CRIEERIEEEZET)
SRIELRIRIENE
Lennox-Gastaut FEEEFIZ 31T 2 BMFAE
OXMHEREE BT DRy E Y — ROFH - FHRIH
SRe - MEICEET AEALOTE '
LER R RAEI D BB 6 ;
1Sl D BAC I DA R EVEIC DN TN L TRV |

b, ISERARIHE TAAI DI & Bl L/ B BT, 5B btk L |

BT A UNEIE - FBRRIE - FHEEFRIER O NTRERIE) BX
OTADAATHED HERATEIRE S CRBRLE - 8% ORI

Brpids & Ok © 9 D BRRE DR R

iR AR O FEAEH

L ChikE - HIRICEIET AL OEE) :
| [AEEmRAEDSEENH ] ;
IARNE, FERRAEOBYEYNIAR O T3 B H AR ISR EZ 2 LT
DEEICORRETH L, ;

____________________________________________________________________________
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gd-/1

A

TERYF

V20 A=1 " RN

TCARAIZE AT A EAICIE. BEOREEZ T OBERL., IR EORELEME
MEPEE Bal D L HE SN D IBARICOREETDHI L, E
2 AR R I AV DA ;
PRI E OR Sy T Y — ROGMEITRIRI T 5 AAN OB/ PER OV |
AMEIITESE L TR, :

ik - &

OTALABEBIZANSBE :
BRA (TSHOF—IEE25mg. T2 5% —I)LEE 100 mg) :
LOEAFEDBE BORE (CRELREREEZED) RUREMKSH

EICAVWSBE)
WHE., ZERIX UL LTRYO2ERIZ1IH 25mg & 1 B 1 [ER 0
SLKRO2BMIZ1IASOmgZ 1 B 1EFRO#E L. SHEEIX1 A 100 mg
Z 1A LESUI2ENCE L CROEE 95, T0%iT, 1~2 BEmEIC
1 BHE & L THRK 100 mg §oHE 3 5, MEFFH&EIZ 1 B 100~200 mg &
U, 1 H1TESOX 2 BRCE L TR OEST 5, SERIC Ul T
5, #HEIZ 1 EMM EoMBEZH T T1 HEE LTRA100mg T
2, 1 BFAHREITRK400mg £TE L, WIiLh 1 H 1 EXE 2 B 5E
LCRkn#E54 5,
QIINTREF MO LEHAT RS :
WHE, TEMIF L UTRYIO 2EMIZ 1 E 25 mg ZEH ISR #S
L. RO2BMIZ1H2Smg % 1 B IERAOKGTE, ZO%KIE, 1~2
HEEEIZ 1 BELE LT25~50mg 3 oMitE+ %, AR 1 B 100~
200mg & L., 1 H 2B LTRAKET S,
A/INTREEF U LEFALGWNMESETD
Q-)AKIDT LY o UBASESETIRR Y2 AT 58 :
WE.FERNIX L LTRYO2MAEIZ1H50mg % 1 H 1 EFD
BehH L, ko 28X 1H100mg %2 1 B 2BNZHEIL CROBST
%o TOHIF 1~ BEIC 1 HEE L THRAK 100 mg 3 OMitEd %,
MERFFHEIZ 1 H 200~400mg & L1 H 2ENZHHEI L TRAOET 5,
(3)-ii) R-NUSNDEHKI" V& HRT BIHE :

HARIED S EIZHE D,

FHETAMA UNBIE - BR3EIE - FrEERIER O NTRG#IF) B &
O TADAITHE S VEASATEIE S (R - SN DI

BRI F5 IOV 5 DR D ERIREE DR

W1 AEALT e FY AL LT400~1,200mg & 1 A 1~2 [Ei245y
FTRORET 5,

272U, A - ERICE CEEEET 5,

T BEIR SV E DR SEINHI

WE 1R/ LT e R 7 AL LT 400~800mg & 1 H 1~2 EIT43 T
TRA®KET 5,

ek, AR - ERICIS Ul EHR T A28, 1 B & LT 1,000 mg Z 8 % 72
W&,
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pd-21

A

TERYF

V20 A=1 " RN

MR (SE2U48—LERIMRA2mMg. 53948 —IIDRASMg. 534

2—)LEE 25 mg., T =22 —JLEE 100mg) :

OEFFEDIBE (BFHRHAFEEICALSEES)
BE, TEPUX L L TR 2ABIZ L H 03mgke 2 1 H 1[HX
FE2ENCEILCRIOEBES L, WO 25EIE 1 H0.6megke % 1 H 115
F 2 ENe B L RO 45, 20%IF, 1~2 BEEIC1 HEE L

TIK 0.6 mg/kg T oW 9%, MiFFHEIZ 1 H 1~10mgkeg &L, 1 H

1EIGE 2 EHE RN L TROEBET 25, FERIZE U Tl BT 2 23,
e 1B EORMKAE ST Tl HEE L TRK 0.6 mgks 9o, 1
HAEFRK200mg ETEL, Wb 1 H 1 EIXE 2 FENZHEIL T
OGS D,
@@/ TORF b LEHRTIES -
W, TERYF L LTCRAO 2ERIZ 1 A 0.15mgkeg & 1 B 1 [
5L, O 2BEMIZ1 A 03mgkg # 1 A 1 EEARET D, =0
%k, 1~2 BFEIC 1 HEE L TRK 0.3 mgke T 2WET 5, Kk
X, A7 amgl Y oA Z TR LY OV BRIESEFET
BEHVEHATHIEAITIH 1~5mgkg & L. FKEDF Lo OUEE
HEEFETHEH VEHALTOVENMESIT 1 H 1~3mgkg & L. 1
A2 ENCE L CGRAKREG TS, 728, | HHREEREK200mg £ TET
B,
@/INnFOomF U LZHALALMESED
BNNAFDT NI O UBREEFETIEFVERT S84
WE., SERNIFU L LTHEMO 2 HIEL H 0.6mgkg 2 1 H 2
WAELTRAIKES L, RO 2BEFIZTH 1.2mgke &2 1 H 2B
BLCROBST 2, TO®IT, 1~2BMEICT AEE LTRK
1.2 mg/kg O 5, HERFHZEIZ1 B 5~15mgkg &L, 1 H2[H
ICAEILCRAOBET S, 228, 1| AARITHRK400mg £ TET5,
(3)-ii) RN DEHKI " V& HRT HIHE :
STt MU AEFFHT S EICHE D,
OPBHEFICHITISSITEY—FOESR - BRNIICAVWSIEE
(SEH948— )8 25mg., T =9 2—JLEE 100 mg)
O BERIFEDIEES :
WE . AT E R )X L TRYO2EIIZ1 A 25mg %z 1 H 1
EE D5, o 2@ EE 1 A 50mg 2 1 B 1[830% 2 B2 5E LTt
A5 L, SEBEIETH100mg% 1 H1EXZ2EICHE L GRAES
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T %, 6 @B DIBITHER &L LT 1 H200mg 2 1 H 1 [B3E 2[4y
L CROBES T2, ERIS U CRTEHERT 225, 8T 1 RM L
OMEEHITT1 AREE LTRA100mg 3>, 1 B AT K 400 mg
FTEL, WTFRL 1A 1EXT 2ENZE LTGRO ST 5,

Q@/SnToEF b LEHRTAEE
HWE, RAZIZTE RN ¥ UTRAIO 2 EMIZ 1B 25mg 2 A I
BOs, wO2BEMIX1IH2Smg & 1 H1EREOEEL, SHEAXI
HS0mgZ 1 H1ESUX2ENCHE L TROBEE3 5, 61 B LRRITME
FFHEELTIHI100mgZ 1 B 1ESGX2EIZHE L CRAKS T2,
FERICE U Ol ER T 228, WEIT 1EMU EOMEEZH T 1 HE
ELTHRARSOmg T2, 1 HHEIIRK200mg ETEL, Wb 1 H
LESUE 2 BHCEI L CTROE T 5,

@/In7OoEF U LEZHRALALMESTD

Q-NAFHFDT LY O UBIREEFETIER Y2 HAT 584

WHRACIETE NI L LTROIO2EMIZ 1T H SOmg 2 1 H
1A DS, Ko 258BIE1 H 100mg % 1 H 2 [EIZ4EI L TR A
5L, SEEBEIX1H200mg % 1 H2ENZHE L CGRAKET D, 6
HHIZ1H300mg % 1 H2ENZGELTROKS L, 788 LUBT
HERFH R & LC1 H300~400mg % 1 H 2[BNZE L TRAOKE ST 5,
FERIZIES U CH IR 225, HEE 1EML EoMEE ST 1 A
e L THRAK100mg T2, 1 HH&EIFRK400mg ETE L, WTn
H1H2ENZHE L CTROBEET S,

(3)-iD) R)-NANDEH I EHAT HIBE -

HHAPREDEAITHE S,

D) RKROTNVT v ABRE IR DB 6 TRWIERIZ L 5 0 RET

B VT aigs U Y L EBRT A HAOME - AR 2 L,

H2) BHD I N7 o BEREEFHET LA 7= M AN EE S T
=/ vEH =)L, FUI Ry, V77, nEd e U R FEJLE
Bl TEFTFEAL Y bFENL, TF AT AT VF—)L - LR VAR
b UVELE A GREAOREAERS)  ( DRAEMER) _[3EHEs. | oESR)

1E3) AANDO NN T v AT UL RIES VIR TV E T I = A
TUFEU, Y=H IR HARTF Y YAFVY, bETw—b LA

N UTFUL LXFFEH L ( THEYERE S OHESH)
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FIBFEOREREORERIL, EDLNIMHE . %E%ﬁzf&ﬁ
Lt BAICEWI EDNRENTWAOT, T A OMAE D,

%@LT\fﬁﬁ M) 2S5 L, B, (KERRES,
Ki@%%bt%%ﬁ*ﬁféﬁﬁ DA EDERRNGAITIE,
PE L7-AEICK BT, OB WHAEICZR D X O BRI Z M7
ébﬁf&@fé:k(fﬂmj\Fi?@%ﬁ%&%J\F@W
1 RO TERREAE] OESR) |

Q) JFRT 2EANCOWTIILL TO LBV EINDLDOTHET D Z g,

1)

2)

BB, ARFID TN v AT D BRI S TR WA,
LA O0FHEETCIE, v e N v aEFHT 25 E 0L -
AR Z & ( THAEEH] KO ERyEiie) omEsH) |

KHND TN 0 RS EFETLEH 7= hA 77/1//\‘7:
P, Zx2 /L EZ— L FUI Ry, U770 EYy, B E
FEL U b FEAERAHL. TEFFEALS Y R FEL, TF =L
TA KT VA - LRIV A N UABEEH] (i DT |
VNP % =g 3 ke ﬂbgﬁ%&fé&wﬁﬂ 7)t7m
V=), TP, VP IR, AR F U ATV |
kﬁ?v—h\fvﬁﬂuy\U%ﬁA\VA%7ﬁﬁA

(3) AHNC & BRBHEORBIERDT=0I G % 1k LI AL,

REOBRBUENBRIEZ LE D LHIT SN IHELSMIFREL
W&, BREICHI--> UL, WhARsHA TR ETIELZA
FIZBWTH, MFHEIVEOCAEENOHET 2L ( (1) &
) i, BEH IS KA OEIEHH O 5 FOHE (ST
gt Y T AEOEH U72REER 350 BERE. oS ov et b oA
EOFHETAREI O 7V v B ST 2 3A 2 OFH L7

I35 65 IR (WTh b AMEADT—%) | v 7 et Y oA
bARKND TN v L BEAE T TR 5 IEA S O Leh o 72X
%1mﬁ%)%ﬁ@bfné%éu\mﬁ%imgfm%-%ij
> THET A Z e s s ( HAEM] KO I3EyEhRE )
DIEBM) |

_2

(4) K%‘J%ﬁ’*”kffﬁﬁ%‘éf’ﬁu%@d\'ﬁfAﬂ%h%%‘ CHWLHEITIE, i)

DITAMASEE R LTI 2 2 L, [ERRMEEISOE,
PR FBRIC J5\ T, A B G- T O RERIE 220, ,
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(5) MRTADAVBE LT L2561, B (1~28) ([CkEH
Bl 1 AAEN 1~2mg DHFANTH 12 HE T 2 mg SEXFRHA !
W21 BERAIT 2, (REME L2 1 BHEN 1 mg RO IIAHA !
ZIRA LTI S0, REFGHIE, BREELEZBEL. KLEIC
JECHEUNCHBEOEEEZIT) Z &, 7B, 2~6 % D/NEOBFE ITHE!

FHEO LRHEOAENLERIGEN D D,

(6) AAHEE T, AHIOT LY 0 B E H WE S B U T 53
Bl B 5 A SR 5o 13 5 M i . A o AR & Z g

5:&0

(1) BOBIEIEDAAD /L7 0 RS 15 2 5 36H 2 DR
BB L. AR R RTG S 85 = & (R ROk

WERE] OESR)

(8) HFHEEEERE CIX. FHEREOREIIE U T, Aflos VT
VABNETT 5720, AEAOERGICHT- > UIEEBET L 2
( MEE#LL) KO T5EYEhE) oEsHR) |

ne NI
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L Bz
AFNOFHIZ L0 hEMER R IRIEMARAE (Toxic Epidermal Necrolysis :
TEN)., REBHSEIREIRE (Stevens-Johnson FEMEE). XM BEEELE &
HEOELEEREFESEBLEEEEENHOLDONDIZ LBHY FHLICE
STEBILHRESNTHWDEO T UL FOFHEICEETLZ L (THE-HE) .
THYE - HEICBEET A0 EorE] . TEELERNEE] . TEHE
L TERREGGRE ] OEZSR)
LA - AEZB L CARIZE S L2 A IR EEED R RN G2
Enn, KEIO THE - AR #8595 &,
(HBEGRBRITED b - HEZEA W &, v Tafig)
MU o AR OB SBRMR2IAM F CIER B &R ESICTH 2 & (BAD
)
QfERF AR E COWHEREL ED LN - HEEZBAnwZ &, &
7o, HEERFEAZ R b,
2RI BRI IT RN R B E IR L, @R @& s17o =
Lo Fo, BBITMZLL FIORTIERYE S 5o - 5A 1T EE R
REREICEDL Z RO T, EbIZERFIOREZEDIETH - L,
FEENBSTCLL L), BT, OE - OPESRO NS A, THEER, 42
BRI, VU REiEE &
JEERKREBEEDOFBRIT, NNRIZBWTEWI EARENTNDHD
T, FFlcEET L L,
4 FBE UIFEIRICR LT BB LSRR N S L b =88 13E B
ZeTHE 0 fEETH L,
K
B [BEE] KOEHCIEL LA L) [®E (ROBE-ERELEVCL) ]
ARHEN D FR A3 % Ui BUE OREERE O & 5 B 1) BEERIFEEOD HEE [FFEENRS S5 LNEMIZR b BEN
Nhbd, ]
2) ARAFEEFII N AR LRPUVEDE (R=Xp b - R_RZI T,
AR LKFIY), A I XK LKFY) « T AXFUFRI DA, B
TR L, RUSRKLKFM, TESNRL ERFIL) 2FH LN
s [ TEMA 0mESME]
3) RBVA 7 NVEEIEORE [EEREGT VE=TMRENH LD Z
ERH D, ]

Aug 07 2015 13:24:31

0T

L]

— i

F



6d-/.1

A

TERYF

A= W

[REHIER (ROBEICIFB/E LBV EZREIET I, BITREET
SBBICIIEEICEETEH L) ]

R SUTIEE L CW A EEE DO S D@ N [ [1Ts, pEG. BAmE~0
5 omESK]

A EOERE

1. BERE RoBRHFIIERICERETAZL)

(1) HEASEXTIHBRENOBEEOH 5 BE, BRGEOL HEE [HE
AE., BERERH LN ENnH 5, ]

(2) B DEFE IR E XTI A RFE D FEK O B 25 BH DR IR 2 E X
VL ENDD, ]

(3) FFHEREREEDHHBE (AFD 7 VT 5 ZADBMET L, A3
METLZZENHD, 1 (THE - ARICEETHH LoER] &
O [EpEie] OESMR)

4) BAREBE (B U T I UABMETLCWSnic, ER#Em (U
7 va UERRAER) OmEPRENMERBEALY bR 2D ERD
%, 1 ( [3mEhie) OESR)

(5) DT A AZERIZK LT LAX —E XIS IREOBERER & 5 B
# [EE TEHRWEEORBBEENN 3 FIC/h D, ]

1. EERE (ROBEHEICITEECKRET S L)

1) FFERERSE T DB EE D B 5 B [P ENELS HHbh b kB
ENBbH D, ]

2) HEYBEUE OBEERE D & B B

3) HEMCKOMERE KL OB RSB O D 25 B & O 5 2 OBRkED B
ERDELTIRBZENLRH D, ]

4) UTDOX > RRFE A 7 VEEENEDNDEE [EERST VE=T
MIERH 5DONEBENRH D, ]
(1) FRAHOMMES L < FERARHAOFEOBEDH 5 BE
(2) RFVA 7 NVEEEXIERRHOIEIEC OFHERED & 2 BE

Aug 07 2015 13:24:31

0T

L]

[p(

_ oo
=

F



oL d-2

A

TERYF

A= W

2. BEELRERNER

(1) AANOEEAZ X HFBITPER - REHICHHbND 2 ENEL, EE
7R ERRE ORBRIT, AKIZEGBE D S HWMLNICE L, £,
sovZalEt ) v AEA LIESE . HEWITNNRIZEBWTE W
EWRINTNDIDOT, KEIOEEIZHT-> I HmIcEE L, B
WRD SN AT B G2 i LEY R M@ 21T 5 = & (M4
(A AT 2R EorE) © TRWER) RO TR AR
DHEBH)

(2) /NRIZEBNT, 35 OPIIIBREITRY: L A2 ST VO T, AFE
LB 8 W LANIZFEIE I OV EVEE D FER S FE B U 72355 1T 1T R
HETDHZ &,

(3) PR fEEREZE D, 9 EREET2EFIIHESELH Y, H
BEHOBENRH D DT, 20 &) 2 BE TR RGB R O
G ERTHEICITEFEOREBER OREOE b2 HER BlET
BTl o, Bl BE, KOEE, T UT SRS ATRE
DOIEEAZEDOREIL, b LTI D OIERDOBENBIZE I NG5
Wi, IRIEE AR, RAICE L, PIET 57 K] e uE
1792 &,

(4) BB TOBRERMAZE <720, BFREMIFRD b5 BE LT
THELAEITIE, 1RO ST B ER/NBICE EDDZ &,

(5) FIEHEICABSEL BN, BE, BB, SRS O8I OZ%
(LR OEMREEEAR D S b U A7 SO THOEAZI TV,
AL BEIEKZID &5 Ko EET A &,

(6) TAMABE T, EHPICBIT & 5EO KBV LESD
Iz E Y TANARIEOEES I TANAERIRENRD b b
ZEMBHBHDOT, BHETIET HEHEICIE, BB ORAEL OB
BOLEBICEEEZFIE L2 TSR b RWEEERE, bt
2 ML ET TIRA IZBE T 570 EHEEICITO 2 &,

(7) IR&. HEESD - E£P D A ERENEOERTRRIDZERHDED
T, AEF G- O BE T HBEOEIRS . GHRE D BR O BRIEIC
MEIERLNEIERTDH &,

2. EELEXRMER

1) KB THETIMENRD STV DB, 1ERT 5 /REME 0 & 5 I A2l
HT 25612018, AFNC L D EFRIEC OO THoIZEBI L, AR off
FANRHEECTh 2 MEEICENT2 2 &, ( Tk, PR, BARSE~0
Be | DEBM)

2) TADABEICBWN L, EHTICBIT2BREEOEBLEBAL O LE
EpdibickY ., TADAEBRERNHODNEZERHEDT, 5
EHIETBHAICIE, Re TR D4 PEEICT ) 2k, b, Hil
% I ORA IR 5 T L,

3) HEEMBEICB O TIE, AANIRIE LB A 2 R iR+ 23R4 <id 7z
WD T, AHIFE IR R RS R B L5 A I BTG U C ARG %
YEIREEATHA SE A Z L, BERNICZDZ L ZBEIZTTHICHALT
B L,

4) FERBEFIZB W TE, ARFIBRGHI3ER ORI %2+ Bl L, §HR
FEAERBLOWHIR - B L 0 BE DO HHAEIE~OXEN 2 ol b—
HAROEG 291k U, BEHEGREOLEMHEIZOWTIRETT 5 2 &, 7B,
FER DSENTRD HIVRVESITIT, BREBEEMEFE LRV &,

5) EEGHES (5986 » AUNICEW.) BbbnsZ bbb
OT, B5H 6 » ARITERMICHBERE LT 2 L, BEORIE
I BETLZ L,

Zo% b HEHPIEMOICITEREREZITO ZEREE LY,
Fo, FEEL EHICARGERBEE G ODLONLZERHLOT, &
D XD BRIERD S S HAITIL, EHICHERLEEITH Z &,

6) HHHILEMMICEHEERE, MEKREZITO ZENREE LV,

7) RFEYA VILREENRREDOAZEF IO L, AFEGINCT S/ B
SMEOBRELEZETHZ LB, 20X 5 REBE TIIARR ST,
TURSTEOETICER L, +aRBEEITY Z L,

8) IR&. B - ) - KEHEFRNE N EDIR TN D22 ERXH DD T,
AFBe 5 O BAE I H B OB B R A £ 5 B OBREICEE S
BRWE2BETLHZ L,

9) AFNIHAIFZR ST et U U AOEH 26 L TRk Sz
HLOTHY, % - EREELENCHE T 2B’ D, (E-TE
ELTHOHSEETRIMPRENSTDICER LEVAEEERH S O
THEETDHZ &,
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3. HEER 3. HEER
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4. B4R

TADABEICEIT5HFIFERICAWN-5E :

BN KGRI E TOR AN Z XS E Uiz AL FERBRICB VT, AFIRH
H & TZHIER] 65 B 20 1] (30.8%) ICEWERMAEH L7z, TOERD
DiE. B2 1061 (15.4%) . 5Em 2 6] (3.1%) . HFEWV2 6] (3.1%) .
BHIGEE 261 (3.1%) HEThotz (GKIBEE) .

AN EKEREEE To/NEB RS L L Bk RIRBRICE VT, AR
5 - AE] 20 BilH 7 61 (35.0%) ICEITERNSREEBLL 72, £ ONFUE.

W95 5 Bl (25.0%) . NTREREMRAME S E 1 F] (5.0%) . 58 1 6 (5.0%)

Thotz UKFEM)
TADLAVBEIZBITARTANAELOHREEICAWEES -

RN KRR E TOMRAZTSRE LI-EHRERICRBW T, AFIN#EE S
FUT-HEB 335 i th 185 5] (55.2%) (R ARMRA I E 2 & TeRITEM 235
W7z, ZoFELboix, IR 62 41 (18.5%) . HFEWVS1HI (15.2%) .
FFRERERSEE 26 1 (7.8%) . J635 21 61 (6.3%) . B 18 H] (5.4%) %
THoT7,

F7o. EHERBR S EHRBRICBIT LGS 149 Fld 65 F] (43.6%) (2
AR A R 2 S ORIERZSBE L, 2oE2boik, FkiEREE
1961 (12.8%) . HFEW 1241 (8.1%) . IR 11 6] (7.4%) EEThHo7=
(KRR

AN KRR E TONR RS L LIZEHRRICB VLT, AR L S
FUTZHREB 212 6t 107 6] (50.5%) (ZERAR AR L E 4 & TeRITEM 235
B LT, TOERL O, HEIR 47 5 (22.2%) | FAEERERZE 21 41 (9.9%) |
DEW 126 (5.7%) . BB 1LH (52%) ETHoTz,

F7o. YRR D EHRBRICBAIT LRER 92 FiH 36 6 (39.1%) 1
R ERT ZE&0RWERNRE Lz, TOIT /b0, FHEEREE 14
B (152%) . IR 561 (5.4%) % ThHo7- GRIREE) |
WBEEE(CHITER9IEY— FOESR - BRIISIICHAWN-5S :
KRR E TORMAZGRE L E /IR BRICEBS N T, AFIR#R G Sh
ToHROER] 215 IR 74 ] (34.4%) (CHRF A E R 2 & 0RIERA SR H
L7z, Z2OFERLOIL, B 1561 (7.0%) . BF 9 il (42%) . HiEME
E -4 (3.7%) . IR 8 B (3.7%) % TH -7z,

T, B /AR DR HB 53 BR AT U7 AER 92 1 19 41
(20.7%) ICERRMAEERTE 2S5 TRNEAR BB Lz, ZOER DT,
HIGkEE 5 B (5.4%) %S Thotz (KIREE) |

4. BIYERA
O EETADPABEIUVTADNAIZES EEITEIES

TR K OVl F AR A (2B T 3,919 Bl BIVEF K ONg AR F 2 i
A OFBIBNT 254 5] (FEBLZEK 6.5%) T, 341 ThH o7z,
FERRWERIZE T ' =7 MAE 35 14 (0.9%) | HHIR- IR 34 1 (0.9%) |
BL-IEM 29 4 (0.7%) . AI—P EF- 14 F (04%) . AMERED - i
BRI 17 14 (0.4%) | /MR 11 44 (0.3%) | AFFREREEZ 11 14 (0.3%) |
REHIIN - I 114 (0.3%) . K104 (0.3%) EThotz, (5
EHT )

O BRELURS DOROBRE. FEEFAEEOREDNS

AN OBFRE X OB S SR OBuREE, 7B IEORIERHI - 2
FlcB W TiE, JBAE DESIME IR 2 ER A E RS OB o0
T (W 455 - EIESRE 104 5) ) BANCEY T HAERAEELE LT
AERENTT-0, BWERREBEE N L 72 5 ENTOFRE L ERMi LT
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(1) EXZEMER

1)

2)

3)

4)

hEMR KRR (Toxic Epidermal Necrolysis : TEN)  (JAFE
R ) RUREHBEREERE (Stevens-Johnson FEER) (0.5%)
BHOLONDZLNRHDHDT, BEEZTHITTV, HE IRFMm, B
HORER, DB - OFERERECRET O NS A, BRFCRIED KIE, LB,
WHEEHR . Z 25, R BEEEORTHRD SN HEITITE IR
Hxadik L, @@ etro 2 (ME#E) | THE - ARECEE
THHEH EOERE] . TEERLEAVEER] KO TBREE) omEs
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FICANAKDORBEETIZ, I EREEL 1000 AH720 1.9 A%
WERBE SN (95%EHEXR:0.6-3.9) . £72. TADABEDY T 7)1
=T, T RRBEL AR 1000 ABHTD 24 AWV EFHBE ST
2,

7. TOHDIE

A CENME S NIZEEOPITADAIRICRIT 5. TAM A KSR RS
Extg b L7z 199 O 7 7 ' AR EERRBRORGFHERIZB W T B
EROBABRERORERED Y 27 B FLTANAKORAEETT 7 2R
Ei U TR 2 5 E < (BU T A ABEIRARE0.43%, 77 & A #E:0.24%) |
FCANAEDORARETIX, I EREEE 1000 AH720 1.9 A%
WERE SN (95%EHEXR:0.6-3.9) . £72. TADABREDY T 7L
=TI, T RRBEL 1000 ABHTED 24 AW EFHE ST
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1.8. FHIXE (¥
1.8.1. FBEXE (F)

TIRITE () BEBEEREOLEDTHD,
RO NEZBHT AL,

* BT HRGR I AR BERE (R
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( C ARHEEIHE D SETERT) H AR AE R SL Y B =

871139, 871179

BT AB AR
53494—)L°%R/RA 2mg
S53948—IL°/NRA 5mg

MTANAE]L BIBHEEEERE

534 4— L%k 25mg
534 4—)L°& 100mg
Lamictal® Tablets
HHIXK 5y SEM)FX U
BIE. LAEERS
(FEE — Effis D% /N 2mg /MR A 5mg 25mg 100mg
WCEVERTA L) HKEAFA | 22000AMX02362 | 22000AMX02363 | 22000AMX02364 | 22000AMX02365
AR 2008 4 12 A
R 52 BA 4 2008 4% 12 A
ik SRR g | 200xFExx A | 201xfFExx A | 20144587 [ 201448 S
IR - kiR EBEFHL A 1990 4F 11 A
[B& [#R% - 1K)
AHNDE 512 X 0 R BIRFERLAESE (Toxic Epidermal 1. #R
Necrolysis : TEN), FEE{hIEIBSE&E (Stevens-Johnson N T e
EEH), RAMEBREERERSOLSERE#SERDL WA | BRI S e 100me
BBEENH D bNE =L Bbh Y JEIITE - ] b B 2meg Smg TES T
SNTVHOT, UFOFHICEET 52 L ([ilik - A s LETTED (18P 7E b g b T T
B B ARICEET M Lo | TEER JF¥2mg | X Smg | JFBme | g0,
EARMERE) . TEWEM) KO TERERL OESH) BRI L A REHREL Rrdo 7 a et
LE - EZE X CARRZ8YS LI25a SRS 0% Gy | BT TABY RS D LT LI =0 L, FeT T
BRENENZ EnD, KEIO TR - AR 28575 Va—A@gF b vhs RERY B )y
sL. LORF, R AT TV VB TR T L

(DB 5 BRI 0 Sl - RREEAZRNT L, S| 9 sk
AT aEET U Y AR R GBS 2 J8R E TR A HEOFEETHY . BRACEVEH 5, #il=— FROF

BEICT 2L (RADR) R TFEDO LB ThH2,
QHEFFR R E TOMER L ED bR - AEEf X7 W | FAR (mm) e
Wo b, Eo, WMERERERDRN L, e a—F ER i Wi | (mg)
2B R BRI RN BRI ICARRR L, i) 7240 Iy H8—
BEITH 2L, Eio. BIBIMZLFICRTRRA S b waee | tre2 | (99 @ | = | 20
BN EIEEE R EEEICEDL Z L RHDHDT, 2mg
BEBICKRO/ELZHRILET L L TITE— | o
FEGSCTLL L), BT, NI - DEEEO S A, AR | oy ) (5) | =3 101
WHEERE . REEER. U L oSEIER % Sme
CEBERFIEFEORIRT, NNEICBWTEWI & 23R sisa—| as
ENTNEDT, FICEET D Z &, A5 25mg | CLS 52 @ —Ipe | 63
4RI UIFEEICR LT, BB LRSS b b
BOEEBICERT L RET D L, sioa—| s ! (ﬁ\' | 253
5 CL7 —
2R] (KOBEICIEE LA L) /-5 100me LN

AFND I35 UIBUE OBEFEIE D & 5 &

[%h%E - HR]
OTANAEE O FREIEIEICKTT 5 BAIEE
o AAE (ZRMIEEILRIEE &)
TR EL R AE
TER R A FEAE
Ot DFT T AR T2 B ZBD NN T ADAEE O TRERBIEISHT P TANAIR L OBFHRE
W RE (CRMESRIERIEEET)
TREL R AE
Lennox-Gastaut FEFEREIC IS 1T 2 25 1E
OMIGMEREEIZB T DR Y — ROFEF - FRARMH
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| MEE - DRICEAET AERALOIE
DLEEL KRRV DA 5
D15 BRLA EOBEICEHIT B AR O SIS OV TIHESZ L TOV AR W2 15 Bkl CABI ORI 2 Bt L REICHB D |
DT 15 RS B Ak L CARKIZ AT AT, BMEOWRES HBE L. IR LOA M EEEE FR D Ll S
AR OBREETH L, i
2R E AV DB A

DRSO RSy T B Y — RO AMEIIERE T k3 D AHI O A S B OV A IR LT R,

(A% - AE]
OTAMABEICHNSIEE:

RA (5249 48—)L8E 25mg. 53454 —JL§ 100mg)

WEFIFEDZE (BOFHE (CRUELBEHREZEY) RUBERKREECAVDES)
WE, FTEFIF L L TORYO2ERIZIH 25mg % 1 H 1ERAFKEL, ko 2BEZ 1 H 50mg 2 1 B 1 ERFEAHKE
L. 5SHEHEIZ1H100mg 4 1 B 1 EXX2ENZHE L TRAKEST 5, £0%IE, 1~2 @HEIC 1 B&Es L THRK 100mg
TOWHET 2, MERFHEIT 1 A 100~200mg & L, 1 B 13X 2 BICHEI L CRAOEET 5, SERICER U CHEEEET 2
A, HEIX I EREY EOMEE®HIT T HEE L THRA 100mg 372, 1| HHEITRK 400mg FTEL, WFiLs 1 H 1A
F 2 BB L CTROEET 5,

QUILVTABF M) O LEGEATRBE :
WH, ZERIF L L CRAIO 2BEMIT 1A 25mg ZRBICRO#KE L, ko2 BIE1 A 25mg %2 1 A 1 ERAOEST
b, TOHIT, 1~2EMEIC 1 AEL LT 25~50mg T oM+ 5, MEEFHEIZ 1 B 100~200mg & L, 1 A 2 ENZ5EIL
TROEET 5,

QYILTABF FUDLEHFALELERSY ¢
Qr)AFIDT VIOV BREEHETIEAY 26tAT5H4:
WE, ZTERNIX UL LTRMO2BEMIZ 1A Somg 2 1 B 1 EREROES L, ko 2 #BIE 1 B 100mg 2 1 B 2 B2
BLTROKES T2, Z0ki%, 1~2 B@EEIC 1 BEd L THRK 100mg TOWi T2, MEFFHEIX 1 B 200~400mg &
L. I B2ENZHEL CROKS T2,
3)-ii) (3)-) AN DEH 6T ZHE:
HAIBEOZEITHE D,

<£E . TAMAVBEICHVLSEES (BA) >

it AR PN
AHE HA QVSLTOBT FU I LERALELEBA (%B%}):Z“ﬁ(;f;;;ﬂﬁm
¥ AEHD @uILTaBF FUIL |Q-OFFIDOT LI OVE |G B)-)USORETY %#éﬁt)ﬁdﬁﬁﬁﬁ
T mE AT HES REexHRTIEH"Y AT 58S REANDED)
- AT 5B -
1-28H 25mg % [ H &5 50mg/ H 25mg/H
(1 A 1H#&5) (1 H 1 [=[#5)
3-4HA 25mg/H 100mg/H 50mg/H
(1B 1[E#5) (1 H 2 [ENZE LT G) (1 H 1[E#5)
SEBELFE | 1~2 BRI 25~50mg/ | 1~2 BEmICREK 58 H %X 100mg/ B
H$ M4 5, 100mg/ B F° >4 %, (1 B 1[BIX0E 2 [BZE LT
D% 1~2 B IR 100mg/ B3 OMiE 95,
HEFF & 100~200mg/ [ 200~400mg/ A 100~200mg/ H
(1 H2ENZHEILCTHRY) | (1 B 2ENZSEILCTHRE) (K 400mg/ H)
(1B 1EXE 2 FEICHE L THRE)
CHEIT 1 EMU LR H I TRK 100mg/H 372)

D AR TNV T a  BBIEA ST D ENRH O N TRWERIC X 2 0HHEETIE, S aigdh b v a2 AT 285450
JHEE - MEICES 2 &,

H2) AR NVT o Vg EEFHEETLIEA . T2 My, IR EBE Y T2 ) LEX =L TYI R VT 7
vy, mEFeN - U R FEAERSR. TEYFIEAL Y b EA, TFSAT AT VUA = s LR VT A LV
oA GRIGEEATS)  ( TFIEAEM) RO T3 EhRE 8.1 DIHSM)

E3) AFD TNV T o VAT LB ERIFSRVWER . TV ETFIT =L TP, V=B R, AT,
VAFVU NETw—h, TN VFU LA LRFTEH L ([HEYEE S OEZBR)

IMNR (S2HOE—ILEMRE 2mg, SIS —ILEE/IMREASmg, S 2—I)LEE 25mg, 5 25 4—JLE 100mg)
OEFREDSEES (FRERAREICAVSIES)
BE, FJEMIF L LTCHEMO 2 BRMIE 1 B 03meke 2 1 H 1 EXE2 FICHBEIL CROEBE L, ko 2 #@IZ 1 H
0.6mg/kg % 1 H 1 [\IXE 2 AICAEI L CROKS 45, To%iE, 1~2 #@F#EIC 1 AE L LU TRK0.6mgke 3O+ 5,

FEFFHEIT L B 1~10mgkg & Ly 1 H 1TESGE 2 [FNSHEI L TRAOFRS 5, JERISS U ClEET 528, #ET 18
ML EOMEZ ST 1 HEE L TRK0.6mgke o, 1 BEHAEIFRAK200mg FTEL, Wodnd 1 H 1AL 2 [BIZ5
BLCROBETS,

Q7o+ MO LEHBATHIEE -

WE, TERNYX L L TRIIO 2EMIZ1TH 0.15mgkg 2 1 H 1 ERROFLS L, %o 28MIE 1 H 03mgke 2 1 H 18]
RO T 25, ZoO®kiT, 1~2#BEEIC 1 BEE L TR 0.3mgke ToME 32, MHRFHEIZ, ~Sv7af@th ) oAl
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M2 TEFDT NI AUBAGEFHTI2HA" Y 26iAT3BRITI 1 B 1~Smgke L L. FHADIT LY AV BEEGES
BT LK EHALTOELMEAIT 1 B 1~3mgkg &L, 1 A 2 BICHBLTRAKETS, 2k, 1 BFARRRK
200mg £ TET 5,
QLT OB U LEHRALEZVERSY
QRFFDOT LAV BRAEHETIRE Y 26tAT58H4E:

W, TEMYFL L LCRYIO 2RI 1 H 06mgkg & 1 H 2 El

1 A2 BB CTRAKRET D, Zo%iE,

~15mg/kg & L. 1 H 2=l

kA
o

3)-ii) B)-VUANDEH" Y HATZBE:
s Zafgt N oA EFHATIHSAICED,

<BE . TANLAVBREICHAVLSIEE (MR) >

IHFEILTRAKRE L, ko 28T 1 H 1.2mgkg &

1~2fMfEIC 1 BEE UTRK 1.2mgkg T OWiE4 5, #MEHEIZ 1A S
ILTRRO#EET 5, 7ok, 1 HHEITRK 400mg £TET 5,

ridichi 9T
QQuinFagr ryo L% QyinFagr rynL%E
BiRY 2EE BrALALEAT Y .
- ” P OEHBEDFE
EEEH | KA LoO | KEOST LY A |QDFEDTILY | (B)ii) (3)-) D (R @S E—HNSES)
BT3% | vBnsc®E3E | U BRRleEEER OVERE®s R EHEH
HOEE | T5FEH" V%6 | T2EH" V28 HIHEMT%E T5EE
GERCY ALEWMEE HHEYT SHE
1-238H 0.6mg/kg/ H 0.3mg/kg/H
0.15mg/kg/ A 0.15mg/kg/ A s 0.15mg/kg/ A -
(1 B 2 =258 L AHI1EGF 2 [EZHEIL T
(1 B 1[E#E) (1 B 1[E#E) ) (1 B 1[E#E) 5
3-43HA 1.2mg/kg/ H 0.6mg/kg/H
0.3mg/kg/H 0.3mg/kg/H = 0.3mg/kg/ H ~
(1 B 2ENZEIL A BE1EXFE2ENZEIL T
(1 H 1[=1#5) (1 B 1 [E#5) HE) (1 B 1 [E#5) 5
5 H 1~2 HEEICR | 1I~2EMEICR | I~2 BEEICRK | I~2 EMECR | 1~2 BEEICRK 0.6mg/ke/H
LIp% K 03mgkg/HT | K03mgkeg/ BT | 1.2mg/kg/ H oM | K 03mgkg/ B3 | 3°oMidi4 2,
OWiIET 5, O 5, 5, DM 2,
MR HH 1~10mg/kg/H
1~5mg/kg/ H 1~3mg/kg/ H 5~15mg/kg/ H 1~3mg/kg/H (K 200mg/ H)
(l K 200mg/H) | (K 200mg/ ) (B K 400mg/ ) (FA200mg/B) | (1 H 1AIGE 2 AICHE LT
(1T A2ENZAEL | (B 2EZOEL [ B 2EIZE LT (18 2 BHZ5E 5
TG TH#E) b LCT#H) CERET VAR EOREE &)
T K 0.6mg/kg/ H9 "D )

D ARFO TV T o AEBREAIZHT 2R STl WEEAIC K 5 O EE T

JHEE - HEICES 2 &,
H2) AR TNV o VBIEEEHEET LA Te= v IR EBEY T /N F =L YIRS U T7 v

v ralpt v AERAT LSO

vy, aeren - U MFEARAH. TEFFEAL U b FEL, ZF oAV AT VAL LR AVF A N LV

FL Al (R CREAEER)

( THIEFER ) KO TEEMENEE 8. | DHZH)

H3) AFDO TNV T o UEBAEITH LEEBEZRFSRVWER . TIETFITS— L TP, V=B R, AR F o,

PAFTV . METw—b VAN VFU L LANF TN (HEYEIRE . OHBM)

OBEBUEEREICE THARFTEY— FOER - BRNHICANSBE (52748 —/LEE 25mg. T 9 2 —ILEE 100mg)
WEFIFEDHE :
WH, RAIZIETE R LCRIO2EMIZT A 25mg 2 1 B 1 ERO#KS, wo 28X 1 A 50mg %2 1 B 1 EX
oyEILCROFES L, SHEEIX 1 A 100mg 2 1 B 1 [E3E 2 BIZAE L TRAOKE T2, 6 B LRRITHER &
ELT1H20mg % 1 B 1EXE2ENZSH L TRAKST 2, RIS U CHEEEBT 523, #EE 1 EFEY EoRR
FHITTIHEE LTHRK 100mg 3o, 1| BAHREITHRAK 400mg ETEL, WInLdh 1 B 1R 2 BIZHE L TRAOKZS

1% 2 Bl

T 5,

QUIVTABF FUDLEHRAT S84
WH, BAIEZE R XL UCRAO 2 BT 1B 25mg 28BSO #E, Ro 2@ EiX 1 B 25mg % 1 B 1 [EFR D
LU, SHEIXTASOmg % 1 A 1EXZ2ECSE L TRAKS T2, 6 HBLMRITHERF RS LT1H 100mg % 1 A

1 ESGE 2 BENCHEI L TRAKET 5, RIS U TEEEET 525,

i3 1 EEU EOEEEZHITT 1 BREE L TR

K 50mg 9o, 1 HABRIEHRA200mg FTE L, WFhb 1 H TESGE2 BCHE L TROZET 5,
QVSVTABF FYLEHRALGLMEE
QHOFFDTNIOUBRGERET LIRS 26tAT584:

WE. RACIETE XL LTRMO 2 BE/IZ 1 H 50mg 2 1 H 1 [EERO#%S, ko 2BEIE 1 H 100mg 2 1 H 2
ENZAEILCRRAFKE L, SHEBEIX 1 H 200mg 2 1 H 2 BICHFILTRAFKET 2, 6 HEIX 1 H 300mg 2 1 H 2 =l
SEILTROESE L, 7 BB UMITHERFHES LTI H 300~400mg % 1 H 2 ENZHE L CRAZKET 5, SERIGETT
TEEHERT 528, BT 1ML EOMFEEZH T T 1 BREE LTHRA 100mg 372, | BARIFAK 400mg ETEL, W
FThb 1 B2EICE LTRSS T2,

(3)-ii) (3)-)ASDEH" Y #HATZBE:

HAREOL AN D,

<£E . REEEZICETHIRAPITEY— FOBE - BRIISICAVSEES (BA) >
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BERAERE
AF| L4t GYILF OB FY D LEFRALEWNESY"
FTEHRAD | QLT ABF FUIL |Q-NFFOT LY OUEBRE |(3)-i) (3)-)US DS (HEFIREDHE
B8 G ERET X VEHRA EGRT 588
THES
1-2#H 25mg % @ A 5 50mg/ H 25mg/H
(1 B 1[E#5) (1 B 1 [B#5)
3-4HHA 25mg/H 100mg/ H 50mg/H
(1 B 1[E#5) (1 H2ENCaE L TG (1 B 1B 2 [ E LT
5¥EH 50mg/H 200mg/ H 100mg/ H
(1B TR 2EIZHEL | (1 B2 EIZHE L TRY) (1B 1R 2 BB LTS
5
6 3 B LARE 100mg/ H 6 # H 300mg/ A 200mg/ H
(F K 200mg/ 1) 7 38 H LI 300~400mg/ A (Fc K 400mg/ 1)
(1B 1EE 2 BEE L (K 400mg/ H) (1 B 1EE 2 BIZ5E LTS
THE5) (1 H2ENCAEILTHY) | (R EB EOREZ ST TRk 100mg/ A
(R  BEM LoMFEE | 8T 1 ER LoMEZ 5 )
BT THK 50mg/H 372) IF CTHe R 100mg/ B 370)

ED AAO TN T v BRIAEITH T 2B b TRWIEAIC X L O RRE TR,

I - FEICHES 2 &,

v ralpt v U AERATLEAD

H2) ARV o BRAEHEET A 7= h v, IANRSEBEL, T2/ 08—, FUI Ry, UT7 v
By, mEFEN - U FFEARER, TEYFEL Y b FEL, 2 F AT ATV LR VT A LV

BL Al (R CaREALER)

( TRIEAER ) O T3RpEEE .| OEEM)

W 3) AAIOZ V7 o VBRI LEESZRIZERVIER . 7TV TS — L, 50, Y=HI R, AR F o,

AFV, PETIz—b VAN VFULA LRFT XL ( HEYERES. OHEBM)

LR - ARCEET AEALOEE |
V(1) FEBEORNERE OFRBERIT, ED b - AR
| FEATEELESRICENI LIRS TNDD
T, PRT 2 EHIOMASDRHICEELT, AL |
FEL) &SP 5 0 &, 7k, IREBREISIC X 0 HE
L7z R BT D8R OMA G DOER WA
. FRE L RIS DI . oA RV RIS |
5 LR EMAEDE CTRETH L (TS |
TREAAARNES) . TRIEA] RO TERRRE)
' DOHESH) 1
() BT BRSOV TIEHUTO LB HFHENDHDT |
L RET AL, b, AROS LY 0 U BREIHT |
DD D TRWVIEANL L 5 OHE TR, S
Talgd YU AEGETHAOME - HRICED
& ( THAAMEH) kO T3EpERe) oHESR) | !
) AR T NVT v EBREEHET 53K 7=
UL ANRTEE Y, T/ 0ER—, YR
V. UZ7 v EYy, uEFenL - U b FEARS
Al 7EHFFEL /Y bFEL, ZF AT AT
d—b « LR VS A N LAEAH] (RO
2) AR TN v U EEREITR LR RIE X 7203
A 7VETITy—n ATFE V=FIRN
TN F o Y RAFV, FETFw—h, LA
Vo, VFTL LRFTEX A

L (4) AH % EIRBRAELSL O /N T A A BEIT N S

L BRI, OB TADAKE B L TR S |
Lo [ERKAFEEDNOENBRERBRICSOT, & |
AN B 5 COMMRBIT R, ]

MR TADABE LT HAC, B8 (1~2

' W) ICHEEBRE L2 1 HAED 1~2mg OFANTSH |
ST A 2mg SEA TR HIC 1 $EIRMT 2, IREME L |
T2 1 B Img R OB A IEIAA Z R L Tizs |
B, ARG EE, RELSLEBE L, VETHL
HENCHBEOETZITH) 2 &, B, 2~6D/NED |
HE M A RO LRI O AESLERGERH

: 5,

L ORI, AFIO SN B RS A HES B

PR D AR B G A U T B AT

L ARl AR RSS2 L,

D (ROBEREOAKN O/ N 0 UEASICEEE 5 2

L BEA AT BB, AR RS A ST S

P ZE (THEMER RO MBI OEBH) .

L (O FFEEERERE T3, IFSEREEOREIE LT, A
K7 VT I ABMEFT 5720, AROBGICHE |
SCEMEEERT 52 ( EERE) RO TEY |
Bt OHEBM) |

: = s e . [ERALOEE]
EO);ﬂtééféigiﬁﬁﬁgéngggfﬁgt1 1. WERE (KOBHCEPEIRE ST 5 L)
R (1) BEAEXIHERENOBEOS» ZHE. BRAEODH

SNBBELSMNEERE LEWNI &, FRSICHE- |
TiE, W R LEETHREZTIELEBREICBWNT
b, MERARLVEVGERS LN S 2L ()B

B | 7eds. $25-HED S ARFIOW K O 5 5D

I (ST S B v A% B LR 350 B
B, ST aBmr YU AEFHETARO I L B
VRS AT DA A OFH LRI 65 B
WWFRBAEADTF—#) | SLT o Y va
LARKIO I N7 o L EES EET DEHIL 0P L |
o T2 170 BER) &A% L T2 A1E, #E |
IR Tk - AR (SRS TR 5 2 & 0 el |
ahn ( HEER] RO TERpEhE] oESR) |

Aug 03 2015 09:45:07

LHE [HESE., HRERAHD DN Z R D
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(2) MOIERREE UIMALTVEDOZR O H 5 B Dth
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@) BREBE [(Br7 V7T AMEFLTWATZDIC, &
Rt (s a U BRRER) o miE e SR RRA
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(5) MOFTAMNAIRITH LT LA X —FE XIS RIOE
NG DERE [EETIIRWRBORIEENK 3 %
2725, ]

2. HEGEXRWEE

(1) EANOFEEGIZ L ARBIIBR - EBRICHODNLS Z &
N, HELRLEEEDRBRIT, KEEEBGENS
8 AMLINICE L, Fio, 27 ezt b oA EfEH
L7EBE. HHVNRICEBONTEWZ LRSI TY
HDOT, BEOBEEIZHT- > TEFoIEEL, BEN
BOLNTHEICIE, B2k Ll 2@ aiT5 2
Eo( s THE - HEICEETSHH EoEE) |
MRITEH) RO THRBGE) OHEBR) |

(2) /MRIZEWT, BB OYIMIMEEEIIERY L BmZ ST
DT, AFIEEHLE 8 M LANIZ TS K OFEEVE D JER
PRE LG AICIRFICERT A Z &,

(3) MM EREZED, 5 OERE R T BT IIAEE
ERHY ., BREROBZENRHDLDT, ZDO L H72H
FITRG AR NS G B2 B E T AT EE O
KR VRREOELEEERBIZET L L, £/,
B, KROEE. THIVT S EER AL O
FRLZEDIE, b LTINS DIEROEENELE S
N7HAITE, REREAEEYT, e lZBEL, Fik
T 57 LR EEITH Z L,

4) BERHOTOBBERMAZ S, BERENARBD BN
D REIE T A, 1 BSOS B % H/NR
sz L,

(5) FHEFICAZSESCARAK, BE, W%, ST
S DITEI OB K OJER BB N S S bbb U A 7%
WZOWTHoii 217V, [Ehf & BREICEEZ I & 9
EOEETE L,

(6) TAmABFE T, EHAPICBT 2L EO2M 7D
BROWLFEGORIEIZEY, TADAFIEOBE I TA
MABERIREN S bbND ZENHHDT, ®5E2dIkE
T HLEEIIE, BB ORISR EEOB AN LE LI
HGaRIELRTNER DWW EZRE, bl Lt 2
BRI, ET TR A ICET A 2 EEEICTY 2 &,

(7) R&. HEES - E£9) - KEHEBEHNEOK TN Z 5
ZERBHBHOT, RFEEFOBFITITEBEOEIRS,
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AN LVIVELEAEIE D
BB T, LFoD
WMERH D,

1) ARAIOMARERR | 1) BTk

W - BRAT

TR

U AR Ry

& 0 AE SR (IR e
RIVE L - HRK
LE CELAFHD)

DLIZEDOBERD| MO Ns B
50T, AHIMER A VIR RLA AME
B G P TR CREAT H#Exns,

B e 5B AG ST
G4 55412
WX, ARFI oM ERE
EBEETLH L
( TR - HEIZH
WY LA EoRE
Bl RO Ty
el OB |
2) VIR VA LIV | 2) BEFARE
D IR EE 3 A
L. Mdpfas €
v (FSH) KOk
¥ A v ' v
(LH) 28 EH L,
TAKNT A=A
N EH Lz D
WERHD (3
&) OESM)
e B, R O BT IR
EOEHAEOT R b1
7oL OPFRIEHGE S
WTWRWD, [FERD
BENEZLND,

4. El{ER

TADABEICEIT EFIFEICAVN-ES:

BN KGREEE TORR AN Z RS & LTz B ERER I VT
AFIPN B ST RIER 65 Bl 20 1] (30.8%) (CEIFEA A
FKE LIz, TOERLOIX, 35 10 B (15.4%) . T 2 6
(B.1%) . HDFEV 26 (3.1%) . HEEE 246 3.1%) %T
Hotz KB .

/NR G REREEE Co/NR A S L U B[RRI VT

AFIP G S - IEF] 20 B 7 61 (35.0%) (ZEIVEA A%
B, TOWNERIE. P 5 Bl (25.0%) . FFEERERR A i 5%
WA (5.0%) . FEYE 16 (5.0%) ThHotz UKGREE) .
TAMVBEICBITAHRTANAZELDHARKICH -8
oA

(=1
BN - ARERFE TOMAEZMR L LERRICB N T, KR
FIH B 5 ST iEfF] 335 fFild 185 il (55.2%) (ZERIRIRAE
EREZSOREWERNRE LEZ, ZoEALb0l%, IR 62
Bl (18.5%) . B FW 51 i (15.2%) . IFHEEERES 26 #



(7.8%) . 38 21 f5l (6.3%) . B 18 5l (5.4%) HTho
7

F 7o, AR D EWRBRICBAT LG 149 Fld 65
(43.6%) IZHERREMEE 2 E0RIEHNRHA L, T0
E2b O, HFHEEESE 19 #1 (128%) . HFEWV 12 i
(8.1%) . IR 11 4] (7.4%) ETh-o7- (KIREE) |

N EGREFE TR R G E LRI BT, R
BN G ST RAER 212 #lH 107 B (50.5%) ICEERIREA
ERE 2 EEERANRER L, ZOERb01%, BIR 47
Bl (222%) . FFHERERES 21 B (9.9%) . HFE W 12 fi
(57%) . B 1141 (5.2%) FThoTl,

F 7. FEIRER) D EREBICBAT LT-EE] 92 Fild 36 {4
(39.1%) IZHRMAEMER 2 S50RERANEH L, =D
Fb oL, HHEEERE 14 6] (152%) . fHIR 5 5] (5.4%)
EThot- UKBE) |
MiBEERICHTIRNSIEY—FOBR - BRANGICAL
1=8&:

AGREEE TOMAZXSRE L2F /IR W T, A
NG SN RIER] 215 Bl 74 B (34.4%) (Z AR A E 52
WEGUDREWERPBREI Lz, ToXRbOix, B 15 f
(7.0%) . 9% 9 Bl (4.2%) . HIGREE 8 # (3.7%) . MR
8 il (3.7%) HTh o7,

F7o. B U/ERERD D BB G REBRITBAT LI2ER 92 4
19 B (20.7%) ICERIRIRAAE S & S e RWER 2SR BL L 7=,
FOXERLOIZ, BEEE 5§l (54%) STHoTlm KR
BF)

(1) EXEEIER

1) REMRERIRIEBMRIE (Toxic Epidermal Necrolysis :
TEN) (EHEARHY ) RUKREBHEREERE (Stevens-
Johnson E&RE) (0.5%) "HOLONDHZENHDHDT,
BEE 01T, B RAEM, BEimoOER, D& -
AR ECIE O D A ORI DO A, FLBE, WA
HEE . T O, EEBEBREORENRD LNEAC
HEDICESEZ R IR L, @ORAEESTH> 2 & ([
HL THE - ARICHEET MM EoEE) . [THE
TR REARMER) RO TERRRREE ] OTEBMW) |
EFBBUEERE U ETHY ) omke LT, %
B, BEENPIHNCA LN ZERNH Y, FIZY 3
fERR, BEIMVRAE, MRS (GFEeEkid% . Bk,
ALY REROHBL) R ONResREE (IS REEES) o
fix ODEFERBRH LD Z ENRH 5, HAVEBBUE
JIE FETE DA SO TIE IR VTR R IS RS D, SRAI M
JESEERE D BENRD b BEITIE, AAloR S5 2H
Bz L, WERAEERITH 2k,

F72. B b~ RATA LA 6 (HHV-6) D 7 A )L A

2

~

DFEMLEZEES Z 3% <, BE PR bRE, B

S RERE E S DR EFR D D WITEELT 52 £ b
5. 7k, WEUEOMMIEIRIZ., BBEELRNI LD
HBHOT, BBLUSOIER CGERSUTY v EifEIRY)
DRBNCHEBRNLETH D,

3) BEFBMEM GEEAHT ) | RMBRERD (HEAH
) MERMIBRE (BEAHT ) ZbLbhAI 0 H
HDT, BEESITITV, BENRED NG EITIE,
G a2MIEd 57 CHEURAEEITI L,

4) fFr%., FBGEEERUHEE (0.1%) 2AH5DNLELZER
HDHOT, BEEHSITITV., BRERZDSNT-BEIT
13, BEE TS SR CEU R AEEZITY 2L,

5) MEMMEE S (CEIME, A, B, EO - R T
EHIEBEOEREMES)  (BERHD ) Adbbbhb
ERBDHDT, BEEHSIITY., BEARDLNL
BEiE, BEEPIET DR CHEYRMEEITY 2L,
AFNOFEEEICEL Y, SSICHERIERE LD EE LR
MER NG % T ICHRE LT EOBRERD D,

(2) ®DHDEIER
UTFD XS REMERR S bbb -HBEI2iE. IERICST
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TR EEZTT S 2 &,

5%LLE | 1~5%%#H 1%K%H | HEFHT
[T k2
N L
L BER {%’EJ% PETT
B, 505, A0, | B RKIE . | THRE. 7
Eo | R ik [EBEE. |22,
-~ B, TA| K. i, | Sy
Rl ARIERSO | D3, IR, |EROBIL,
i ottt | O B
k. PRIET
F =t
HBhEE | R
: (% -
LB |
1%
PR E
HR | i
AR | LR
% R | ) S
i
- HiH B
%
HAER p
zZof TR

1) ARG SISO B TRD 5TV BEIEMRIC OV CTITE
AL L=,

5 ElE~NDOBRS

A T, —RICAEBBENMET LW 0T, BED

REABE LN OEEICERETSH 2 L,

6. iThE. EiR. BILBEF~ORS5

(1) MR OGBS 2 ZEMEIIMNL L TH RV T, Bl
TOREZZE L, Ew IR L TS TREED H 5
I NIXIRR LB WSIEN Gt E LR 5 Ll s b
BElCorG5TH L,

1) I TOBEKDO T AT T 4 THREICBW T, TR
1 = EHNCARA &2 G S 7= #FF 2000 $ILL o b
DOFERPINESNTND, REEHICE 2 KAFERBY
A7 OFENIREENITZRD 5L TWHRND, WL DD
HRAEICB O TN OZE O BAGEREY A7 0
BN RE SN TS, Fr—Aa3r ba—/LiRIzB0n
TiE, hoOFE L LT, AAIOFFICHE nEDE
HHORBLY 27 BEWEOFRERIZE LTV RV, AT
EREOT — X2 1%, ZRI0FARIERO LR ERILO Y
AT DARBN OB SOWCEMT 2 DI +057% b
D TIE720,

2) B T AR A TR BR IS B W CE T E R 1
RO LN o T2, AFNT T e N o BERRE TR k)
LIWIEERAZ A TS 720, HEDICAS 2% 5 LT
Be. BMEHEEBRTIEREREZLND, Fi-,
7 v N CEAERSICLSRBE O HREDELIZE
H U2 RAEEOME, HRER - 15 58 L3R K OBEE
W osm, WARREIE (MEFORB HA R 2B
L. 5 UWNICHEWNENICHERZENRT) O
T NCHAEBRDOAGFERIETRA LN,

3) B (T v b)) ICBWTERFDORE~OBITHRD b
L ORERD D,

(2) TEHRIC & 0 RF O P RECTREDRICEER L LD
TR B 5720 (WFEFICAFI O M P EERME T L7
EWORENRD D) | R LARIZ 5T B5E1C
X, BEOREZSICHSERT LI &,

(3) BILPOHNIIARFE G IR AR I D 2 &,
[A&FNT e FELHF~BITL, AP OILIRITE T 510
R, BRELT O A DM DR KK 50%I25E L
T DHENH B Y, ]



7. NEEADERS
TADAZONT, EBHAEFRERER, AR, LEXT 2 %
KOG, e OER R FEAELS O BAFIE T2 H
ShE R N2 MRS LTy, E72, WM IC R
AR Y — ROTH - BRIHEIZ VT, NEED
18 AT D BE KT 2 A E L OV R PEITRESL L TR
WV, (FERRER D 20N, )

8. BERS
B|iE, ERBEERS IELERO 10~20 f58) 1Tk
MRIE. o, Bk, KBRS, SESOMERORE
DRESNTND,

WME : VEIDS U CTEREE AR S, MRS OCRRIEE
1752 &, Flo, MBS T, BEEFZEITHIZ L,
9. HRLDIE
(1) ZERUZZNTEF : PTP @EOFANL PTP > — R LED L
THRATS L 24EET 5L, [PTP v — FOREMKIC X
D WSS BIERBICRIAA L, FICEELER S
L CHERIAR ZEOEE R AHEEZ IR T2 2 L 03HE S
nTnsd, |
Q) BRAR: ARV BEOKEEICZFOEERATS. 5
UMTIEIE 3 70 < & B EERINR D RRE DD B DO KIZEE
MPLUTHRATD L ofREd52 L,

10. TOHMDEE

(1) WS CFME S NI A K % B LEROPTANAZEIZEB T
D, TADA, FBMEESEZRE L 199 07T &'HR
SRR B O MR RIC B W T, BAAE RO E&e
MOFHDOY 2725, FITCADAEKDORAKETT TR

BEELEER L TR 2 fEm < (ML CTADASERAEE © 043%.

7T REE024%) . FLCADPAEKORARE T, 7
FERBEL AR 1000 AHT20 1.9 AZWEFHE SN
(95%(EHEIXH : 0.6-3.9) . 7z, TADLABRFEDOY T
TN—T7TlE, 77 vREELLER1000 AbHT20 24 NS
WeEFEESh TV,

Q) AFNIVE FuiERE TEERICx LIWREER 244
L2, BRMIFGIC L0 EBRAHERE T2 HEEN D
%, B, b MIBITHEMESOMREICBWT, &5
| FHETIH~NEZ 0B, EHRMERERE, miFT
K OFRIMER P OLERRIE T ICA B R LITRO bR,
7=, Beh5 5 FH F CORMERY OIERRIE I A B AR A ki
BN NoT,

[EmEniE]

1. MAERE

(1) fERERA
AARNEEEERA 6 FlICTE R Y X2 25~200mg % H[EH
OG5 U=, #514% 1.7~2.5 BT Cu [SIEL. tip 1T
9 31~38 K Td 572, Chax KUY AUC o 155 G- B DN
WFEWIER Lo, F7e, BEERA 6 flicTE N ¥
50mg & 1 A 2[5 10 HBER ARG Lok, migEh <€
MUK URERRS 6 HHICERREBIZELE,

(ua/mL) 4 -
i & 25mgln=6)
" |/ S0mgln=6)
s & 100mg(n=6)
5 -@ 200mg{n=6)
€
||} TRyl = A
£ T
] —&®
| 4 +$ — o —=
T
48 &0 72

1: EERAICT T b U X2 25~200mg % HEIRE O#S5 L
7356 O IHE PR EEHERS

F1 B AT T Y ¥ 25~200mg & HEERE ARG L
72D T R U X OIKRYBIE T A —H
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5 N Cruax Tinax ti AUCq.,, CLtF Vd/F
(mg) (pg/mL) (hr) (hr)  |(ug-hr/mL)| (mL/min) (L)

25 | 6] 0.33840.031 | 1.740.8 | 37.9+11.1 | 152+ 4.9 [29.7749.12 | 91.048.1
50 | 6] 0.71840.049 | 2.5+1.2 | 35.0£4.7 | 33.74 5.9 |25.3344.09 | 75.2+4.8
100 | 6 | 1.488+0.261 |2.3+1.4 | 30.5£3.3 | 59.9+12.1 |28.79+5.65 | 74.249.2
200 | 6 | 3.07540.336 |2.541.0 | 32.4+5.5 |136.1433.2|25.64+5.69 | 69.8+9.3

SR AR

() ThAABE I

WA TAPABEZSE LEZENEFRRBRICBN T, &
#1200mg &5 L7-Fomf 7€ U X UBREX, ST
g b U LAEGHL, BKRO TN 0 oG A RS
T HHEAN &R L2 WIEEIE 9.6ug/mL, L7 aliz) R U
U AEHET. RO TNV v U BERE T E T DA
O LEZS81E 22ugmL TH -7,

RAITNR T A A BE ExS L L ENERRBRICR
WT, BFEOHTANAROES2Z T TWIREIZTE
MU 2L LIEFEOERREIZBIT 2P ZE Y ¥
VIR WNICRARNETANABREZ S L LIZH
BEALEERBRICB W T, SICADAEKEZGEA Lo 20
HAANBE TOEFREICBT M TE Y X @Es
PLTFIZR LT, BEAFITADAIRIZEY S MU X D
FeE ( THIE - HE) oE2R) TR258, RO
PEBENRENT, £, 7F MY X0 ERTE THH
PUCAD AR M R B 72 213580 bR o 7z,

# 2 RABEICET D MmPRIE

OF F 341
FJEMIV|ZERNYF|
. . 7% MY .
e | R DT L | BEEC | D
%iij/vﬁu>/ME¢%ﬁ§;;ﬁH(%77 SEhyEs
o A & | b TR (m;ﬂ) AR | BEEE® (ug/mL)
FHHT LT A
LSINEY
b {ﬁlf?}fﬂ%i {ti‘fﬂ‘!i 100~200 (150) (1.42559.58)
FORH CidzE! %E;%i 200~400 (gg) (0.322f;,23)°
25 412
FEOFA | FEBEA FEBFH 100~400 25) (2.0~133)

a: WIANR=PEY, 720X —)L, TUI Ry, TJxz=hAf v
b PR (/M ~ B R
c: M FRARM Ch o721 o 7P % H<

£ 3 /NRBFICIT A fL

P F 351
SERY|TENYE|TENY
o s v e ogy| X MR | BB | T
I P o T [ N (R E R e
W G 6 2 W ek | HO B grgim)
FET S| 0H T AT
A MK
18 3.85
ioic! HOFH ﬁm};ﬁéﬂk 1~3 @s5) | (1.07~11.38)
BEH 1~s 48 2.32
D i (101) (0.29~5.91)
FEOF ) DEH IR 30 330
b B VIS ey | (0.70~9.82)
12 6.53
FEDEH FEDEH FEDEH 2~10 32 (270~13.90)

a: WA PEL, Z= /)30 eEXZ—)L, VIR, Z==hrAfV

b P (R~ ReR )

TNoa BEBER ST O CADLARED A LT
BEDTE RU XD 38 13 B ThHo7 GHEADT
—%) . B, AEAEERANCSILVT oS N U AR
BHLIEEEOTERNY XD 4, 1358 70 B TH - 7=,
(3) AR AE GMEADOT —4)

fEEERR A 8 Bl MY X 75mg & HERE O 5 L 72
DEYFERIFIHRIL 97.6% TH -7z,
4 BFEOEE WNEADT—4)

fEEERR N 12 B2 T E U ¥ 150mg & 22 VB4
HERE O G Lo E, B &5 CIXZEERC b —




FRUFUD T [TBE L=, AUC ICHEEREZRD
o,
2. MRFEORKEE

53.1~56.2% (invitro, t bMLHE,
3. & - HElt UlEADT—%)
SERNIX IRV o UBRSIC I REENS,
fEEERE A 6 BliC “C-F & F Y ¥ 240mg (15uCi) % Hilg]
BO®E LR, &5% 168 BRI E TICHETITH 2%, R
HFIZH) 94% 03k S v, IR A~ITEICTE Y FU-N2-
TTa CRAE (K 71%) L LTHtE S, DITTRE
fbik (10%) . 7F MU X2 N5-7 L7 o U Ek (5~
10%) KONTE b U X U-N2-XF ik (0.14%) DIETH
ST,
4_ ﬁwﬁi 10), 11)
SERMIXF LT EL LTI v U BERREE (FI
UGT1A4) TRE#SND, b MFMRICT I FY 70
JafENRA Ny K= LiFu T8 A (H
IRIMAEREAE) FEFT YC-FF MU X200 L7ZEE.
FERYFUN2-I N v USROS 17~29%1K
TL7,
5. BHEEEERECESTI2EMBRE GHEADT—%) P
BREREEERE 12 6 (VLT F= 2 UT TR Y
13mL/min) X ONEHTRE 6 i (IiFE7 V7 F =1 : Y
854umol/L) 12T kU X2 100mg % H[EHK 045 L 7=,
FERIXUD t, IFRERADOZNZNK 1.6 {5 L0
22 fHICBIE L, AUC X BERERE R TR 1.8 fFI238n
L7z, F7-MiEEN % 4 BRI E L7254, ERNICEET
BHTE MU X DR 20%BZBHTIC LV BRESNTZ,
FFEEREEEEICBI32EYIE HEAOT—5) B
A 12 B ORF 2R 83 24 127 € F U %2 100mg
ZHERAFRS LD T E B ) X 0EYBIEE T A —
ZHELLVFICR LTz, PHEEFMEREIZB VT Cp PIET
NHLNTEHEDOD, MD/8T A —& TrR@FEmR A & DRIz
P e B DN o T, TEENFIEZ BE CII@BEMA
EHEE LT Copax KO Tipay SO RT A —Z TR BB,
AUC o K Ot ITMEK 72 LTI 2 fi5. JEAKD D TH 4 154
L. CL/F I EEAK72 LT 2/3, lEAKHY T 13 1T Lz,

£ 4 ITHRREEEREICBITS7E M) X 0EYBHE AT

PR 1~10pg/mL)

A—4
TERERERE AR IS A
O ) HFREAS R [ k& 0
(n=12) (n=12) (n=7) (n=5)
Chllig;pgh - A B c
Cruax 1.61 1.34 1.48 1.65
(ug/mL) (1.142.53) | (0.99-1.81) | (122-226) | (1.12-1.84)
Trnax 1.00 1.00 1.00 2.00
(h) (1.00-8.00) | (1.00-4.00) | (1.00-4.00) | (1.00-9.52)
tin 32.16 35.99 59.68 110.13
(hr) (22.27-49.29) | (30.16-89.08) | (34.79-145.12) | (50.11-158.14)
AUC 69.07 70.60 110.72 248.86
(ug-h/mL) | (38.7798.00) | (47.86-215.75) | (73.53-225.35) | (73.72-368.62)
CL/F 0.338 0.312 0.237 0.103
(mL/minkg) | (0.267-0.593) | (0.165-0.443) | (0.114-0.356) | (0.061-0.260)

e (D)

7. BRFEICE T AEMHE VEAOT—H)

A 12 B (65 WMLl 2L T F=r s U T TR
¥J 61lmL/min) (27 F + VU ¥ 150mg & HERERO#F L L7-
B, F R UFLD Cpaxe AUCqonn tip KT CL/F DS
(FEYERZE) 134 4235 (0.40) pg/mL, 93.8 (21.0) pg -
hr/mL, 31.2 (5.4) FF#E& TN 0.396 (0.063) mL/min/kg T
ol W, Zhbid, BHERABMEICTE D X 150mg
Z AR A 425 L2 D Cpaxe AUCqcon 11 M TOY CLIF D
Pl (BEYE(R Z2) . 4 %245 (0.18) pgmL., 11730
(24.61) pg - h/mL, 312 (6.4) KEf, 0313 (0.087)
mL/min/kg & B 72751372 o T2,

8. HHEEA

(D) BRO TNV T v AT 51T D ORI 3 05 8

Aug 03 2015 09:45:08

AFLTron | XEOT LoD | XKEOT Lo O

VBEANEE | VBESEEE | VBEGICEE

T 5EH (R#) T23F | ZRIFSHE
# #l

N Fafgt b | 7= bV TIETST I —
T )N )LEX | AT UPFE
- =% K
V77 VATV
ocbEJFen-U | bEI=—F
AR AH FLANRY
TEYFEAL | UFTL
U rFENL L RXFTEH A

TF =)L xR}
FF = -
RINVGT AL
VELA AL (B O
BEATSE)

()&l & DHEH

D

R GHEADT —%)

AYI7A=1 " R VN

fERERRA B VT i) hU oA 500mg (1 H 2
|]) & AHl 50mg, 100mg & 150mg (1 H 1 [8) %X
BOFHLEZREOZE N X 0EYBhREE LI T IR LT,
FERE RN AH D I % AR A $ 5 L T R D EfRE & bb
NATafpEF b T AFREOTE R XD, i 2
fEZLlEThHY, CLYF 1% 12 L FCThoT-, Fi=. MmiE
oLV a BB\ EN T A D b OO —E OFEANE
HONT . TOEBRES AR LT,

F 5 EERANC VT ol R UAETE N X UEG

MLEROZE R X OEPBIRE T X —Z

AR | | o | Con | T | w2 | AUCGS (éfﬁﬁn VA
gt |"| b [@gmD)| (0 | (o) e homn)TERT) Lk
S0mg 3.45 2.53 1.83 75.3 66.7 0.17 0.94
+0.61 +0.46 +0.98 +14.1 +10.9 +0.03 +0.10
100mg |18 6.78 5.02 1.96 69.6 132.5 0.17 0.88
+1.13 +0.97 +1.00 +14.3 +22.6 +0.04 +0.09
150mg 9.44 6.48 2.02 69.6 178.2 0.20 1.03
+1.71 +1.52 +0.96 +14.8 +37.1 +0.05 +0.18
TS [ T 2

2) U7rrevr
TR A BIEICY 77 B2 600mg (1 B 1[E) %5
HE#G L7723 BICARH] 25mg & BEIRE Q&G Lo
FERNIXLDOBNTDOZ VT T AMERD ty, 1TTH
AL 5.13L/Mr KN 14.1 B Th o 72, AFHEME 5
(FZ &R 5 AEBSOFE A ICARA] 25mg & HlaE 0 &
) LIEEORNTOZ )T T ZMERD 41, 1TENF
U 2.6L/Mr O 238 Kl CHY ., U7 7 BV DRI
Kk I NI OBENTOI )T 70 AMETHE
WEIM L, WA EICER L P,

3) mEFEL U M FEAEAH
fEFERAEXZE LEERBRICBWT, RAlb ey v
Ve U M FEAEAH E OFREEIZEIY, TERYF
> DL EE A S0%IE T L7= 19,

4 TEYFFELSY FFEL
HERABEZ SR E LERBRICE W T, KA
(100mg) & 7 #¥F v (300mg) . U hFENL
(100mg) @ 3 FHEHEELIEKOZE RN 0
AUC, Cpy 1Z. AAI (100mg) 7% HA[A[35 L 72E & i
LTCENZEN 32%, 6%IETF L "7,

5) UAXRY RN
AR A 25 & L3 BRIC BV T AHI (400mg/H)
DORERG1TY AY FUHER R 2mg) OIRYE)
HEICHRIRICIIRE E IR DB AR 5. 2 Tpvo e, U A



Ky 2mg & 7€ MY X0 HEG%. 14 61% 12 FiliC
IR A BTz, T b U X BG4 CIaEiRoH
e, URARY RUOBMB S T 20 BIH 1 G
RAA BT,

6) REOMEHE (ZF=LTX T4 —/b 30pg KRR

J VAR LIV 150pg S )
B A RIS A 300mg & % FOBERE 3K 2 fF T L 7= B,
MIEHR T E R U F 2D AUCa4 KT Cop IEAAN D HiAFE
HEEOZNZN 48% KT 61%TH Y, FEOBHEIR L D
PR L D IMIER 75 R U X MREITH O MK T LT,
FE DR SRAARRIIE (7 B TIR. AHIO M R
B 1T B UL IR T BRI 3R MR AR AR AR & b
LT 2L eoTz, o, VR AVFA MLV
D AUC 04 2 TN Cry 18 DTSR BB 5-RE D Z L E
81% KN 88% T o7z, —Ff, TF=/LT ATV —
JL D AUC o4 1A% DB SR B P 5K D 93% T o o 723,
Cax (WA DN Do T2,

7 AT Er
TR BEICAA] 200mg (1 B 1[E) AT ey
15mg (1 H 1 [\) 2KEHKRSG L-ROEFRE (56 H
H) IZBIFBTE Y XD AUCoy KL Coa 157 b
U X UHMBE RO ZIZEI 76% M Y 80%IZ/K T Lz,
FT7E )X UGB EROLT T E D AUC)
TR Coax DEATELMEIE AT L VL BUME 51 L [R]
BETH-T-,

8) Y=%3IF
TADPABEIZBNT, K& (150~500mg/H) &Y=
IR (200~400mg/H) % 35 AFPHA LK, Tk
V¥ OB B L 2 o121,

9) HARLF
KK R ORF & BN F DR S 2% T 7
34 BFIOTANVEEICBIT DL ha 227 T 0 754
WCENE, IAF U ZTERIF L ORNTDI Y
T TR B R G 2 o1 Y,

10) FEZ~w—Fh
TAMAMVEEIZBNT, ARl PET<— (K& :
400mg/H) L OPFHIXTZ T MU X2 OEFIRERFO
AUC, Cpine Coax (CHBEE 5 2 72005722,

1) LR_FTEZ A
TANAVBEIZBWT, AFlELRFFTEX L (1000~
4000mg/H) & OPFHIZ, MHAOHEYTREIZEEL 5 2
otz 2022,

12) FvAnNY v
AHK (100~600mg/ H) % HA THEFFE S LTV DTA
MABEIZT L HN) 2 200mg (1 B 3 [E) ZKERD
B G LI, LAY AXEEIRBICRE T DT Z
TRUFVRE (FF 7)) ICTHBE G Rbo7 2,

13) Y AFD
TR N BPEIC S AF P 400mg (1 H 2 [E]) % 5 AR
$ 5 U= BICAH] 25mg & HEIRE O &5 L7 & AH
B L (7F7€8 5 ARG OF B ICAK] 25mg % H
mfEO#E) LT R X 0EWyEhe T A —
BB R B bR -T2 1,

14 VFU LA
R AN B ARK] 100mg (1 H 1[8]) &Mks =y
) Foh2e (1H2[E) %6 AMKERAORSE LK
LRIV ERY F U ARMBGREO Y F U AOFY
BB NT A — X CBHE R EII A O NIe o T,

15) 7IUET7—

AF| 100~400mg/ B & HERFE 5 L T B 0B B
IZBWT, 7Y EF IV —L 10~30mg/H & B 5 L
7oRE, T R UF LD Chax LV AUC 139 10%IE N L7
24)

3) Invitro Bk
FERNIXUVTIERITA L N T AR —F —

Aug 03 2015 09:45:08

(OCT2) %A L= IRANE S0 iis % BLE 3 2 AT Rt 23k
iz,

[ERER AR ]

1. TADABEIZEIT 3 ERIEE

< ERR A RIE MERERD B>

(1) FRAICI T 2 B0 FAE R ORIE AR AE IS4 2 Bl
5T & 2 R PRI B MR R
BB FAE T RE R BAE 24T D F -2 S hi= ¢
NINIBE RS LT CTANAVERSE CRIBE) 65 1
(AARN 39 #) 12, BAROEEICBW CHEXRIES
WakBR % i L7-, MEFFH&EZ 200mg/H L7225 L 9k
L CIENE Lz, FAEBRIBI ORI (& T /e
5 24 M) ICBIFBREIEMEIHMERRIL, TEOLED

ThoT,
Fefim i FEAEW R AR R (%)
- Bk HEFFBI [95% (5 HE X[
T RTDOIAER 65 28 43.1 [30.85,55.96]
o FAE 55 22 40.0 [27.02,54.09]
R R ATV 10 8 80.0 [44.39,97.48]

TE 1) HMERPRIEINS R AR R DSHER: S T IE B A SIE BT
MR G 2 86T LR ofkie e 53 (24 B 12k
DIAFHIMERFRIZ, TROLBY Tholz, oI, ik
fe i 5T B AR D B CHEME S 47,

P BN S RUBERN %{/ﬁiﬁk%féﬁ%m) (%)
%K HEREBI [95%(= X [#1]
FRTOIAER 19 16 84.2 [60.42,96.62]
HAFAE 13 12 92.3 [63.97,99.81]
FRIE FARFEME 6 5 83.3 [35.88,99.58]

15 2) Mkfocte 5N FEAEH R DSHERF S T IE B A A E SIE G

) /NRIZET 2 BRI RMRAEIC KT 2 BATRE 512 K 5 FERS
HIEE AR
ERRMRIEL AT OIS SN 4 5o 12 &%
DTAPABE CRIEHE) 20 Bl (HAAN 16 B) & ki5
12 BAKROEEIC BV CIEX RIEE MR & 350 L 7=,

MFEEHEBEIRIEORESLZ S EZZEL T 12~
10.2mg/kg/ H XiE 400mg/H (W MKW &) i
N CHIE TEE L LTz,

MERFRE IS TR GERFERIEINICERT B 12 #EE) 128
VN C HV-EEG T £ W ERURMRAEDE LD ERE S 74
BRE T BB GIEFIEL 20 B 7 BITHY . D
EA (95%IEHEXH) X, 35.0 (15.39~59.22) % CTdh -
72

MERFRIEM 204 T L e % ofke i 55 12 HIFIC B8V T

HV-EEG T X Y AR AFEAE DI R D el S AT s
Hud, B EEICBITLE THT 6 fiThy . Z0H
& (95%(EHEIXH) 14 85.7 (42.13~99.64) % Th o7,
(ARNOAR SN -HEEFHEIX 1 B 1~10mg/kg, X
200mg TH2 ([HWE - AR oBESH) )

<BHERPREEBRAE >

o R AE R OBRE R MEIC e 2 AR BIC L 2 <
¥R IS Mk 2

W FEXITREMARIEEZF T 2 H I S CTAn
ABE RO L CADAMERE CRIGH) 343 il (12~72
) ERRIC, AR PEURBIEEHMRR AL EfE L7,
HERR I 5.8 (I THEEDN S 24 ) 1281 D F/ENE
HEFFRIZ, TEROEBY THHTZ,

AF 100mg/ A &

A 200mg/ A

HNRw P

e

EalITIE 115 111 117
FEVEIH FAERF B 59 67 64
FEVETH HMERERED (%) 51.3 60.4 54.7

[95% (5 HE X #]]

[41.81, 60.73]

[50.63, 69.52]

[45.23, 63.92]

TE 1) MERFB: 5N RN I D3 HERF S TS BB AR B SR 1

2. TALABARIZETSRTADARE DHRARE




<ERIZEVTRE SN I=ERABROBEE>

M

BIZ X MRS (T EERERR)
MERFH R VT a g N U U APFHBREIZIE 150mg,
L7 algEF N o AIEGFHEE T 300mg & 70D KD

Eul

s

RS BT % 85 A e O BRI %95 Add-on #

E L CEN L, AT R GIEFNC I 1F 2 Rk 42
PR 29K O RIERIC BT B I i B UGS 1T UL T
DEBYThH-oT-,
fie e Al Ol T
L | = = — W
BTHE | ;g e ;;; rr | m ;’\Jﬁ’“é Wilcoxon
FER | o 10 20 16 26 12 3
XB 11%) | (23%) | (18%) | (30%) | (14%) | (3%) 00119
TIER | oo | 8 13 9 34 23 > |
i 9%) | (15%) | (10%) | (38%) | (26%) | (2%)
A I [P B O I O
Fe A B g @ | % & |2 | & | soEk
& & HE
_ o 23
i FENVRURE| 66 | 6 | 17| 9 | 22 | 10 | 2 (35?)
75w ARRE 66 | 6 12 7 |20 20 1 27%)
e Ea A 0 3 2 1 1 0 (433%)
RlE o e 2
77w RRE 11 1 1 1 7 1 0 (18%)
Lennox- | _ N, 4
Gastaut | 7 E PV R 11| 1 3 3 2 2 0 (36%)
FERERED o 1
P 75 REE 16 | 1 0 1 | 10| 4 0 %)

) /NRIZEBIT D RIER OERIEIEICHT % Add-on &
GAZ X 2 B MARRER  (EE M SR

MeRrH B L 7 e Y o AFHEE TN 1~
Smgkg/H (V7 afEt M) v AEFHL, Frrar
Feta & & 3hE T 2 KA & IR0 0 B3 12136 1~3mg/key/
B) . A7 et b o AIENFREREICEN 5~
15mg/kg/H & 702 X9 3%E LTI LT, BT
GIEGNCE 1T D IR EE DR OERIERICRIT D
BB UEE I TO LB Thotz,

et A iR ‘
o |5 i:iﬁ& 1 e
pt ] X N R HIE | Wilcoxon
e | EF | o | FE | miE |
FENY %6 12 26 18 18 9 3
XoB (14%) | 30%) | 21%) | 21%) | (10%) | (%)
¢ p=0.0009
= 3 17 17 22 20 3
e @ | @) | @1%) | @) | @4%) | @%)
e |8 s m |2
BER s W S | e | |
# # fit
— SN . 12
TERYVFRCB B 5 | 7| T 9|5 | 0| 00
BARATE — — 3
V=% NEE | 39 3 11 9 8 6 2 (36%)
— — 12
gpp 7T POXRSM T 3 o L2 L gy
EIE L mwsrm o1 |3 a]a]o (si@)
Lennox- | 5+ 1y XU 33 3 11 8 6 4 1 I
Gastaut “2%)
ERERO ;
Sl | YEFIRRE |34 0 1S5 L6 |12 0| g

() ENEEFKRBRIC I T B R JGIEE DRI R
1) HEOEWC L 2R BEOKEREDREIE (ST o

e LU v ABEHBE)

ARAE FEAEROCEOHKOWEARE) LvEnA
BCTHELEZENBEERR (Sr7afigr b v AP
BE) TORBHEOREREORIET 104% (18/173
#Bl) ThololzxtL, ST agt Y o AFHRE

Aug 03 2015 09:45:08

ICBWORRHARETES L IAERRAR TIL 2.9%
(3/102 f5l) TH-7z,

; T wBROREEED
PR B empm e
RRAE R LT -
5 IR B R AR 102 3 (2.9%)
RIS O B T -
5 U EA R R 173 18 (104%)

2) EWERRRERIT T 2 B KB IR AE 5 7 (Stevens-

Johnson SEfERE) DFBIZE
ENCTHEMmINTERARONETANABEZN G E L
7255 T AH B OVERS AR B PR TR BR IZ 35Ty 547 Bl 3 4l
(0.5%) |2z S IRARAE (=R (Stevens-Johnson JiE fBERE)
BROLIL, WInb o v7 el s oAz 0EA L,

KRR WREHAEEOCZFOROEERAE) LIV &SV

BEEr®HELEEFTH -7 (A : 335 FilF 1 4l
(03%) . /MR 212 609 2 611 (0.9%) )

<BNZEWTRESh-ERREARO RE>

O

@

3

“

RN FT B ERRBAEITHKF 5 Add-on 52K 5 &
B 1 A g — N — ik 2929

HEFFAEZ 400mg/H (S Fufgd MU v AIEGA) &

B EDRE U CHEME LR, AR DR EHE
WD RILT TR L IR L CHERICE Mo T, £,
HMER B4 300mg/H (S 7 afigF s U v AFERH) X

1 15omg/H (OSv7 et U v afiE) bk ok
B L CHME LR, ARIBEORIEHEERDEIXT T
AL L CREICE NS T,

o . FEAFEAHEE
B SEBVEC | st it
400mg 88 25%

150mg "2 31 300mg 41 26%" "

W) : 778REDE E2): ST afir v v AFHOEE
#Ek: p<0.001

INRIZ BT DB FAEICR T 5 Add-on 51 LD “EHE
R A TR ] bl ik 20

MERRAEEZALT BT MY U AFABREICIZN
Smg/kg/H (&K 250mg/H) . N7 ufgt Y v LdE
PERBE I 15Smgkg/H (K 750mg/H) &725 X9
AE L CHEM LAk, RAFEC I BRI E D 3R
L7 7B RREL L CHEICE -T2,

— - T FRE
fEH FEPEC | s g
FE U XRE 98 36%
7T AREE 101 7%
**; p<0.01

Lennox-Gastaut JEBERE (3~25 %) (28I D EFEIEIC
%145 Add-on #5.1C X 5 ZHE S MG ATRER] Erigidsg 3
MERHEZAALVT oS N U AR BEEICIEN
Smg/kg/H (K 200mg/H) . A7 afgt Y v LdE
PERBE I 15Smgkg/H (K 400mg/H) &725 X9
FRE L CIHME Lo/ R, ARAIREICI T 2B IEHERD
E7 7RSI L CHEILE NS T,

SV
faw TR Mﬁifgﬁ
TE N XURE 78 32%"
75 RRE 89 9%
* : p<0.05

ERHEIE 2~555%) 1Zx4 % Add-on 512k 5
B MR TR ik 32

MEFFREZE V7@t MY U AFRBE T, 2~12
FATITR 3mg/kg/ H (B K 200mg/ H) | 12 REABICIX
200mg/ A, 2Ny a@gt U v AIEFHBE T, 2~
12 #%ICIE 12mg/kg/ B (BK 400mg/H) | 12 sHIZIE
400mg/H & 725 X H R E L CEME L7-fEH, ARIRICE
T AFREBERADRIT S T AR L L CHEEICE D



-7,
— — T
, e
B FEPPC | s g
SE b ¥ 58 82%"
75w AR 59 43%
**: p=0.006

(5) HEIMEERFABR IR D WE LR EEEORER
WEN CHER SN2 TADLAERE Zxf5 E L7z Add-on #%
Hizkp “EEHREEGRE 8 BRICK T 5 EE L R
EORIRIILLTOLERBY THoT-,

EE 7 LEIEE OB (EBLE)
AR AT A aat
PN Y v LB i
- AR 0/16 0/30 0/46
i N (%) (%) %)
5. U7 AR

S D ?JE\ 0/8 0/4 0/12

2 (0%) (0%) (0%)

ARHELVE | Ak 0/27 4/605 4/632
WHETCTHES L | A (0%) (0.7%) (0.6%)
TSN R ERBR | /b 3/95 2/82 5177
28)~31), 33)~35) U (3.2%) (2.4%) (2.8%)
53 0/43 4/635 4/678
o A (0%) (0.6%) (0.6%)

s s 3/103 2/86 5/189
i (2.9%) (2.3%) (2.6%)

1) ERRGR A (R B OV o # o i 1 i)

3. REMEEICEFTIRSTEY— FOBR - ERINH

<ERIZH WV TEESNIBREKERBROBRE>

(1) &5 I /IFE 3R 30
WA TR E RIS LT, 8 1 e LORERT TR
#l200mg 25 L, H2E LT, ERPLZE LI-BHE
ERIBICT T 2RI T & S bIEFE T L3R & F i L
7oo EEFMEEHE CH D 2 MBI HIRRA HIL - Bl
%95 FE TOMM (Time to withdrawal from study: TWS)
3. TREROLBD THY . A~ FREILE TORHIE,
FERNYFUHTET T BEREEL L TEL, fats
MR A EENRD N (p=0.010, 727 T IRE) .

1.0

— TERUFE
% ----- 75 RE
I os
S
i 0.6 ;
goer 0
s e
& o4 Mo,
£ o4 T e
0.2 o
T T T T T T T T
0 28 56 84 112 140 168 196
—EEREGES SO (F)
FSERE 58 38 32 28 25 20 16 0
SERUEE 45 38 34 32 28 26 23 0

2 B I/IHMERER I 1T D TWS O Kaplan-Meier Hh#R

# 6 : HI/IHRBRICI T 5 TWS

- - CGI-S® HAM-D17"? YMRS
RN [P ) | ZieR | Aete | AR | AaA | ZER
ARBRBAAAIE | 92| 2.9+ 1.1 - 9.7+8.0 - 3.0+55 -
6 it 84| 22+09(-07+1.0[43+49[-47+72]26+44[-03+59
16 3 78| 2.1+£0.9] -07+12]52+6.0[-3.8+75|1.7+3.0 [-1.3+6.1
28 i 77] 21+£1.0] -07+12] 45+51[-45+77[20=52]-1.1+£58
40 70| 21+1.0]-06+1247+55[-39+7.7[1.7+4.0 [-1.1+67
52 3 68| 1.8+08]-1.0+1.1]39+53]-44+69[08=1.7[-21+60
BRI 9] 92 21+1.2] -0.8+1.2[55+7.3 [-43+72]|1.9+56 [-1.1+7.1

75 v REE TEMY XU

alIES 58 f3il 45 43l

A Ry hRBES 74.1% (43 i) 53.3% (24 f5i))

TWS il [95%15 KX ] 67.5 [32.0,127.0] 169.0 [111.0, n/c]
(H)

7T RREL Dbl Y p=0.010

n/c: FHAHE
a) BT VU RE

(2) EH#LRR
51/ MAEFR BRI /k#E L CI2hE L= 52 R OIEEREY
BEHBRICBWT, PHRIEICL VA L2k - HET
AAN B G LRI, FEOLEBY Thot,
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FHIME + FEER

a) RGO EREE

b) NIV R OB RE (17 HHE)

©) ¥ o U R AR

d) LOCF (Last Observation Carried Forward) (& CHIfE % #fi5e. HAM-D17 & OY
YMRS (22Tl 91 il

[3E3n3E]

1. HiEeMER

BT APAEINE T B THUEBIE 2 "3 2 & 23

HInTno,

(1) R TAROT v b ORKBERFEZIET 2 77,

Q) FE (X FLUT RIS 4TI Y DURY
6,7-dimethoxy-4-ethyl-B-carboline-3-carboxylate (DMCM))
IC XY~ T ATHETE SN D SREMERE & Il 5 27,

(B) 7 v MRUA XOWHBIZH T 2 BRAMH &R 20
32 0,

@) REEROEEX )77y MZBWT, ¥R
U RAER IS L. BRA R A T S 1,
e, Rk R 7Ty MW IR R o
7 O AT 5 2,

(&) HHEBEBEHTANABMET v BIRERE< Y 2ART
Z v b, BEL ¥ 7 A lethargic ¥ 7 RX) DO TADAETRIE
AT O,

(6) 7 v NI D iR MEEB RS EITEE < IBERRK

(A E BB % 47" 9~ EDs 5,/ HURESEEH] 0> EDs, i
D) 1E, 7= MRV TEANLLID bEWVEE TR
+ 4,
2. {EFABF
Na"F ¥ /b & B BRI D BRI INH T2 2 &
W&o TR 2 2L S, 72 I RS O BUE Mk
TRAREYE O 2 Mk Z LI X FUs M ER 27
LEZLNTND 09,

(BRSBTS BELEMM ]

—Me4 : 7 b U X (Lamotrigine)

{b54 : 3,5-Diamino-6-(2,3-dichlorophenyl)-1,2,4-triazine
4573 1 CoH;CLLN;

5y B 256.09

G

HN™ "NT NH;

PR AR~ RO KR TH S,

A% EL (logP) : 04 (pH1.2, 1-4 27 & J —LIKFR)
8.0 (pH6.0, 1-F 2 & / —)L//KF)

[&:BEH]
RIS Y A7 EEFEARED L, WOICELT 52 L,

(@]

Z 7 Z—EE/ N 2mg

7 7 Z—VEE/NRE A Smg

Z U ¥ —)VEE 25mg

Z X 7 #—)VEE 100mg
TIVTE—NARE—=F—y T A
FIJH—NAE—H—3y 7 B
FIVH—NVAB—H =Ry C

1 140 B2 (14 £2X<10) PTP
: 140 52 (14 $£X10) PTP
1 140 #2 (14 52<10) PTP
: 140 52 (14 §£X10) PTP
21888y 7 (T X7 Z—/6E25mg)
(84 5E Ny 7 (T X7 H—/LEE 25mg)
R EE Ny (T 7 X—)NVEE25mg)
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1.8.2.  ZhiE - HRRVZORERN

1.8.2.1. 2KE - ZHR

O TANARE O TREIIEITRT 3 5 AR L
WoarlE (e s IEE &)
SRIE RIS
TERL R FEAE

OMOFLTAMNAIE T 72RO LR N TANAVRBE O TR IEICT 5250 TAD
AFE L DO E

o RAE (RSB IEE & 1)

R EL AR AR

Lennox-Gastaut JiE EHEIZ 35 1T 2 AEFEAE

OPMBMEFEEICRIT DRy = Y — FOFIE « HRMH]
CTRRER « AHEEITAE 5 ET AT

1.8.2.2. BERN

TADAFIET, BRI RE T TR, DEERN, BEOMm» DS A% AEICE
RIpBE RZTHRETH D, TADAMIRGMGIERESLETH Y | 2o, K AE
M. BENABOBIRNE Na 7547 v A EOBSINS ., BEEED ST PR L v
LSRN D D & E 2 BTV D [Faught, 2007], F72. HHROAEEMED & 2% LtElz & - T,
HEREFHDY A7 H/NMRICEO L7202, AT THIUTHANZT 5 Z LRI TW
B[ H MRS, 2010; French, 2008], #7-lZ@2Wr SN CTANABEIZX T HIRHIL, #1
HEOFTANAEE BHPRE TR L, RN DSNARD -8 2 A 0K 4 B
FIEE TR L, 2N THROBINRD LN - G AT AR EEZIT O 5a 0
2N, FEERITHI 60%235 1 3H & 5 W EE 2 K H OFANO A EIZ Ty hr—Lr3hT
WD I E DR STV S [Kwan, 2000; Karceski, 2005],

2012 H 21T S 4172 9<[E National Institute for Health and Care Excellence (NICE)D 77 A K5
4 [National Institute for Health and Clinical Excellence (NICE), 2012 {2133 /ER A1 0D HEF| 38R
PRINTEY, RMBIEOFE —RIEKE LTV T R AT U RRH DD, JRE
MRFBIEDO Y 27 NEWBFEIZIFI AV T ag e T2 Z E NSRS TS, »Iv 7 a g
R AT VI ROENBOLNT, BRECHERS 255127 M) XU 2/FHT
HEOMRINTND, £, BERMRFEENEEL TS [TTADATREITA K74
2010) [HAARMREF2S, 2010] Tl CQ6-2 [/INERAFTAMN AN T 55— PEKIT 22T
WL, TBRERTIEAV T gt s, TR F o0 A7 U RIZOWTTE
WORESCENER R E AR LN HIiRPIEL L THEES NS | LitdlichTnsd, b
DS, INETAPATORMIIETH LT, 2T oigng Rk s LT Sh
TWDZ enbnd, ERRMBIEOIBROBRELIL, "7 afg, =M A7 I RXIET

Aug 06 2015 15:04:32

1.8.2-p. 1



1.8.2.  ZhEE - DR KL OZ OBTERM

EFERUXLD3IODORLTHDLN, AFTIE, M FUREKREINTW W=, LY,
Ol T h A7 VI RO 2ODBIRBEDHATH D DONBIRTH S,

FTEMUF UL, AN TTADADIRIFEIEE LT &I, 1990 FFIT7 A VT > KT
RAEWG L TLCk, BUE TR 100 » ELLETEIC TRAKROVNETANABEID ﬁ#é
HRWRESUIOFABER ] & LTKRENTWD (2014 4F 10 ABLE) . £72. MR
DOIFEEE L THEMTHONTE Y, 2003 FIKEICB W CORREZ LIS L, 2E, b%
Y RRT T AZBNTHERINTWD, ok, /NETOTANABARFRIEIZOW T,
RNIZ CERIRMFEIEICKTT 5T E b FoOHARRES LTERINTWD, —FH, A
Vﬁwfi PLCAMNAIDOOFREEE E LT, 2008 4EI2 TLOFL T AN A I Ty 722 5h H

RO NIRRT ANABE O FIE (CIREEREBIEEZ &) | MEMARBIEL D
Lennox-Gastaut JEEREIZ 351 5 M8 EITX ﬂ‘?‘%’)#f/uﬁ AL ORI O%hRE - 25
ICCARZRG L, 2, 2011 0 TABMEREICE T 2K Y — RO - FRM
ﬁj@@*-%%’f%ﬁ%ﬁ%btoit mm¢ IERACRBIT D TTADABED

T 5A0E (CIRMERAFEE L B Te) K OWMEMAIIEITRT3 2 BHANRE] OR6E - 2R T
%a@%ﬂﬁwbﬂ\mx NRTAD BT T D BAPEEIC T DS I3A L THRY,

HESTIE LAM100118 30BR 23 320 Xdv, /NEOERRAPFIEICKTT 2 7 F b U X 2 BAE
HEOFIMER NV EEA R STV D

LAMI100118 75| \Bmxﬁwmﬁ%%%ﬁ%m%t_wmémt R RAE DO TEE
BT 57 M) XU OFINEE REMEEZFET SIFERABR TH o 72, TOREKE, WG
@%Wﬁ%%[ﬁ%ﬁmHv7u~Ww#4V(ﬂ@wﬁﬁ%%®%%@@)&vamm
IZ RV HER SN D ERRMRIED, 18Rt 5 2 WHE THRO B2 Do T gRE DOFIG] |
56%CdH 0. US44 i Bk[Frank, 19991 7" 7 & R EEDFAETH IR ﬁo%&ﬁénkﬁﬁiw
T T ERICEDHIEHEEE 20%E D bAREICE2 T2 (p<0.0001) (2.5442) . £/, 12
M OHERFRIESICB N T, HV-Z U =Y A VOBEENR—R T A )35 100%ED L
T-WERE DEIRIL 18% THh 7= (2.7322) ,

UL EDORENS . WIMNTIBWTTE MU XN TADABE O ER RREIEI T 5
HARREEE L TGRSR TS

AFTIE, LAMI100118 3Bk 2 25|12 H e dExf BIE S Mt (LAM115377 35k) 12XV
Bl SN BRI R REEZ AT 5/ NUBE 255 L LTTE b FUHARIEORL)
PR Ve RE Uiz, TORR., AEicon ik, FEHMEEE TH 5 12 #EF O
FRRRIEHIE TIRFIZ 3BV T HV-EEG 1Z X 0 ERU KA AEOTE R SRR S - B 0 &S
(95%(EHEX M) 1 35.0 (15.39~59.22) % Th o7z, HEE LIZFHIEHERLER (95%FHHEHXM)
0.44 (0.23~0.65) X0 HCRMEVMETH - 7225, JEFIEL 20 Bl TH 5 = & K OUES T ENi
EN7- LAM100118 #BR TIE L T2 7 7 B ARIC K D RBIEIE LR D 20%|IZ LR TEVMET
bol-Z b, BEETHEAMENHRTERNSTZEITFE A0, o, W oEE 2
B D BERFIZ 31T 5 HV-EEG 12 & 0 Zh R0 R S AHERRFRIE NS REAT LT EBNIZ DV T,
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1.8.2. ZhEE - R KOZF O TR

BIVREHMIE B T & DHERRIEM O HV-7 U = L4 A R ERKICB W T, AOMEpR &
NTWbEEZ LN, BT, M-S 12 B2V T HV-EEG (2 X 0 BIEH R e
SINTHRE OFGIL85.7% TH Y, BRI GICIVRIEay e —RMRrshTnb Z
EVFER SN, ThoDZ Enb, 7F N X UOEAERER, NRICET 5 ERUR %
Rk L THESICTH D Z Evme s (254.4.1) , 1=, ©etEizon i,
LAMI115377 #BR CREw bl B A HEFGIL, W (LAM100118 3Bk) T bl
ERAEFRERESMEEIL RS, WK EMEE R AEFL RO LN ho T
(25.55.1.1.) . RRBROFERNG . REICBT D ERKMBEIEEZGT H/NETANAERE
X3 % 7 b U X UHAFEOFIMENRR S L, BEEIZOWTH ZnE TSN T
WaHERMET a7 s AV EFRIERTH ST,

PIEXY, 9 FUXUOREE « ZIRICLLTOREE « iR 2B+ 52 L & LT,

T A ABHE OERIRIMFEVRIT T 5 BAIRR A
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1.8.3.
1.8.3.1.

1.8.3.

A& - ARRUVZOMERM

i - AR
OTANPABEIIHCLHE

AN

(1) HAWREDOS G (ERRHEEIHVL5E)

BE, TERIX L THRAID 2

N

ML - HEXR O OBGERL

T 1 H 03 me/kg A2 1 H 1 RIXIE 2 [BIZ5H5EIL T

PEAFG- L, ko2 MIE1 H0.6meke 2 1 H 1[EIFE2 ENIHEIL CTRAKGS S, £

DO%IF. 1~ I BEE LU TRAK0.6 mgke T oW+ 5, #MEHEIZLA 1~

10mgke & L. 1 H1[EXIZ2ENISE

LRG3 5, SRS Ul EEig % 23,

HEIF LEBL FoREEZ ST T HEE L TRK 0.6 mgke 9. 1 AHAEITHEK 200 mg

FTEL, WERH 1 H 1 ECIE2 A

-
—

HEIL TREOREGS D,

<% TAPLAMEEICHVDSE UNR) >

OF L
Q@ ASvTaipr N v LAERFAT (G v eET M) v AERGFH LR
AHL |DHBE WA (1) HAEED S G
DT (KD 72 a [ KFlo 77 vy (G)-i) AFIOZ7 A7 |(3)i) Q)-iish | _CERLRAFFEAEIZ
DHAN | A A HYE MRS AHET S (o Ui s 2T | 0E AR (258)
ORI |+ 2 KA 20 |FAZ O L |2 8B 20 55 | 556
T5%E ) &
1-2 0.15 mg/kg/ H 0.15 mg/kg/ H 0.6 mg/kg/H 0.15 mg/kg/ H 0.3 mg/kg/H
BWE | B 1E®ES) | QB 1EES) |1B 282U B 1E#ES) | A 1EXT2 6N
#5) SEILTHEE)
3-4 0.3 mg/kg/H 0.3 mg/kg/H 1.2 mg/kg/H 0.3 mg/kg/H 0.6 mg/kg/H
BWE | B 1E®ES) | QB 1EES) |0B2BIZ2ELC) B 1E#ES) | A 1EXT2 6N
#5) SEILCTHEE)
SHEHE | 1~2 BEECR [ 1~2 BREECRK| 1~2 BEEICRK [1~2 BlECR | 1~2@8REICRK
DK | K 0.3mgkeg/H (0.3 mg/kg/ H oM 1.2 mg/ke/H 9> | & 0.3 mgkeg/H | 0.6 mg/kg/ H $*ollik
T OIS 5, 35, W2, T OIS 5, T%
HERF 1~5 mg/kg/H 1~3 mg/kg/H 5~15 mg/kg/H 1~3 mg/kg/H 1~10 mg/kg/H
B ERK200mg/H)| FRA200mg/H) | (K 400mg/H) |(FAK200mg/ H)| (A 200mg/H)
(A A2ENZZE QB 2EZSFLU|C B 2EIZ2ELCIA B 2ENZSE| A8 1 EXIE 2 B
L5 T#Hh) B h) LTS AYEIL TG
GEEZ 1B ED
kR % & 1 TRk
0.6 mg/ke/ 13" 5)

(TR - B2 fik - M)

. Mk s HEOERIZOWTIE, BFOMANGONIHEIT. PN U%E R E
I SCE SO S ERBUGICEBRRME T & L BEX D 2 &b, IRISCERITIERE L T

2 DA KRR HIH — ER A8 B KR H

ORI HITBS SN TN D,

Fio, ERERRONEIT THE - HEICEEST M EOER] OHICHREH LTV D,
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1.8.3. HE - HEEAOZE ORERIL

1.8.3.2. BREEN

1.8.3.2.1. HERHSAR

7% MU X U OERKAFEANED HAFEIR 2 L - FEIX, 2004 FICBEFET —
#— bk (CCDS) IZERE S, »v7afgt NV v At EIEOFH (I vy a gt s
m%#éﬁﬁ%ﬁ%?é%ﬁ)®¢ﬁ@%if%éFMH@@ﬁlH~2H@ 0.6 mg/kg/
H G~4 K | SEMEE1~28 T L12 0.6 mgkg/H 3 oMt U, HESEHERFHEIT 1~
10 mg/kg/ H | mkmm@m (Wb 1B TESGZ2ME) | ERESN,

WS CFEfE S 472 LAM100118 5BR Tl #H1H & K& O /77413 CCDS I2%E U TiThi
7oy, R EITHEIAY 10.2 mgkg/H . HERFEERIS 150 mgkg/H (R 1 HHEDR
EldZe L) ELTEBSNZ, BB T HAEL LTI Y £ 0.3 mgkg/H
Z 2 M. &IZ 0.6 mgkg/ B % 2 M, D%, BIENHELAT 2 E T 1HERMIC 0.6 mgkg/ H
T OMIE L 0.3~10.2 mg/kg/ B OFIPH TG L7, BICHERFEIENIZ R T 2 HEIZL BN
CC 1 #MIZ 0.6 mg/kg/H 3 28 K 15.0 mg/kg/ H £ THENAIRETH 72, TORER, HitE
MOFVEHE IR EIC HV-7 U = YA > GEFERRTER B O FFPR ) & OV HV-
EEG GEPMLBIEMERA) 12X 0 a8 S 2 ERURAZIEN, 4 5 2 M TRO b
TR T WBRE OEIE] 1L 56% ThHh o7, Fiz, 12 BEOHMERFEEIICKB W THV-7 U =
TV A 2 DBEFED 100%80 L7-#8RE OEIGIL 18% Th 72 (2.7.3.22) . b Ok
REV, ZENIFUOFEGMENTIERINC (25442) o BRI THERR LEE
RAHFIREEERIIRBO N> (2555.1.2)

H iR O LAM115377 &BRIZEIT 2 ik - H&IX. CCDS % &35 |25 ik LAM100118
ARER D - AEICE SO CERE Lz, LAM115377 iBRClE, BEEEEHeE LTI Y
¥ 03mgkg/ A% 2 M, 0.6 mgkg/ A% 2 HEHES Lz, TO%, W HV-Z7 ) =%
A A AT XD BIEE PR SN D £ T 1~2 BRI —E KB LT 0.6 mg/kg/H o, ik
Humygﬂﬂi4mmgﬁ(w?ﬂ#ﬁwmg)if%%%ﬁﬁbkoHV7U“ﬁw#
AN KV IRIEWH R Zfesdte. FEA 1 B L, RIEIOKBERFIZ HV-BEG (1 [A1H) |
TRIEHAZHR L, BICFEUHEZESL L, ZOROFKEREHT vam(zﬁa)fﬁﬁ
HRZ R L2381, MERRRIEINCRAT Lo, HERPRIEI K O G- 8 o F & E, 6 AE
DIRAE %ﬁéi%%ﬁbf1pAMmy@HRMMm@m (WFHMERWHE) OFIPHN
THARATRE L L7, TOMER., EEHMEEE Th 5 12 M OMERFRIENIK TRICB W T
HV-EEG (T X 0 ERURAFENE DT R S VTR E OFEIE (95%(EHEX M) 1% 35.0
(15.39~59.22) % Th olz, HEE LIZRIEHEE (95%EEXMH) D 044 (0.23~0.65) X
D HORMRVMETH - 7203, FEFIED 20 Bl TH 5 Z & K OMES CIFEHE S 7= LAM100118
B CHRE L TW 7 7B ROFEZR 20%IEERTEVMETH 722 & £/, WigH o
ft 2 [BlD KBERFIZ 51T D HV-EEG 12 & 0 2R DHERR S AU TV DIEFNZ DWW TIE, BT
HE CThOMERFREN O HV-27 U = v A UORIER B W T, AMERN RSN TND
EEZEZOLNDZ LD, TE N FUOOHFFRIETORIMER RSN (2.544.1)
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1.8.3. %L - HEAUZ OBEMRIL

LAMI115377 i BROIRERIE D e 5-Bilha B 7> Dk G- 12 R £ TOWIRIZIBW T,
BITRD LNI-HEFGRIL, [EXR, FRAORE (5 20%, % 4 F) . SIEIEK (15%,
3G . B, DNREOEXGERY: (3% 10%, %260 THho, EELSAEFRZORIIL
72, BRIR BRI E R AW A BEFERITERO b o7z (2555110

LAMI115377 388 D A AN OR&E A O/ T A A BE T T DHERHREIERE 12 3 o i 4E
FIE MY FRE CEUECEERZ) 1L, AARAKOHEANTZENLE 6.9613.611 K&

W4.5721.791 pg/mL TH->7=, LAMI00118 REXRDSNEND/NRTAMAEE (HARAN 1 H
Eie) OFH 20 BOMERZE R X URE CEEEERFZE) (X 8.4024.331 ug/mL C
Hotz, bz s, BAAND/NETCANPABRETOIMFESZ T 8 X 2EIIINE A
(EICEALRCEA, BAAN 1 HIET) O/NRTANAUBE ERBICHBET D B2 DT,
F7o, BEAO/NETANAVEE 3FIOMSEF T E U REDOFEEEITE RN 72
DD, = OHEPHIL 3.0~6.5 pg/mL & AARANO/NRTAPAVBF 13 HIOMEEFZE ) ¥

B (02~13.9 pg/mL) OFEFRMEOFRHANTH 7= 2 Enb, MiEFZ7E N Y XU REDF
BMEOENIRRNEROH 2 2R CIThVWEEZ 2 b7 (2.723.1) .

R AR CHRAEDNH R LT B (236 1) D HEFRFHE L OV CCDS & 5612, HEFFH O 2
BE LTz,

HERFREINIZ BT 5 HEIZOW T, RO MR G EOENMF &L R 1.8.3-1 KUE
1.8.3-2 1Z7" 7, #EH LAM100118 FRER OHERHRIEINIZ 35 1T 2 Heifk 5 B0 ) E I
6.9 mg/kg/H TV | &iFHIE 1.8~12.6 mg/kg/ H Th o 7=, LAMI115377 REBRITDEHI T > 7=
DSHERFRIEIIC 31T 2 I 5B O I 6.5 mg/kg/ H TH Y . AR L ITIER L TH
ST, RBRIZE » TlmHABEDORENTER > TV, LAM115377 i BRICEBIT B #EEREE
HIRATHI O E#iHIL 4.2~9.0 mgkg/H TH U | MEAABROHEHFHNTH -7, E7=, CCDS
TRESN TOWHHERFHE 1~10 mg/H OFEPHNTH H - 7=,

WTFHORBRICEBW T, ZaMICRERMBEITRONRhoTc Z Enh, HiERER
LAM115377 3B &% O CCDS % JLIZHERF & OFPAIX 11 B 1~10mgkg £ 75 ERETH
ZENRERYETHD LB LT,

# 1831 #FERIMCETIREBRSROENHMHE
(LAM100118 B : #FEEBITHI)

N n M SD PO | BME | RORfE
1 A58 (mgkg/H) 54 30 6.9 2.92 6.3 1.8 12.6
1 A5 (mg/H) 54 30 220.1 135.46 176.6 27.9 559.3

Data source: LAM100118 SDAP Table 6.3.3, Table 6.4.3
SD: fRHERZE

Jul 312015 15:18:50

183-p.3



1.8.3. HE - HEEAOZE ORERIL

£ 1.8.32 #HRREZHCETIRARSROENHHE
(LAM115377 5% : #iisauEAR1ToI)

N n P E SD HhuiE I/ ME N
1 H¥ 58 (mgkg/H) 20 8 6.5 1.63 6.0 4.2 9.0
1 58 (mg/H) 20 8 176.1 74.42 152.5 113.0 321.0
Data source: LAM115377 SDAP Table 6.3.1, Table 6.4.1

SD: AR =

FIZ, LAM115377 #RBR L OV CCDS #212, 7 MU XU O KHE (mgH) Zi%E LT,
CCDS Clifc KHEIZ 200 mg/H LR EINTWDH N, AARBRIIEHEE TR5T5H 2
ENFEETH -T2 LD, 1| BRSGE (mg/H) 1XEMHEN 200mg/H 2B 2 TEBY ., &K
EI% 500 mg/ H 2B 2 T e, —J7. LAMI115377 iRBRCld, MERRRIE O I

176.1 mg/H TH Y | HAMEIZ 321.0mg/ H ThH o7z,

LAMI115377 582 Cld, Mk 2 53512 if:ﬁiz)\%ﬂ%t& L 7= B3R 5RO LAM115376
ABR CRE ST D K 2 400 mg/ H %iﬁfzr@cu\ot 21T, FK 400 mg/H & L CHEf S
7o HMERFRIEHIIE THREZIB W T HV-EEG I X 0 BRI RAMRIEO W IR S 7= 761D 9

DAHEEFRIE O &2 200 mg/H 2 B2 7-0lX 24l Th 7= (B 1.83-3) ., TO2HOH&E
ILENER 258 mg/ A K321 mg/H Th o7,

& 1.8.3-3  #FBEMKTHICHV-EEG 2L YBERAREDEENER SN
HREICE(T2ARRUEDNBE (LAM115377 HER)

R PN A fi PRI LN HEFRRGE A & HEEhie
T (%) (kg) (mg/kg/ H) (mg/H) | ERiHGE | R
(mg) (pg/mL)
1021 HA N 9 e 31.2 5.4 168 84 5.597
1061 HA N 4 e 14.6 7.8 113 113 13.898
1101 HA N 9 e 33.2 7.8 258 258 6.136
1123 ER N 9 s 35.7 9.0 321 321 12.185
1241 ERN 6 e 23.7 5.4 127 127 6.275
1162 HA N 7 e 28.5 5.4 153 77 5.486
1504 | 7 U7 A 7 [ 27.6 42 117 57 2.983

Data Source: LAM 115377 CSR Listing 105, Listing 107, Listing 112, Listing 115, Listing 142

LAMI115377 3Bk Cl, i B &% OSHERPEIE NI B W CHEIRRBR TR E L QU e i K &
400 mg/ AT L7ERNT 72 < . MERRFRIESI O H1 528 200 mg/ H 2 #8 2 7o RiEfIE 2 1] & Qé&fﬂ
TholoZ b, CCDS DR KHEEBZ 2 HEIZOWTHRFTT 272D HM+43 T
RNEEZ BT, Leho T AW T/RNE O ERUR M FEA/ED BAFREIC fésfj:
JHEIZ CCDS IZHEL T 200 mg/H ERETHZ LN RYTH D LHlkr LT,

PLEX Y LAMI115377 REROFE R KON CCDS A #E1C THEFFHEIZ 1 B 1~10mgkg & L.
JERIZIS U CE B 525, 1 BHEIIHRK200mg FTET5H] ERELE,
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1.8.3. L - ABNOZF O EMRIL

1.8.3.2.2. DHARR U &

CCDS TiI/NETAMABE OEBRURMRIEO BAIRIEICRT 5 ik - HEE LT, EE
TR REREBE DR A 7 W2 DI DITRECD 72 515 [0.3 mgkg/H (1~238Kf) |
0.6 mgkg/H (3~4 1K) 1 NIREINTIEY , WEHATIEhE S 7z LAM100118 58k T,
CCDS DI &K OWiE iEICHE L CHi S vz, £z, A TIE LAM115377 iR
WCREBRDOMIE 71V S 72, LAM100118 3RBR Tid 5 BB LIRIL, 138 Z & 12skkE L
0.6 mg/kg/ H " OWiHE T 25 Z & & L7za3, LAMI15377 iBRCi 5 BRELARE T 1~2 R Iic—
FESKRBE L, 0.6 mghkg/ A Ol a1T 7= (7272 L. 8 LI IT K 4 M o skpzilE £ <
AREE L)

ZOfEF., LAM100118 3R [0.3 mgkg/H (1~2 1K) | 0.6 mghkg/H (3~48KF) | 5
FLARE 13 Z 212 0.6 mg/kg/ B9 ] ik, REREEFICEE LA EFSRAEH L
[T _RTOFRB] UL 15%ICRD bz (2.55.7.2) .

F7o, AEHABRO LAM115377 SRBRCI%, TR L OB MRS | oS aE
FLO I LRBR OB A, £72 [H0EREE ] [COBEINAGEELO O HIEYRBUE 4 |
[T _XTOHB] & UCTHER L, WEHICT 28 B131% 30% (6/20 i) | g, Hekpk
IR ONikRe e 530 12 R TUiX 35% (720 ) Th oo, [TXTORB) OEIELIL,
UNTHL G IR S ST TP ARE LI S Tn, AFIORA TANARE ERIBICERSNT-TE b
U AL ORISR (LAM115376 588R) Tl MEFREMKE TR E CIZ [FXTo
I 1L 17% (11/65 1)) (258D BTV DA, LAMI15377 5lBR TIL X 0 @ W IBLERD RS
STz, LAM115377 RBR CIlI/NEZ ISR E LT Z Enb, L0 EERLS BIBE O Ik

DHERBEAT D X O PREFITHRIE L, HEN SN T2 & MAFUESIED LAM115376
ARER LD Do 2 EMD AN EORBRENEGLS R ZENERD 1 D& HEX L
5, 728, LAM115377 i BRC [T _XTORZ] IT OV TIRIRIE L ORSEMESH 0 &l S
NCIBBRZ IR L7JERNT 5 61 (25%) THo7-h, EEMOEE LRS- boidze<,
W BRI D 2~36 HTRIE L7z, 7F hU XU TRO LTV D BEREE &K OSEAINE
IBUESEBERE DR BUZ O W TIIRET 5D L DO TIXZR WA, FBRFO %G « HFE I
L0, BEEMOY A7 IIRKTELEEZ D, LAMI5377 RBR CIXEE 2 A HEFU
Rond, K EMEE R AEERERITBDO LR ST,

LEX ., /NEOTANAOEFRIECR T DB E RO ET TR 2 B
1 B 03mgkg, KD 2L H 0.6mgkg & L, 5B LT I~2@E@EC1 HEE LT
K 0.6 mgkg T OMET 5] EBRELT,

' LAMI0118 7B : SOC [RE R L O FRIARIEE | (S SN RB, LB, JhS KO
JE IR
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1.8.3. L - ABNOZF O EMRIL

1.8.3.2.3. BEEH

AITIETE MU F T, BRADTADAHEFIEE TITHERAE (100~200 mg/H) IRFIZ
X1 H1ESUI2ENCHE L CTREG T2 2o TEY, F/NEOTADAGRELED
1~15 mg/kg/ H OHEFFHERHZIZ 1 H 2 [BNCHEIL TR G T2 THEHESNTWS,

WS D/NRE T AN A OEFPEEOFGEERIT 1 B 1 EXE 2 FEICSE L CEE+T5 24T
ERENTWD,

A CEME S 72 LAM100118 RBRICEB W T HED A 1 B 1 HE1 H2ETH-
72, FUAORHEIX 1 B 2 B 5 CHEE ST,

AR D LAM115377 S BRCix, 1 B 1 EERGEZEARLE L, 1 [ENCIRHT 2 888032 0
SEIF 1A 2B AREE Lo, EOREE, LAMI115377 SR O LMV CTHRR EiH
AL IR DT e BEFRGIIRD LT, AR (LAM100118 5Bk) & & KX 7@ 37
Dolz, RIGEEFIZEE Lz I _XTORE | OFFFRRIZONT, BRI~ TREL
FIX@D o720, 1BEEIE & O EME S Ll SARERZ Ik L7z 5 Bl 3 Bl DT
AR 0.3 mgkg/ HEGIRFOFRB Th 72 &, o, VO 2O ONTIE, 161281 B 1
B G TORRTH-TA, b 1T 1 B 2 [EERERICEENRD bNER TH 7= 2
EMD ., DEBITIEH D NARBROMERICBONCERGREE 1B 1 EXX2EET5 2 801
FIZORBUCKRE BT oot BEZBND,

T, AT TAT 2 AOER S A B G RHIIRE RIS D A0 1B RS 3ATEE
ThHZEITBFIIAY Yy bbb DHEBEZLND,

PLEE Y NEOTADAOBAFIEICI T D455 m%0T T1 A 1 ES0T 2 [ E LT
BHyHI L) ERELR,

Jul 31 2015 15:18:51

1.83-p.6



1.8.4. FHEDEE () KUZEDOHTHERIL

1.84. (EALOZEE (X) RUTORERR

AEALEOEE () 13, 717 % — s/ 2mg « Smg/” 7 X 7 % —)L§E 25mg -
100mg DOFAF LENFICAEHFET D [TALABRE N OERIRMBIEVEIT T 2 HA
WL 2D EREMAT-bDTH D, 2EB, o7 I 7 Z—/VEE/NRH 2mg « Smg
/7 7 HZ—)VEE 25mg « 100mg ¥R SCE (201542 HIET - B KV EET 0%
TR () . HIBRT DE A BUE LR (—=) 1T TR LT,

ERALOEE (] EER AL

(€ 357
AR OB 512 & 0 hBEREBIEMME (Toxic Epidermal | 2015 4 2 G (89
Necrolysis : TEN) . BMi:IEIREERS (Stevens-Johnson | /i) IRfFCENSAER 2
RN . FAMAREEERSOLEEREZHSERGER | Lo
WESHODONDLZEnHY, HEICE-pl b @G ST
HOT, LFOFHRIZEETHZE ( THE-HE . TH
e HEICBEETHEH EoFEE) o TEERARNER] |
TEIER ) RO TERREGE ] OEBR)

LS - AEZE 2 TAFIZ G LT GA I IR EREE ORI
PENZ s, FEIO THE - AR 2857252 L.
(W& ERMERHITED DT HIE - HEZBx720nwWZ &, LT
a2t b U o AP RO 554G 2 B £ TR A 5T

L& (FADH)
QMEFFH & E COWMERF L ED LT HE - AEZBE A 02
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100mg 2, 1 BHARIIHRAK400mg TTEL, Wb 1 B ESUT 2 ECHEI LT
BO¥s542,
VT aiEr M) U AEFRT %A
WH, TERUX L LCRAO 2 AT 1B 25mg ZAICRAZRE L, Ko 2 HH
Z1H2Smg%x 1 A 1EROKRST S, Tokid, 1~2@8Mm@IC1 B/REE LT25~
50 mg T oMWY 5, MERFAHEIL 1 B 100~200mg & L., 1 H 2 BENZEIL TRAOES
T %,
o vTaiEFt N U AEHLZRWGS
() ARENDTNVT v BEEZHET HEAN 2 0FAT 2546 -
WH, JERUX U ELCRMO2ERIZTI HS0mg % 1 B 1 EREAZRS L, KO
21 B 100mg 2 1 H2ENZABI L CRAKEG T2, Tk, 1~2 #HHEIC
1 HEE L THRA 100mg 3242, HERFAHEIT 1 B 200~400mg & L. 1 H 2
WZHaEILCRAEE9 5,
Q) (HUSDOHTANAREEZ T 25BE
HARIEOLZAIHED

AN
AT aEET N U AEATAGEA
WH, FERNIF L L TRAO 2T 1B 015 mgkg 2 1 B 1 EREA#EL L, kO
28T 1 B 03mgkg 2 1 B 1 [BIREAKET 5, £O®KIT, 1~2@MEIC1 BEE L
THRK 0.3 mgkg T OWET 5, HEFFAEZ, L7 afig)r b oAz TR S
N a UBREEHET AN T2H5A8FE 18 1I~5mgkg & L, RAIDI LT
0 UBHA EHET DA Z L TWRWEAIT T B 1~3mgkg & L. 1 B 2=
L CROEET S, 2B, 1 AABERKAK200mg £ TET D,
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Ak - A& VT aEt R AR LRVES
(e &) () RENDOTNVT v BEEZHEET HEAN AT 2856 -
WH, TERUX L LTRO2EBIZ1 B 0.6 mgkg 2 1 B 2 BII4HE L TRA
BE L, RO2HEMIZ1A 12mgkg & 1 A 2EICHE L TROEETS, T0%
WL I~2 RIS 1 HEE L TRK 1.2 mgkg T4 5, MERAEIZL B 5~
15mgkg & L, 1 H2ENCHEILCROKET S, 2B, 1| AHEITRK 400mg £ T
LT 5,
2) (HUSDOHTANAIREEFAT L5 -
A Tafgt v AEFRTLHEICED.
PHRRPEREF BT 2R/ 5= 8 Y — RO - FRIHICAW 254 ¢
- HAWREOSHA -
WHEL, RAICIETE R L LTRYO2AMIZ1I A 25mg % 1 B 1 ERROKS., &’
O2BEMIT1 B SOmg % 1 B 1EZ2 BB LCRAZEES L, SEBIX1 B 100 mg
Z1H1EMIL2EICHHE L TROBE3 %, 6B UREITHERAREE LTI1 H 200 mg
Z 1A TESX2ENCHHE L CROEE T2, ERICE U CGEEERT 5203, HEi
1 EMU EORREZ HITT1 HEE LTHRA 100mg 372, 1 HHEITHRK 400 mg £ T
L. Wb 1B TR 2 ECSE L CRAKET S,
AT aEET N U AEATAGA
WHEL. RAICIETE N XL LTRYIO 2 BT 1 [ 25 mg 28 B IR 0#s5, ko
2MMIZ 1A 2Smg &2 1 A 1ERAKREG L, SEHBIEX1T A S50mg % 1 A 1 [EXE2EIC
SEILTROBEET S, 6 HHLBITHERHREE LTI H 100mg % 1 H 1 [BIXiX2[HE
WHBILTROKET 5, FERIOE CCHEEEET 228, a1 EMRY EoMEE &
T HEELTHRARSOmg $©2, 1 BHEIIHK200mg FTEL, WIhb 1 H
LEE 2 FICAE L CTRAKET 2,
o vTaEt N U AEHLZRWGE
() KRBTV v B EHET 2EAE20RT 2546
WH, RACIETERIF L LTHRAO2EMIZ T A S0mg % 1 B 1 [EREO&FE,
WD 2MMIIE1 H100mg 2 1 B 2ENCHEILTRAKEG L, S#EHIX1 H 200 mg %
1A 2ECHE L CROKBES TS, 6 EIX1 H 300mg % 1 A 2 BI2H5E L CROE
G, 7THEBUMKITHERHES LTI H300~400mg Z 1 A 2 B2 L CRO#%S
T 25, MRS U CHTHERT 225, HET 1 EBU LoMFEZHIT C1IA&EE LT
BK100mg 32, 1 BARIEKEAK400mg ETEL, Winb 1 B 2 BICSE L TR
n# 535,
(2) (WP XA GEHT 856 ¢
HARIEOLAIHED
BISEORE | 338 R, BISE - A W AESES - A
T RO | R : FERIFX
sy - i | Al FI =N NEH 2mg (1EEFTERY X 2mgEA)
T =N N Smg AP TERIX Y SmgEH)
T X —NEE25mg (1 EEHTE R ¥ 25mg &H)
FI7 X —)VEE100mg (1 §EFZE Y X 100 mg &A)
HEE & M| LDs (mgkg) en BT e il
7 v o #9205
Ty he 163
A Zcd 30%
PR >80* (* : RS D BBE )
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= ot | i 5 B 5 e 5 i e R FRFTH
(%) i B (mg/kg/H)  (mgkg/H)
v b 3nHH &N 1,5,15,25 5 1 mg/kg/ B LAE « FERFFAD72 0,
sa7 Y BE (1)
5mg/kg/ HEL L &G EZ O
¥E, FRIMER T A — & DK -
EIRE RO EE ()
15 mg/kg/ H UL b < ilfg, B &E
O T, EBR, FARMEE
#, REOKE (B . ALP O
Bl - FREEORE ()
25 mg/kg/ H : KE R
P+ 3x AR &N 5,10, 20 10 20 mg/kg/H : WAHEBNSE, H
FEIEF O T, R
BHART - (REBINIHIGHA
()
8 | B e b 5 iR o R FERPTR
i E (mgkg/H) (mgkg/H)
v b 6nHMH &N 1,5,15,25 5 1 mg/kg/ A LAE « FERFFAD72 0,
a7y UBIE - BIRERO S
& ()
5 mg/kg/H LA L« & 5-Rit% Ob
HE, FRIMMER ST A — & OIEAE
()
15 mg/kg/ HLL k=« #EEOIHR -
iE. REOIRAE
25mg/kg/H : g, B I EB) D
R, BRI, FARMERRSEE,
ALP D i, TR & o il
(1)
+oov 6w AM KRN 5,10, 20 10 20 mg/kg/ H ¢ A REIR, AR
SR, IErE
+oov 125 HM &R0 5,10, 20 10 20 mg/kg/H : BHREEZ O T,
PEAR, iEHR. RX LY. WhIHE
o, (RIS
EITEM TAPABEICEIT B BEEIFRIEICHO A
RN Z R L Uiz H IR
RIVEA (BRMEEEE 2 51e) HILE 20765 5 =30.8%
BIVER (BRRMRAERE 2 &) OfH Bk (%)
KI5 10 (15.4%)
BEC 2 (3.1%)
WE L 2 (3.1%)
I 2 (3.1%) %
TANIBEIBIT D TANAELE OFFRFREICHO 5SS
RN E %S L U m i
BIVER (BRRMRAERE & &) FBIR 185,335 il =55.2%
BIVER (BRRMRAERE 2 51e) OfH Bl (%)
GRS 62 (18.5%)
HEN 51 (15.2%)
igiE] e 26 (7.8%)
5 21 (6.3%)
Hi 18 (5.4%) %
RN %I L U IR S BAT Lo BRI
RIVEA (BRMAEERE 2 51 HILE 65,149 ffil =43.6%
BIVER (BRRMRAERE 2 &) OfHE B (%)
FFrERE R 19 (12.8%)
HEN 12 (8.1%)
{EIR 11 (7.4%) %
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INRAES & LT R
RITEH (BRI 2 & Te) FEELR
RITEH (BRI T 25 Te) O
iR
HTHERERE &
HEWN
B

INR ARG & LT EIEER D DT L7 R aR

BIEM (BRRMRAERE 25 T) FBLR
RITEH (BRI T 25 Te) O
JITH e R =

iR

1077212 ] =50.5%
B% (%)

47 (22.2%)

21 (9.9%)

12 (5.7%)

11 (52%) %%

36,792 il =39.1%
B (%)

14 (15.2%)

5 (54%) %

PUBRHEREE BT 555 =8 Y — ORI « BRI HW254

FRNZ kG & U 7o 55 /AR RRBR
BIEM (BRRMRA R 25 T) FBLR
BIEM (BRARMRAERE 25 T) O
B
SRR
Lol es

iR

55 I/ MLAERRER 7> S AT U 7o R i 55

RITEH (BRI 25 Te) FEBLR
BIEM (BRRMRAERE 25 T) O
H GRS

74,215 i =34.4%
B% (%)

15 (7.0%)

9 (4.2%)

8 (3.7%)

8 (3.7%) %%

19,792 f5il =20.7%
B% (%)
5 (5.4%) %

TIU Y e AI AT T4 RS
B A, B R
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F BEREORERAEHOE LD

<JBin>
L4 - B4
i
THEE « Zhik OTANABE D TFRLRIEITKTT D BAIRE
TET R AR A
ik - R | OCAnABEICHN 5L
N

(1) HAPRIEOSRE (ERRFEIEICHNL5E)

WE, TERNIF L L TRMO2EMIZ1 B 03mgkg 2 1 B 1RIXiE2 BIZSE LT
OGS L, RO 2EEIT 1A 0.6mgkg 2 1 B 1[ESUT 2 [BIZHEI L CROKES T2,
FO®%IT, 1~2 BFmEIC 1 HEE L TRK 0.6 mgkg T oM+ 25, MEEHREIZ1IA 1~
10mgkg & L, 1 B 1B\ 2 BNCHE L CRAELE TS, ERICES C CEEERT S
A, HEEF1VEBY EoOMFEEZH T T1 HEE L THRK 0.6 mgkg T2, 1 HHEITRK
200mg FTEL, Wb 1A 1 EE 2 EICHEI L CRRAELT 5,

BB DY E

M4 O
sy - &
b
Bl EH TADNBE BT 5 BRPREICROWZEE
N ARG & Uz B g R R
BHER (BURMAEERT 2 5T) R 7,20 il =35.0%
BIER (BRMRAMRE 2 5T) OfEH B (%)
B 5 (25.0%)
JFFSRER A I 2 1 (5.0%)
SR 1 (5.0%)
Eayan
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