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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
MALARONE safely and effectively. See full prescribing information for
MALARONE.

MALARONE (atovaquone and proguanil hydrochloride) Tablets
MALARONE (atovaquone and proguanil hydrochloride) Pediatric
Tablets

Initial U.S. Approval: 2000

INDICATIONS AND USAGE ---------memmnmemeev

MALARONE is an antimalarial indicated for:

prophylaxis of Plasmodium falciparum malaria, including in areas where
chloroquine resistance has been reported. (1.1)
treatment of acute, uncomplicated P. falciparum malaria. (1.2)

-------------------- DOSAGE AND ADMINISTRATION ----sncnenemenen

MALARONE should be taken with food or a milky drink.

Prophylaxis (2.1):

Start prophylaxis 1 or 2 days before entering a malaria-endemic area and
continue daily during the stay and for 7 days after return.

Adults: One adult strength tablet per day.

Pediatric Patients: Dosage based on body weight (see Table 1).

Treatment (2.2):

Adults: Four adult strength tablets as a single daily dose for 3 days.
Pediatric Patients: Dosage based on body weight (see Table 2).

Renal Impairment (2.3):

Do not use for prophylaxis of malaria in patients with severe renal impairment.

Use with caution for treatment of malaria in patients with severe renal
impairment.

------------------ DOSAGE FORMS AND STRENGTHS -------------

Tablets (adult strength): 250 mg atovaquone and 100 mg proguanil
hydrochloride. (3)

Pediatric Tablets: 62.5 mg atovaquone and 25 mg proguanil hydrochloride. (3)
CONTRAINDICATIONS -----mmmmmmeemmmmeeaee

Known serious hypersensitivity reactions to atovaquone or proguanil
hydrochloride or any component of the formulation. (4.1)

Prophylaxis of P. falciparum malaria in patients with severe renal impairment
(creatinine clearance <30 mL/min). (4.2)

-------------------- WARNINGS AND PRECAUTIONS-+---------ecec--

Atovaquone absorption may be reduced in patients with diarrhea or vomiting.
If used in patients who are vomiting, parasitemia should be closely monitored
and the use of an antiemetic considered. In patients with severe or persistent
diarrhea or vomiting, alternative antimalarial therapy may be required. (5.1)

In mixed P. falciparum and Plasmodium vivax infection, P. vivax relapse

occurred commonly when patients were treated with MALARONE alone.

(5.2)

In the event of recrudescent P. falciparum infections after treatment or

prophylaxis failure, patients should be treated with a different blood

schizonticide. (5.2)

Elevated liver laboratory tests and cases of hepatitis and hepatic failure

requiring liver transplantation have been reported with prophylactic use. (5.3)

o MALARONE has not been evaluated for the treatment of cerebral malaria or
other severe manifestations of complicated malaria. Patients with severe
malaria are not candidates for oral therapy. (5.4)

ADVERSE REACTIONS ----------mmmmmmmomeem

e Prophylaxis: common adverse reactions (>4%) in adults were diarrhea,
dreams, oral ulcers, and headache; these events occurred in a similar or lower
proportion of subjects receiving MALARONE than an active comparator.
Common adverse reactions (>5%) in pediatric patients included abdominal
pain, headache, cough, and vomiting. (6.1)

o Treatment: common adverse reactions (>5%) in adolescents and adults were

abdominal pain, nausea, vomiting, headache, diarrhea, asthenia, anorexia, and

dizziness. Common adverse reactions (>6%) in pediatric patients included

vomiting, pruritus, and diarrhea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact

GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088

or www.fda.gov/medwatch.

DRUG INTERACTIONS -----------mmmmmmmeeeae

e Administration with rifampin or rifabutin is known to reduce atovaguone
concentrations; concomitant use with MALARONE is not recommended.
(7.1)

e Proguanil may potentiate anticoagulant effect of warfarin and other coumarin-
based anticoagulants. Caution advised when initiating or withdrawing
MALARONE in patients on anticoagulants; coagulation tests should be
closely monitored. (7.2)

e Tetracycline may reduce atovaquone concentrations; parasitemia should be
closely monitored. (7.3)

——————————————————————— USE IN SPECIFIC POPULATIONS ----------------

e Caution should be exercised when administered to a nursing woman as
proguanil is excreted into human milk. (8.3)

o Renal impairment: contraindicated for prophylaxis of P. falciparum malaria in
patients with severe renal impairment (8.6).

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 06/2013

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
1.1 Prevention of Malaria
1.2 Treatment of Malaria
2 DOSAGE AND ADMINISTRATION
2.1 Prevention of Malaria
2.2 Treatment of Acute Malaria
2.3 Renal Impairment
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
4.1 Hypersensitivity
4.2 Severe Renal Impairment
5 WARNINGS AND PRECAUTIONS
5.1 Vomiting and Diarrhea
5.2 Relapse of Infection
5.3 Hepatotoxicity
5.4 Severe or Complicated Malaria
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS
7.1 Rifampin/Rifabutin
7.2 Anticoagulants
7.3 Tetracycline
7.4  Metoclopramide
7.5 Indinavir

May 13 2015 15:43:54

13

14

16
17

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

8.3  Nursing Mothers
8.4 Pediatric Use

8.5 Geriatric Use

8.6 Renal Impairment
8.7 Hepatic Impairment
OVERDOSAGE
DESCRIPTION

CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.2 Pharmacodynamics

12.3 Pharmacokinetics

12.4 Microbiology

NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
CLINICAL STUDIES

14.1 Prevention of P. falciparum Malaria

14.2 Treatment of Acute, Uncomplicated P. falciparum
Malaria Infections

HOW SUPPLIED/STORAGE AND HANDLING
PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are not
listed.



FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 Prevention of Malaria

MALARONE® is indicated for the prophylaxis of Plasmodium falciparum malaria,
including in areas where chloroquine resistance has been reported.
1.2 Treatment of Malaria

MALARONE is indicated for the treatment of acute, uncomplicated P. falciparum
malaria. MALARONE has been shown to be effective in regions where the drugs chloroquine,
halofantrine, mefloquine, and amodiaquine may have unacceptable failure rates, presumably due
to drug resistance.

2 DOSAGE AND ADMINISTRATION

The daily dose should be taken at the same time each day with food or a milky drink. In
the event of vomiting within 1 hour after dosing, a repeat dose should be taken.

MALARONE may be crushed and mixed with condensed milk just prior to
administration to patients who may have difficulty swallowing tablets.
2.1  Prevention of Malaria

Start prophylactic treatment with MALARONE 1 or 2 days before entering a
malaria-endemic area and continue daily during the stay and for 7 days after return.

Adults: One MALARONE Tablet (adult strength = 250 mg atovaquone/100 mg
proguanil hydrochloride) per day.

Pediatric Patients: The dosage for prevention of malaria in pediatric patients is based
upon body weight (Table 1).

Table 1. Dosage for Prevention of Malaria in Pediatric Patients

Atovaquone/
Weight Proguanil HCI
(kg) Total Daily Dose Dosage Regimen
11-20 62.5 mg/25 mg 1 MALARONE Pediatric Tablet daily
21-30 125 mg/50 mg 2 MALARONE Pediatric Tablets as a single daily dose
31-40 187.5 mg/75 mg 3 MALARONE Pediatric Tablets as a single daily dose
>40 250 mg/100 mg 1 MALARONE Tablet (adult strength) as a single daily dose

2.2  Treatment of Acute Malaria
Adults: Four MALARONE Tablets (adult strength; total daily dose 1 g
atovaquone/400 mg proguanil hydrochloride) as a single daily dose for 3 consecutive days.
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Pediatric Patients: The dosage for treatment of acute malaria in pediatric patients is
based upon body weight (Table 2).

Table 2. Dosage for Treatment of Acute Malaria in Pediatric Patients

Atovaquone/
Weight | Proguanil HCI
(kg) Total Daily Dose Dosage Regimen
5-8 125 mg/50 mg 2 MALARONE Pediatric Tablets daily for 3 consecutive days
9-10 187.5mg/75 mg | 3 MALARONE Pediatric Tablets daily for 3 consecutive days
11-20 250 mg/100 mg | 1 MALARONE Tablet (adult strength) daily for 3 consecutive

days

21-30 500 mg/200 mg | 2 MALARONE Tablets (adult strength) as a single daily dose
for 3 consecutive days

31-40 750 mg/300 mg | 3 MALARONE Tablets (adult strength) as a single daily dose
for 3 consecutive days

>40 1 g/400 mg 4 MALARONE Tablets (adult strength) as a single daily dose
for 3 consecutive days

2.3 Renal Impairment

Do not use MALARONE for malaria prophylaxis in patients with severe renal
impairment (creatinine clearance <30 mL/min) [see Contraindications (4.2)]. Use with caution
for the treatment of malaria in patients with severe renal impairment, only if the benefits of the 3-
day treatment regimen outweigh the potential risks associated with increased drug exposure. No
dosage adjustments are needed in patients with mild (creatinine clearance 50 to 80 mL/min) or
moderate (creatinine clearance 30 to 50 mL/min) renal impairment. [See Clinical Pharmacology
(12.3).]

3 DOSAGE FORMS AND STRENGTHS

Each MALARONE Tablet (adult strength) contains 250 mg atovaquone and 100 mg
proguanil hydrochloride. MALARONE Tablets are pink, film-coated, round, biconvex tablets
engraved with “GX CM3” on one side.

Each MALARONE Pediatric Tablet contains 62.5 mg atovaquone and 25 mg proguanil
hydrochloride. MALARONE Pediatric Tablets are pink, film-coated, round, biconvex tablets
engraved with “GX CG7” on one side.

4 CONTRAINDICATIONS
4.1 Hypersensitivity

MALARONE is contraindicated in individuals with known hypersensitivity reactions
(e.g., anaphylaxis, erythema multiforme or Stevens-Johnson syndrome, angioedema, vasculitis)
to atovaquone or proguanil hydrochloride or any component of the formulation.
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4.2  Severe Renal Impairment

MALARONE is contraindicated for prophylaxis of P. falciparum malaria in patients with
severe renal impairment (creatinine clearance <30 mL/min) because of pancytopenia in patients
with severe renal impairment treated with proguanil [see Use in Specific Populations (8.6), and
Clinical Pharmacology (12.3)].

5 WARNINGS AND PRECAUTIONS
5.1 Vomiting and Diarrhea

Absorption of atovaquone may be reduced in patients with diarrhea or vomiting. If
MALARONE is used in patients who are vomiting, parasitemia should be closely monitored and
the use of an antiemetic considered. [See Dosage and Administration (2).] Vomiting occurred in
up to 19% of pediatric patients given treatment doses of MALARONE. In the controlled clinical
trials, 15.3% of adults received an antiemetic when they received atovaquone/proguanil and
98.3% of these patients were successfully treated. In patients with severe or persistent diarrhea or
vomiting, alternative antimalarial therapy may be required.

5.2 Relapse of Infection

In mixed P. falciparum and Plasmodium vivax infections, P. vivax parasite relapse
occurred commonly when patients were treated with MALARONE alone.

In the event of recrudescent P. falciparum infections after treatment with MALARONE
or failure of chemoprophylaxis with MALARONE, patients should be treated with a different
blood schizonticide.

5.3 Hepatotoxicity

Elevated liver laboratory tests and cases of hepatitis and hepatic failure requiring liver
transplantation have been reported with prophylactic use of MALARONE.
5.4  Severe or Complicated Malaria

MALARONE has not been evaluated for the treatment of cerebral malaria or other severe
manifestations of complicated malaria, including hyperparasitemia, pulmonary edema, or renal
failure. Patients with severe malaria are not candidates for oral therapy.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Because MALARONE contains atovaquone and proguanil hydrochloride, the type and
severity of adverse reactions associated with each of the compounds may be expected. The lower
prophylactic doses of MALARONE were better tolerated than the higher treatment doses.

Prophylaxis of P. falciparum Malaria: In 3 clinical trials (2 of which were
placebo-controlled) 381 adults (mean age 31 years) received MALARONE for the prophylaxis
of malaria; the majority of adults were black (90%) and 79% were male. In a clinical trial for the
prophylaxis of malaria, 125 pediatric patients (mean age 9 years) received MALARONE; all
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subjects were black and 52% were male. Adverse experiences reported in adults and pediatric
patients, considered attributable to therapy, occurred in similar proportions of subjects receiving
MALARONE or placebo in all studies. Prophylaxis with MALARONE was discontinued
prematurely due to a treatment-related adverse experience in 3 of 381 (0.8%) adults and 0 of
125 pediatric patients.

In a placebo-controlled study of malaria prophylaxis with MALARONE involving
330 pediatric patients (aged 4 to 14 years) in Gabon, a malaria-endemic area, the safety profile of
MALARONE was consistent with that observed in the earlier prophylactic studies in adults and
pediatric patients. The most common treatment-emergent adverse events with MALARONE
were abdominal pain (13%), headache (13%), and cough (10%). Abdominal pain (13% vs. 8%)
and vomiting (5% vs. 3%) were reported more often with MALARONE than with placebo. No
patient withdrew from the study due to an adverse experience with MALARONE. No routine
laboratory data were obtained during this study.

Non-immune travelers visiting a malaria-endemic area received MALARONE
(n =1,004) for prophylaxis of malaria in 2 active-controlled clinical trials. In one study (n = 493),
the mean age of subjects was 33 years and 53% were male; 90% of subjects were white, 6% of
subjects were black and the remaining were of other racial/ethnic groups. In the other study
(n =511), the mean age of subjects was 36 years and 51% were female; the majority of subjects
(97%) were white. Adverse experiences occurred in a similar or lower proportion of subjects
receiving MALARONE than an active comparator (Table 3). Fewer neuropsychiatric adverse
experiences occurred in subjects who received MALARONE than mefloquine. Fewer
gastrointestinal adverse experiences occurred in subjects receiving MALARONE than
chloroquine/proguanil. Compared with active comparator drugs, subjects receiving
MALARONE had fewer adverse experiences overall that were attributed to prophylactic therapy
(Table 3). Prophylaxis with MALARONE was discontinued prematurely due to a
treatment-related adverse experience in 7 of 1,004 travelers.
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Table 3. Adverse Experiences in Active-Controlled Clinical Trials of MALARONE for
Prophylaxis of P. falciparum Malaria

Percent of Subjects With Adverse Experiences?
(Percent of Subjects With Adverse Experiences Attributable to
Therapy)
Study 1 Study 2
Chloroquine plus
MALARONE | Mefloquine | MALARONE Proguanil
n =493 n =483 n=>511 n=>511
(28 days)® (53 days)® (26 days)® (49 days)®

Diarrhea 38 (8) 36 (7) 34 (5) 39 (7)
Nausea 14 (3) 20 (8) 11 (2) 18 (7)
Abdominal pain 17 (5) 16 (5) 14 (3) 22 (6)
Headache 12 (4) 17 (7) 12 (4) 14 (4)
Dreams 7 (7) 16 (14) 6 (4) 7 (3)
Insomnia 5 (3) 16 (13) 4 (2) 5 (2)
Fever 9 (<1) 11 (1) 8 (<1) 8 (<1)
Dizziness 5 (2) 14 9) 7 (3) 8 4)
\Vomiting 8 (1) 10 (2) 8 (0) 14 (2)
Oral ulcers 9 (6) 6 4) 5 4) 7 (5)
Pruritus 4 (2) 5 (2) 3 (1) 2 (<1)
Visual difficulties] 2 (2) 5 (3) 3 (2) 3 (2)
Depression <1 (<1) 5 (4) <1 (<1) 1 (<1)
Anxiety 1 (<1) 5 (4) <l (<1) 1 (<1)
Any adverse 64 (30) 69 (42) 58 (22) 66 (28)
experience
Any 20 (14) 37 (29) 16 (10) 20 (10)
neuropsychiatric
event
Any Gl event 49 (16) 50 (19) 43 (12) 54 (20)

& Adverse experiences that started while receiving active study drug.
® Mean duration of dosing based on recommended dosing regimens.

In a third active-controlled study, MALARONE (n = 110) was compared with
chloroquine/proguanil (n = 111) for the prophylaxis of malaria in 221 non-immune pediatric
patients (2 to 17 years of age). The mean duration of exposure was 23 days for MALARONE,
46 days for chloroquine, and 43 days for proguanil, reflecting the different recommended dosage
regimens for these products. Fewer patients treated with MALARONE reported abdominal pain
(2% vs. 7%) or nausea (<1% vs. 7%) than children who received chloroquine/proguanil. Oral
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ulceration (2% vs. 2%), vivid dreams (2% vs. <1%), and blurred vision (0% vs. 2%) occurred in
similar proportions of patients receiving either MALARONE or chloroquine/proguanil,
respectively. Two patients discontinued prophylaxis with chloroquine/proguanil due to adverse
events, while none of those receiving MALARONE discontinued due to adverse events.

Treatment of Acute, Uncomplicated P. falciparum Malaria: In 7 controlled trials,
436 adolescents and adults received MALARONE for treatment of acute, uncomplicated
P. falciparum malaria. The range of mean ages of subjects was 26 to 29 years; 79% of subjects
were male. In these studies, 48% of subjects were classified as other racial/ethnic groups,
primarily Asian; 42% of subjects were black and the remaining subjects were white. Attributable
adverse experiences that occurred in >5% of patients were abdominal pain (17%), nausea (12%),
vomiting (12%), headache (10%), diarrhea (8%), asthenia (8%), anorexia (5%), and dizziness
(5%). Treatment was discontinued prematurely due to an adverse experience in 4 of 436 (0.9%)
adolescents and adults treated with MALARONE.

In 2 controlled trials, 116 pediatric patients (weighing 11 to 40 kg) (mean age 7 years)
received MALARONE for the treatment of malaria. The majority of subjects were black (72%);
28% were of other racial/ethnic groups, primarily Asian. Attributable adverse experiences that
occurred in >5% of patients were vomiting (10%) and pruritus (6%). Vomiting occurred in 43 of
319 (13%) pediatric patients who did not have symptomatic malaria but were given treatment
doses of MALARONE for 3 days in a clinical trial. The design of this clinical trial required that
any patient who vomited be withdrawn from the trial. Among pediatric patients with
symptomatic malaria treated with MALARONE, treatment was discontinued prematurely due to
an adverse experience in 1 of 116 (0.9%).

In a study of 100 pediatric patients (5 to <11 kg body weight) who received
MALARONE for the treatment of uncomplicated P. falciparum malaria, only diarrhea (6%)
occurred in >5% of patients as an adverse experience attributable to MALARONE. In 3 patients
(3%), treatment was discontinued prematurely due to an adverse experience.

Abnormalities in laboratory tests reported in clinical trials were limited to elevations of
transaminases in malaria patients being treated with MALARONE. The frequency of these
abnormalities varied substantially across trials of treatment and were not observed in the
randomized portions of the prophylaxis trials.

One active-controlled trial evaluated the treatment of malaria in Thai adults (n = 182); the
mean age of subjects was 26 years (range 15 to 63 years); 80% of subjects were male. Early
elevations of ALT and AST occurred more frequently in patients treated with MALARONE
(n =91) compared to patients treated with an active control, mefloquine (n = 91). On Day 7,
rates of elevated ALT and AST with MALARONE and mefloquine (for patients who had normal
baseline levels of these clinical laboratory parameters) were ALT 26.7% vs. 15.6%; AST 16.9%
vs. 8.6%, respectively. By Day 14 of this 28-day study, the frequency of transaminase elevations
equalized across the 2 groups.

May 13 2015 15:43:56



6.2 Postmarketing Experience

In addition to adverse events reported from clinical trials, the following events have been
identified during postmarketing use of MALARONE. Because they are reported voluntarily from
a population of unknown size, estimates of frequency cannot be made. These events have been
chosen for inclusion due to a combination of their seriousness, frequency of reporting, or
potential causal connection to MALARONE.

Blood and Lymphatic System Disorders: Neutropenia and anemia. Pancytopenia in
patients with severe renal impairment treated with proguanil [see Contraindications (4.2)].

Immune System Disorders: Allergic reactions including anaphylaxis, angioedema, and
urticaria, and vasculitis.

Nervous System Disorders: Seizures and psychotic events (such as hallucinations);
however, a causal relationship has not been established.

Gastrointestinal Disorders: Stomatitis.

Hepatobiliary Disorders: Elevated liver laboratory tests, hepatitis, cholestasis; hepatic
failure requiring transplant has been reported.

Skin and Subcutaneous Tissue Disorders: Photosensitivity, rash, erythema
multiforme, and Stevens-Johnson syndrome.

7 DRUG INTERACTIONS
7.1 Rifampin/Rifabutin

Concomitant administration of rifampin or rifabutin is known to reduce atovaquone
concentrations [see Clinical Pharmacology (12.3)]. The concomitant administration of
MALARONE and rifampin or rifabutin is not recommended.
7.2  Anticoagulants

Proguanil may potentiate the anticoagulant effect of warfarin and other coumarin-based
anticoagulants. The mechanism of this potential drug interaction has not been established.
Caution is advised when initiating or withdrawing malaria prophylaxis or treatment with
MALARONE in patients on continuous treatment with coumarin-based anticoagulants. When
these products are administered concomitantly, coagulation tests should be closely monitored.
7.3 Tetracycline

Concomitant treatment with tetracycline has been associated with a reduction in plasma
concentrations of atovaquone [see Clinical Pharmacology (12.3)]. Parasitemia should be closely
monitored in patients receiving tetracycline.
7.4 Metoclopramide

While antiemetics may be indicated for patients receiving MALARONE, metoclopramide
may reduce the bioavailability of atovaquone and should be used only if other antiemetics are not
available [see Clinical Pharmacology (12.3)].
7.5 Indinavir

Concomitant administration of atovaquone and indinavir did not result in any change in
the steady-state AUC and Cmax of indinavir but resulted in a decrease in the Cyougn Of indinavir
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[see Clinical Pharmacology (12.3)]. Caution should be exercised when prescribing atovaquone
with indinavir due to the decrease in trough concentrations of indinavir.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

Atovaguone: Atovaquone was not teratogenic and did not cause reproductive toxicity in
rats at doses up to 1,000 mg/kg/day corresponding to maternal plasma concentrations up to
7.3 times the estimated human exposure during treatment of malaria based on AUC. In rabbits,
atovaquone caused adverse fetal effects and maternal toxicity at a dose of 1,200 mg/kg/day
corresponding to plasma concentrations that were approximately 1.3 times the estimated human
exposure during treatment of malaria based on AUC. Adverse fetal effects in rabbits, including
decreased fetal body lengths and increased early resorptions and post-implantation losses, were
observed only in the presence of maternal toxicity.

In a pre- and post-natal study in rats, atovaquone did not produce adverse effects in
offspring at doses up to 1,000 mg/kg/day corresponding to AUC exposures of approximately
7.3 times the estimated human exposure during treatment of malaria.

Proguanil: A pre- and post-natal study in Sprague-Dawley rats revealed no adverse
effects at doses up to 16 mg/kg/day of proguanil hydrochloride (up to 0.04-times the average
human exposure based on AUC). Pre- and post-natal studies of proguanil in animals at exposures
similar to or greater than those observed in humans have not been conducted.

Atovaquone and Proguanil: The combination of atovaquone and proguanil
hydrochloride was not teratogenic in pregnant rats at atovaquone:proguanil hydrochloride
(50:20 mg/kg/day) corresponding to plasma concentrations up to 1.7 and 0.1 times, respectively,
the estimated human exposure during treatment of malaria based on AUC. In pregnant rabbits,
the combination of atovaquone and proguanil hydrochloride was not teratogenic or embryotoxic
to rabbit fetuses at atovaquone:proguanil hydrochloride (100:40 mg/kg/day) corresponding to
plasma concentrations of approximately 0.3 and 0.5 times, respectively, the estimated human
exposure during treatment of malaria based on AUC.

There are no adequate and well-controlled studies of atovaquone and/or proguanil
hydrochloride in pregnant women. MALARONE should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Falciparum malaria carries a higher risk of morbidity and mortality in pregnant women
than in the general population. Maternal death and fetal loss are both known complications of
falciparum malaria in pregnancy. In pregnant women who must travel to malaria-endemic areas,
personal protection against mosquito bites should always be employed in addition to
antimalarials. [See Patient Counseling Information (17).]

The proguanil component of MALARONE acts by inhibiting the parasitic dihydrofolate
reductase [see Clinical Pharmacology (12.1)]. However, there are no clinical data indicating that
folate supplementation diminishes drug efficacy. For women of childbearing age receiving folate
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supplements to prevent neural tube birth defects, such supplements may be continued while
taking MALARONE.
8.3  Nursing Mothers

It is not known whether atovaquone is excreted into human milk. In a rat study,
atovagquone concentrations in the milk were 30% of the concurrent atovaquone concentrations in
the maternal plasma.

Proguanil is excreted into human milk in small quantities.

Caution should be exercised when MALARONE is administered to a nursing woman.
8.4  Pediatric Use

Prophylaxis of Malaria: Safety and effectiveness have not been established in pediatric
patients who weigh less than 11 kg. The efficacy and safety of MALARONE have been
established for the prophylaxis of malaria in controlled trials involving pediatric patients
weighing 11 kg or more [see Clinical Studies (14.1)].

Treatment of Malaria: Safety and effectiveness have not been established in pediatric
patients who weigh less than 5 kg. The efficacy and safety of MALARONE for the treatment of
malaria have been established in controlled trials involving pediatric patients weighing 5 kg or
more [see Clinical Studies (14.2)].

8.5  Geriatric Use

Clinical trials of MALARONE did not include sufficient numbers of subjects aged
65 years and older to determine whether they respond differently from younger subjects. In
general, dose selection for an elderly patient should be cautious, reflecting the greater frequency
of decreased hepatic, renal, or cardiac function, the higher systemic exposure to cycloguanil, and
the greater frequency of concomitant disease or other drug therapy. [See Clinical Pharmacology
(12.3).]

8.6 Renal Impairment

Do not use MALARONE for malaria prophylaxis in patients with severe renal
impairment (creatinine clearance <30 mL/min). Use with caution for the treatment of malaria in
patients with severe renal impairment, only if the benefits of the 3-day treatment regimen
outweigh the potential risks associated with increased drug exposure. No dosage adjustments are
needed in patients with mild (creatinine clearance 50 to 80 mL/min) or moderate (creatinine
clearance 30 to 50 mL/min) renal impairment. [See Clinical Pharmacology (12.3).]

8.7 Hepatic Impairment

No dosage adjustments are needed in patients with mild or moderate hepatic impairment
[see Clinical Pharmacology (12.3)]. No trials have been conducted in patients with severe
hepatic impairment.

10 OVERDOSAGE
There is no information on overdoses of MALARONE substantially higher than the doses
recommended for treatment.

10

May 13 2015 15:43:57

10



There is no known antidote for atovaquone, and it is currently unknown if atovaquone is
dialyzable. Overdoses up to 31,500 mg of atovaquone have been reported. In one such patient
who also took an unspecified dose of dapsone, methemoglobinemia occurred. Rash has also been
reported after overdose.

Overdoses of proguanil hydrochloride as large as 1,500 mg have been followed by
complete recovery, and doses as high as 700 mg twice daily have been taken for over 2 weeks
without serious toxicity. Adverse experiences occasionally associated with proguanil
hydrochloride doses of 100 to 200 mg/day, such as epigastric discomfort and vomiting, would be
likely to occur with overdose. There are also reports of reversible hair loss and scaling of the skin
on the palms and/or soles, reversible aphthous ulceration, and hematologic side effects.

11 DESCRIPTION

MALARONE (atovaquone and proguanil hydrochloride) Tablets (adult strength) and
MALARONE (atovaquone and proguanil hydrochloride) Pediatric Tablets, for oral
administration, contain a fixed-dose combination of the antimalarial agents atovaquone and
proguanil hydrochloride.

The chemical name of atovaquone is trans-2-[4-(4-chlorophenyl)cyclohexyl]-3-hydroxy-
1,4-naphthalenedione. Atovaquone is a yellow crystalline solid that is practically insoluble in
water. It has a molecular weight of 366.84 and the molecular formula C,,H15CIlO3. The
compound has the following structural formula:

Cl

I I CH
C

The chemical name of proguanil hydrochloride is 1-(4-chlorophenyl)-5-isopropyl-
biguanide hydrochloride. Proguanil hydrochloride is a white crystalline solid that is sparingly
soluble in water. It has a molecular weight of 290.22 and the molecular formula
C11H16CINs*HCI. The compound has the following structural formula:

11
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Each MALARONE Tablet (adult strength) contains 250 mg of atovaquone and 100 mg of
proguanil hydrochloride and each MALARONE Pediatric Tablet contains 62.5 mg of
atovaquone and 25 mg of proguanil hydrochloride. The inactive ingredients in both tablets are
low-substituted hydroxypropyl cellulose, magnesium stearate, microcrystalline cellulose,
poloxamer 188, povidone K30, and sodium starch glycolate. The tablet coating contains
hypromellose, polyethylene glycol 400, polyethylene glycol 8000, red iron oxide, and titanium
dioxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The constituents of MALARONE, atovaquone and proguanil hydrochloride, interfere
with 2 different pathways involved in the biosynthesis of pyrimidines required for nucleic acid
replication. Atovaguone is a selective inhibitor of parasite mitochondrial electron transport.
Proguanil hydrochloride primarily exerts its effect by means of the metabolite cycloguanil, a
dihydrofolate reductase inhibitor. Inhibition of dihydrofolate reductase in the malaria parasite
disrupts deoxythymidylate synthesis.

12.2 Pharmacodynamics

No trials of the pharmacodynamics of MALARONE have been conducted.
12.3 Pharmacokinetics

Absorption: Atovaquone is a highly lipophilic compound with low aqueous solubility.
The bioavailability of atovaquone shows considerable inter-individual variability.

Dietary fat taken with atovaquone increases the rate and extent of absorption, increasing
AUC 2 to 3 times and Cax 5 times over fasting. The absolute bioavailability of the tablet
formulation of atovaquone when taken with food is 23%. MALARONE Tablets should be taken
with food or a milky drink.

Distribution: Atovaquone is highly protein bound (>99%) over the concentration range
of 1 to 90 mcg/mL. A population pharmacokinetic analysis demonstrated that the apparent
volume of distribution of atovaquone (V/F) in adult and pediatric patients after oral
administration is approximately 8.8 L/kg.

Proguanil is 75% protein bound. A population pharmacokinetic analysis demonstrated
that the apparent V/F of proguanil in adult and pediatric patients >15 years of age with body
weights from 31 to 110 kg ranged from 1,617 to 2,502 L. In pediatric patients <15 years of age
with body weights from 11 to 56 kg, the V/F of proguanil ranged from 462 to 966 L.

12
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In human plasma, the binding of atovagquone and proguanil was unaffected by the
presence of the other.

Metabolism: In a study where **C-labeled atovaquone was administered to healthy
volunteers, greater than 94% of the dose was recovered as unchanged atovaquone in the feces
over 21 days. There was little or no excretion of atovaquone in the urine (less than 0.6%). There
is indirect evidence that atovaquone may undergo limited metabolism; however, a specific
metabolite has not been identified. Between 40% to 60% of proguanil is excreted by the kidneys.
Proguanil is metabolized to cycloguanil (primarily via CYP2C19) and 4-chlorophenylbiguanide.
The main routes of elimination are hepatic biotransformation and renal excretion.

Elimination: The elimination half-life of atovaquone is about 2 to 3 days in adult patients.

The elimination half-life of proguanil is 12 to 21 hours in both adult patients and
pediatric patients, but may be longer in individuals who are slow metabolizers.

A population pharmacokinetic analysis in adult and pediatric patients showed that the
apparent clearance (CL/F) of both atovaquone and proguanil are related to the body weight. The
values CL/F for both atovaquone and proguanil in subjects with body weight >11 kg are shown
in Table 4.

Table 4. Apparent Clearance for Atovaguone and Proguanil in Patients as a Function of
Body Weight

Atovaquone Proguanil
CL/F (L/hr) CL/F (L/hr)
Body Weight N Mean + SD? (range) N Mean + SD? (range)
11-20 kg 159 1.34 £0.63 146 295%+6.5
(0.52-4.26) (10.3-48.3)
21-30 kg 117 1.87£0.81 113 40075
(0.52-5.38) (15.9-62.7)
31-40 kg 95 2.76 £ 2.07 91 49.5+8.30
(0.97-12.5) (25.8-71.5)
>40 kg 368 6.61 = 3.92 282 67.9+19.9
(1.32-20.3) (14.0-145)

& SD = standard deviation.

The pharmacokinetics of atovaquone and proguanil in patients with body weight below
11 kg have not been adequately characterized.

Pediatrics: The pharmacokinetics of proguanil and cycloguanil are similar in adult
patients and pediatric patients. However, the elimination half-life of atovaquone is shorter in
pediatric patients (1 to 2 days) than in adult patients (2 to 3 days). In clinical trials, plasma trough
concentrations of atovaquone and proguanil in pediatric patients weighing 5 to 40 kg were within
the range observed in adults after dosing by body weight.

13
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Geriatrics: In a single-dose study, the pharmacokinetics of atovaquone, proguanil, and
cycloguanil were compared in 13 elderly subjects (age 65 to 79 years) to 13 younger subjects
(age 30 to 45 years). In the elderly subjects, the extent of systemic exposure (AUC) of
cycloguanil was increased (point estimate = 2.36, 90% CI = 1.70, 3.28). Tax Was longer in
elderly subjects (median 8 hours) compared with younger subjects (median 4 hours) and average
elimination half-life was longer in elderly subjects (mean 14.9 hours) compared with younger
subjects (mean 8.3 hours).

Renal Impairment: In patients with mild renal impairment (creatinine clearance 50 to
80 mL/min), oral clearance and/or AUC data for atovaquone, proguanil, and cycloguanil are
within the range of values observed in patients with normal renal function (creatinine clearance
>80 mL/min). In patients with moderate renal impairment (creatinine clearance 30 to
50 mL/min), mean oral clearance for proguanil was reduced by approximately 35% compared
with patients with normal renal function (creatinine clearance >80 mL/min) and the oral
clearance of atovaquone was comparable between patients with normal renal function and mild
renal impairment. No data exist on the use of MALARONE for long-term prophylaxis (over
2 months) in individuals with moderate renal failure. In patients with severe renal impairment
(creatinine clearance <30 mL/min), atovaquone Cmax and AUC are reduced but the elimination
half-lives for proguanil and cycloguanil are prolonged, with corresponding increases in AUC,
resulting in the potential of drug accumulation and toxicity with repeated dosing [see
Contraindications (4.2)].

Hepatic Impairment: In a single-dose study, the pharmacokinetics of atovaquone,
proguanil, and cycloguanil were compared in 13 subjects with hepatic impairment (9 mild,

4 moderate, as indicated by the Child-Pugh method) to 13 subjects with normal hepatic function.
In subjects with mild or moderate hepatic impairment as compared to healthy subjects, there
were no marked differences (<50%) in the rate or extent of systemic exposure of atovaquone.
However, in subjects with moderate hepatic impairment, the elimination half-life of atovaquone
was increased (point estimate = 1.28, 90% CI = 1.00 to 1.63). Proguanil AUC, Cax, and its
elimination half-life increased in subjects with mild hepatic impairment when compared to
healthy subjects (Table 5). Also, the proguanil AUC and its elimination half-life increased in
subjects with moderate hepatic impairment when compared to healthy subjects. Consistent with
the increase in proguanil AUC, there were marked decreases in the systemic exposure of
cycloguanil (Crmax and AUC) and an increase in its elimination half-life in subjects with mild
hepatic impairment when compared to healthy volunteers (Table 5). There were few measurable
cycloguanil concentrations in subjects with moderate hepatic impairment. The pharmacokinetics
of atovaquone, proguanil, and cycloguanil after administration of MALARONE have not been
studied in patients with severe hepatic impairment.

14
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Table 5. Point Estimates (90% CI) for Proguanil and Cycloguanil Parameters in Subjects

With Mild and Moderate Hepatic Impairment Compared to Healthy VVolunteers

Parameter Comparison Proguanil Cycloguanil
AUC (g.inp)* mild:healthy 1.96 (1.51, 2.54) 0.32 (0.22, 0.45)
Cnad’ mild:healthy 1.41 (1.16, 1.71) 0.35 (0.24, 0.50)
ty," mild:healthy 1.21 (0.92, 1.60) 0.86 (0.49, 1.48)
AUC g.in° moderate:healthy 1.64 (1.14, 2.34) ND
Cmax: moderate:healthy 0.97 (0.69, 1.36) ND
ty” moderate:healthy 1.46 (1.05, 2.05) ND

ND = not determined due to lack of quantifiable data.
? Ratio of geometric means.
® Mean difference.

Drug Interactions: There are no pharmacokinetic interactions between atovaquone and
proguanil at the recommended dose.

Atovaquone is highly protein bound (>99%) but does not displace other highly
protein-bound drugs in vitro.

Proguanil is metabolized primarily by CYP2C19. Potential pharmacokinetic interactions
between proguanil or cycloguanil and other drugs that are CYP2C19 substrates or inhibitors are
unknown.

Rifampin/Rifabutin: Concomitant administration of rifampin or rifabutin is known to
reduce atovaquone concentrations by approximately 50% and 34%, respectively. The
mechanisms of these interactions are unknown.

Tetracycline: Concomitant treatment with tetracycline has been associated with
approximately a 40% reduction in plasma concentrations of atovaquone.

Metoclopramide: Concomitant treatment with metoclopramide has been associated
with decreased bioavailability of atovaquone.

Indinavir: Concomitant administration of atovaquone (750 mg twice-daily with food
for 14 days) and indinavir (800 mg three times daily without food for 14 days) did not result in
any change in the steady-state AUC and Cax Of indinavir but resulted in a decrease in the Cirougn
of indinavir (23% decrease [90% CI = 8%, 35%)]).

12.4 Microbiology

Activity In Vitro and In Vivo: Atovaguone and cycloguanil (an active metabolite of
proguanil) are active against the erythrocytic and exoerythrocytic stages of Plasmodium spp.
Enhanced efficacy of the combination compared to either atovaquone or proguanil hydrochloride
alone was demonstrated in clinical trials in both immune and non-immune patients [see Clinical
Studies (14.1, 14.2)].

Drug Resistance: Strains of P. falciparum with decreased susceptibility to atovaquone
or proguanil/cycloguanil alone can be selected in vitro or in vivo. The combination of
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atovaquone and proguanil hydrochloride may not be effective for treatment of recrudescent
malaria that develops after prior therapy with the combination.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Genotoxicity studies have not been performed with atovaquone in combination with
proguanil. Effects of MALARONE on male and female reproductive performance are unknown.

Atovaquone: A 24-month carcinogenicity study in CD rats was negative for neoplasms
at doses up to 500 mg/kg/day corresponding to approximately 54 times the average steady-state
plasma concentrations in humans during prophylaxis of malaria. In CD-1 mice, a 24-month study
showed treatment-related increases in incidence of hepatocellular adenoma and hepatocellular
carcinoma at all doses tested (50, 100, and 200 mg/kg/day) which correlated with at least
15 times the average steady-state plasma concentrations in humans during prophylaxis of malaria.

Atovaquone was negative with or without metabolic activation in the Ames Salmonella
mutagenicity assay, the Mouse Lymphoma mutagenesis assay, and the Cultured Human
Lymphocyte cytogenetic assay. No evidence of genotoxicity was observed in the in vivo Mouse
Micronucleus assay.

Atovaquone did not impair fertility in male and female rats at doses up to
1,000 mg/kg/day corresponding to plasma exposures of approximately 7.3 times the estimated
human exposure during treatment of malaria based on AUC.

Proguanil: No evidence of a carcinogenic effect was observed in 24-month studies
conducted in CD-1 mice at doses up to 16 mg/kg/day corresponding to 1.5 times the average
human plasma exposure during prophylaxis of malaria based on AUC, and in Wistar Hannover
rats at doses up 20 mg/kg/day corresponding to 1.1 times the average human plasma exposure
during prophylaxis of malaria based on AUC.

Proguanil was negative with or without metabolic activation in the Ames Salmonella
mutagenicity assay and the Mouse Lymphoma mutagenesis assay. No evidence of genotoxicity
was observed in the in vivo Mouse Micronucleus assay.

Cycloguanil, the active metabolite of proguanil, was also negative in the Ames test, but
was positive in the Mouse Lymphoma assay and the Mouse Micronucleus assay. These positive
effects with cycloguanil, a dihydrofolate reductase inhibitor, were significantly reduced or
abolished with folinic acid supplementation.

A fertility study in Sprague-Dawley rats revealed no adverse effects at doses up to
16 mg/kg/day of proguanil hydrochloride (up to 0.04-times the average human exposure during
treatment of malaria based on AUC). Fertility studies of proguanil in animals at exposures
similar to or greater than those observed in humans have not been conducted.

13.2 Animal Toxicology and/or Pharmacology

Fibrovascular proliferation in the right atrium, pyelonephritis, bone marrow
hypocellularity, lymphoid atrophy, and gastritis/enteritis were observed in dogs treated with
proguanil hydrochloride for 6 months at a dose of 12 mg/kg/day (approximately 3.9 times the
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recommended daily human dose for malaria prophylaxis on a mg/m? basis). Bile duct hyperplasia,
gall bladder mucosal atrophy, and interstitial pneumonia were observed in dogs treated with
proguanil hydrochloride for 6 months at a dose of 4 mg/kg/day (approximately 1.3 times the
recommended daily human dose for malaria prophylaxis on a mg/m? basis). Mucosal hyperplasia
of the cecum and renal tubular basophilia were observed in rats treated with proguanil
hydrochloride for 6 months at a dose of 20 mg/kg/day (approximately 1.6 times the
recommended daily human dose for malaria prophylaxis on a mg/m? basis). Adverse heart, lung,
liver, and gall bladder effects observed in dogs and kidney effects observed in rats were not
shown to be reversible.

14 CLINICAL STUDIES
14.1 Prevention of P. falciparum Malaria

MALARONE was evaluated for prophylaxis of P. falciparum malaria in 5 clinical trials
in malaria-endemic areas and in 3 active-controlled trials in non-immune travelers to
malaria-endemic areas.

Three placebo-controlled trials of 10 to 12 weeks’ duration were conducted among
residents of malaria-endemic areas in Kenya, Zambia, and Gabon. The mean age of subjects was
30 (range 17-55), 32 (range 16-64), and 10 (range 5-16) years, respectively. Of a total of
669 randomized patients (including 264 pediatric patients 5 to 16 years of age), 103 were
withdrawn for reasons other than falciparum malaria or drug-related adverse events (55% of
these were lost to follow-up and 45% were withdrawn for protocol violations). The results are
listed in Table 6.

Table 6. Prevention of Parasitemia® in Placebo-Controlled Clinical Trials of MALARONE
for Prophylaxis of P. falciparum Malaria in Residents of Malaria-Endemic Areas

MALARONE Placebo
Total number of patients randomized 326 343
Failed to complete study 57 46
Developed parasitemia (P. falciparum) 2 92

a

Free of parasitemia during the 10 to 12-week period of prophylactic therapy.

In another study, 330 Gabonese pediatric patients (weighing 13 to 40 kg, and aged 4 to
14 years) who had received successful open-label radical cure treatment with artesunate, were
randomized to receive either MALARONE (dosage based on body weight) or placebo in a
double-blind fashion for 12 weeks. Blood smears were obtained weekly and any time malaria
was suspected. Nineteen of the 165 children given MALARONE and 18 of 165 patients given
placebo withdrew from the study for reasons other than parasitemia (primary reason was lost to
follow-up). One out of 150 evaluable patients (<1%) who received MALARONE developed
P. falciparum parasitemia while receiving prophylaxis with MALARONE compared with 31
(22%) of the 144 evaluable placebo recipients.
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In a 10-week study in 175 South African subjects who moved into malaria-endemic areas
and were given prophylaxis with 1 MALARONE Tablet daily, parasitemia developed in
1 subject who missed several doses of medication. Since no placebo control was included, the
incidence of malaria in this study was not known.

Two active-controlled trials were conducted in non-immune travelers who visited a
malaria-endemic area. The mean duration of travel was 18 days (range 2 to 38 days). Of a total
of 1,998 randomized patients who received MALARONE or controlled drug, 24 discontinued
from the study before follow-up evaluation 60 days after leaving the endemic area. Nine of these
were lost to follow-up, 2 withdrew because of an adverse experience, and 13 were discontinued
for other reasons. These trials were not large enough to allow for statements of comparative
efficacy. In addition, the true exposure rate to P. falciparum malaria in both trials is unknown.
The results are listed in Table 7.

Table 7. Prevention of Parasitemia? in Active-Controlled Clinical Trials of MALARONE
for Prophylaxis of P. falciparum Malaria in Non-Immune Travelers

Chloroquine
MALARONE | Mefloquine | plus Proguanil
Total number of randomized patients who 1,004 483 511
received study drug
Failed to complete study 14 6 4
Developed parasitemia (P. falciparum) 0 0 3

a

Free of parasitemia during the period of prophylactic therapy.

A third randomized, open-label study was conducted which included 221 otherwise
healthy pediatric patients (weighing >11 kg and 2 to 17 years of age) who were at risk of
contracting malaria by traveling to an endemic area. The mean duration of travel was 15 days
(range 1 to 30 days). Prophylaxis with MALARONE (n = 110, dosage based on body weight)
began 1 or 2 days before entering the endemic area and lasted until 7 days after leaving the area.
A control group (n = 111) received prophylaxis with chloroquine/proguanil dosed according to
WHO guidelines. No cases of malaria occurred in either group of children. However, the study
was not large enough to allow for statements of comparative efficacy. In addition, the true
exposure rate to P. falciparum malaria in this study is unknown.

Causal Prophylaxis: In separate trials with small numbers of volunteers, atovaquone
and proguanil hydrochloride were independently shown to have causal prophylactic activity
directed against liver-stage parasites of P. falciparum. Six patients given a single dose of
atovaquone 250 mg 24 hours prior to malaria challenge were protected from developing malaria,
whereas all 4 placebo-treated patients developed malaria.

During the 4 weeks following cessation of prophylaxis in clinical trial participants who
remained in malaria-endemic areas and were available for evaluation, malaria developed in 24 of
211 (11.4%) subjects who took placebo and 9 of 328 (2.7%) who took MALARONE. While new
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infections could not be distinguished from recrudescent infections, all but 1 of the infections in
patients treated with MALARONE occurred more than 15 days after stopping therapy. The
single case occurring on day 8 following cessation of therapy with MALARONE probably
represents a failure of prophylaxis with MALARONE.

The possibility that delayed cases of P. falciparum malaria may occur some time after
stopping prophylaxis with MALARONE cannot be ruled out. Hence, returning travelers
developing febrile illnesses should be investigated for malaria.

14.2 Treatment of Acute, Uncomplicated P. falciparum Malaria Infections

In 3 phase 1l clinical trials, atovaquone alone, proguanil hydrochloride alone, and the
combination of atovaquone and proguanil hydrochloride were evaluated for the treatment of
acute, uncomplicated malaria caused by P. falciparum. Among 156 evaluable patients, the
parasitological cure rate (elimination of parasitemia with no recurrent parasitemia during
follow-up for 28 days) was 59/89 (66%) with atovaquone alone, 1/17 (6%) with proguanil
hydrochloride alone, and 50/50 (100%) with the combination of atovaquone and proguanil
hydrochloride.

MALARONE was evaluated for treatment of acute, uncomplicated malaria caused by
P. falciparum in 8 phase I1l randomized, open-label, controlled clinical trials (N = 1,030 enrolled
in both treatment groups). The mean age of subjects was 27 years and 16% were children <12
years of age; 74% of subjects were male. Evaluable patients included those whose outcome at
28 days was known. Among 471 evaluable patients treated with the equivalent of
4 MALARONE Tablets once daily for 3 days, 464 had a sensitive response (elimination of
parasitemia with no recurrent parasitemia during follow-up for 28 days) (Table 8). Seven patients
had a response of RI resistance (elimination of parasitemia but with recurrent parasitemia
between 7 and 28 days after starting treatment). In these trials, the response to treatment with
MALARONE was similar to treatment with the comparator drug in 4 trials.
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Table 8. Parasitological Response in 8 Clinical Trials of MALARONE for Treatment of
P. falciparum Malaria

MALARONE?® Comparator
Evaluable Evaluable
Patients | % Sensitive Patients | % Sensitive
Study Site (n) Response” Drug(s) (n) Response”
Brazil 74 98.6% Quinine and 76 100.0%
tetracycline
Thailand 79 100.0% Mefloquine 79 86.1%
France® 21 100.0% Halofantrine 18 100.0%
Kenya®® 81 93.8% Halofantrine 83 90.4%
Zambia 80 100.0% Pyrimethamine/ 80 98.8%
sulfadoxine (P/S)
Gabon® 63 98.4% Amodiaquine 63 81.0%
Philippines 54 100.0% Chloroquine (Cq) 23 30.4%
Cg and P/S 32 87.5%
Peru 19 100.0% Chloroquine 13 7.7%
P/S 7 100.0%

MALARONE = 1,000 mg atovaquone and 400 mg proguanil hydrochloride (or equivalent
based on body weight for patients weighing <40 kg) once daily for 3 days.

Elimination of parasitemia with no recurrent parasitemia during follow-up for 28 days.
Patients hospitalized only for acute care. Follow-up conducted in outpatients.

Study in pediatric patients 3 to 12 years of age.

When these 8 trials were pooled and 2 additional trials evaluating MALARONE alone
(without a comparator arm) were added to the analysis, the overall efficacy (elimination of
parasitemia with no recurrent parasitemia during follow-up for 28 days) in 521 evaluable patients
was 98.7%.

The efficacy of MALARONE in the treatment of the erythrocytic phase of nonfalciparum
malaria was assessed in a small number of patients. Of the 23 patients in Thailand infected with
P. vivax and treated with atovaquone/proguanil hydrochloride 1,000 mg/400 mg daily for 3 days,
parasitemia cleared in 21 (91.3%) at 7 days. Parasite relapse occurred commonly when P. vivax
malaria was treated with MALARONE alone. Relapsing malarias including P. vivax and P. ovale
require additional treatment to prevent relapse.

The efficacy of MALARONE in treating acute uncomplicated P. falciparum malaria in
children weighing >5 and <11 kg was examined in an open-label, randomized trial conducted in
Gabon. Patients received either MALARONE (2 or 3 MALARONE Pediatric Tablets once daily
depending upon body weight) for 3 days (n = 100) or amodiaquine (10 mg/kg/day) for 3 days
(n =100). In this study, the MALARONE Tablets were crushed and mixed with condensed milk
just prior to administration. An adequate clinical response (elimination of parasitemia with no
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recurrent parasitemia during follow-up for 28 days) was obtained in 95% (87/92) of the
evaluable pediatric patients who received MALARONE and in 53% (41/78) of those evaluable
who received amodiaquine. A response of RI resistance (elimination of parasitemia but with
recurrent parasitemia between 7 and 28 days after starting treatment) was noted in 3% and 40%
of the patients, respectively. Two cases of RIII resistance (rising parasite count despite therapy)
were reported in the patients receiving MALARONE. There were 4 cases of RIII in the
amodiaquine arm,

16 HOW SUPPLIED/STORAGE AND HANDLING

MALARONE Tablets, containing 250 mg atovaquone and 100 mg proguanil
hydrochloride.

e Bottle of 100 tablets with child-resistant closure (NDC 0173-0675-01).

e Unit Dose Pack of 24 (NDC 0173-0675-02).

MALARONE Pediatric Tablets, containing 62.5 mg atovaquone and 25 mg proguanil
hydrochloride.
e Bottle of 100 tablets with child-resistant closure (NDC 0173-0676-01).

Storage Conditions: Store at 25°C (77°F). Temperature excursions are permitted to 15°
to 30°C (59° to 86°F) (see USP Controlled Room Temperature).

17 PATIENT COUNSELING INFORMATION
Patients should be instructed:

e to take MALARONE at the same time each day with food or a milky drink.

e to take a repeat dose of MALARONE if vomiting occurs within 1 hour after dosing.

e to take a dose as soon as possible if a dose is missed, then return to their normal dosing
schedule. However, if a dose is skipped, the patient should not double the next dose.

e that rare serious adverse events such as hepatitis, severe skin reactions, neurological, and
hematological events have been reported when MALARONE was used for the prophylaxis or
treatment of malaria.

e to consult a healthcare professional regarding alternative forms of prophylaxis if prophylaxis
with MALARONE is prematurely discontinued for any reason.

e that protective clothing, insect repellents, and bednets are important components of malaria
prophylaxis.

e that no chemoprophylactic regimen is 100% effective; therefore, patients should seek
medical attention for any febrile illness that occurs during or after return from a
malaria-endemic area and inform their healthcare professional that they may have been
exposed to malaria.

e that falciparum malaria carries a higher risk of death and serious complications in pregnant
women than in the general population. Pregnant women anticipating travel to malarious areas
should discuss the risks and benefits of such travel with their physicians.
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BRRIERL A 62 n =483 BEERIER A he 511‘

n =493 (53H) ° n=>511 (@H)b
(28H) ° (26H) °

T 38 (8) 36 @) 34 (5) 39 (7)
B 14 (3) 20 (8) 11 ) 18 (7)
NEIm 17 (5) 16 (5) 14 (3) 22 (6)
BIEV] 12 4) 17 (7) 12 (4) 14 4)
2 7 (7) 16 (14) 6 (4) 7 (3)
AHRAE 5 (3) 16 (13) 4 ) 5 )
FEL 9 (<) 11 (D) 8 (<1) 8 (<1)
FEED W 5 ) 14 9) 7 3) 8 4)
M i 8 (1) 10 ) 8 (0) 14 )
NS5 9 (6) 6 4) 5 4) 7 (5)
% O FEIE 4 ) 5 () 3 (1) 2 (<1)
RS 2 ) 5 (3) 3 ) 3 ()
D O <1 (<) 5 “) <1 (<) 1 (<1
NS 1 (<1) 5 4) <l (<1) 1 (<1)
TRCTOH 64 (30) 69 (42) 58 (22) 66 (28)
AEFS
F T ONE A 20 (14) 37 (29) 16 (10) 20 (10)
R FG
FTRTOH 49 (16) 50 (19) 43 (12) 54 (20)
GIF%

¢RI OB L P B LIt AEES
SRR IS SR G

%3 ORGSRV T, FERE/NEEE 221 6] Q~1751%) xR, ~F V7 F
Pk & L CAAKIRE (n=110) % chloroquine+~7'1 77 = /L (n=111) Lk L7,
HHIMIE, AFIEED 23 H. chloroquine 2346 H, 7B 77 =343 HTho7= (ZhHD
RO X F I F/RHELETEZ W) AKIRETIX chloroquine+ 71 777 = V£ X 0 8

(ZNEN 2%, 7%) KOEL (ZREN 1%R. 7%) OWRERME 72, OFENEE
(ZNZEN 2%, 2%) . BV HY L L= (ENETN 2%, 1%E]H) KOER (ZhZh
0%, 2%) DOFEBIRIT, AFIRE, chloroquine+ 71 77 =L b, RIRETHHT-, AE
HLDT=®, chloroquine+ 7' 1 77 =/WZ X5 THIE 2 BlIIZIBWTHIE S L2 hy, AHFIHEC
ITHEFRICL D FIFNIRD Sledo T,
EUHEDRVAMEEI < S U 7 OB - 7 Ol RRBRICH W T, HOEKRORA
436 BIM A PHED 72 WAMET A~ 7 U 7 OIRIR D T= O ARFI DB G- %52 T 1=, #8RE O F-¥)
FEEOFPHIL 26~29 . HEBRE D 719% B BETH -7, O OREBRTIL, #53RE D 48%
MO NFEBERE (T TN ERFEI, R%BEAN, HOPBAATH-T=, HE
BRE2BETERVEEEREZD I b, BEHEN %A ETH7-b D1, HE (17%) . &
O (12%) | W& (12%) . 88 (10%) . T# (8%) . MEJE (8%) . BAAIR (5%)
LOFEEED F (5%) Tholz, 7 har /7l 7 o VR G OR 5 % %)
=R O N BE 436 BlH 4 5] (0.9%) I2BWT, AEERICELVEEREHICFIES
iz,

2 OO RGBT, NRERE 116 ] ((KE 11~40kg)  CEFR - 73%) M~
FYVTIREDT- DT "Ray /7 a7 = )UEBRER SO G- 252 T 1=, WE DK%
FOXEN (72%) T, 28%Mhd NFE BJEhE (FIZT7 VT N) Thote, RREFZREZGE
TERVWHEEELZD I b, FBEEN %L ETho7-b D1, IEHE (10%) KOV 95 EEE

7
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(6%) ThHoT-, EHIL, JEBME~Z ) 7 TlERho 72 b ODEERRBRIZB W TT bz
v/ 7a sy S )VIERRERL A RE DR 5% 3 T 7o/ NS 319 Bl 43 61 (13%) 1278
Do, ZOBERBROT A AZiE, RESREI L -BAFEITRBRE IR 5 2 & H
EINTWe, 7 hay /7a 7 = UERIER A S DR G- 252 T it~ 2 U 7 /6
BT, 116 FIH 161 (0.9%) ICBWTHEFRICL Y EERFMIZHIES T,

APHED IR W E -~ Z U 7 OIRIRD 701/ EBFE 100 1] (K 5~11 kg Kiiti) (27
Xy /7 s 7 o VIRBERAELZR G LR R ClX., 7 hRay /T a ST = ViR
W EEE L OREBRZ R E TCERWAERERD O BRBLEN 5% ETH 72 b DX T
(6%) DHTHoT=, 36 3%) IZBWTHEFRIZLVEENFEHICHIEINT,

WIRRERCT hoay /7a /7 2 VR AR5 22 1T TW\Wb~ T U 7THRHFIC
BWTHE SNEBEFEBREMEREIZ. T ATIF—FY LEREOATH- T2, ZhHDOBAE
BRI, BEABRE CRBERENKEL B ->TRY ., PHRBROBEIELLRSIIITR
IV,

A NBRAN (n=182) ZxfHRE L7z 1 DOFEENEREBRICBNT, =T U TIRERLE L
TOFHmAT T, BERE OFEIFEMRIE 26 5% (HIPH : 15~63 %) T. #BRHE D 80%13 5
WThote, 7 hay / 7uar 7 = )UIEBERAFERE (n=91) TIiX ALT X TVAST O
W EANEEGRETH DI A 7R 08 (n=91) ICH_XTEWEETROOLN-, FTH
WZBTA7 hNay /S Ta r T VIR S EERE R OV A 7 a X U RED ALT KON AST E5-
DRI (NS DFEERRENRT A= DRX—RAF A4 VENIEE THoZBEFEITOWNT) (F,
ALT NZFINEH 26.7%8 N 15.6%., AST B3Z3LEI 16.9% K% N 8.6% ThH -7, Z D28 HIH
RERDFE 14 HETIZ, FT7 AT IS —F EFORBRL 2 M CRICMEE 2o 72,

6.2 AR DfE FIRRER

RIRRER) DS SNT-AFFRITINZ, AHNOKGR%E O T E O BRI TL
TOEZPBHEINTND, 2B, FHEODLOSLRWERNDS HENICHRE S ZH D
ThHED, FBEREBEZHETHZ LI TRV, INOOHES T, EEM., HEHEE IR
Fl & OWER RN ERERICHE S| BT & FHH L L GRIRL,

MR NREEE : i ERBE, Alll, 7177 = /VOPeh %500 7 EE B ERRE
BBV TILMEREME [ /25 @.23H) ZH)

HEREE . 7 VLX L (T 74 7% v—, MERE, SRS, LER)
FREREE | BIE, BRMEESR (LR%) . 2L, REBERIZOWTIERHTH D,
BHIBEE . 0N

JPRRIEREE  IFHEmRAM 5. k. HH S o, B2 E3 2 ReniEshTn

50
HER UK THMEE | WHBEUE, B5., SR, AT —T A - Va2 UJEERE

7 W+ EAER
7.1 Voyroey /Y79y FFy

V77 B XY 77 7 F O GIL. 7 ERa RBEZKTFTIELZ 0D
Mo TWD [ TERERE) 123 H) M), 7 v "ary / 7aly = VERERAEEE U
T 77 TF OB GIIHER S e,
7.2 HUEEEHR

Ta s T =R, AT 7 U ROFEOMD 7 < ) R PUEEE SR O HUEEE {EH & B iR
LHEENRGDD, EOLOIBFTIOL D R E/EANEZD 5 500FARHTH D,
7= U v RPUEEEE ORI 522 T TV D BEIL, AANC L D~V 7 OT LRk
ZEMAS LITHPIET 2841, BMEICITH) 2 &, 7~V U RPUEERAZ T 254813,
BEmE A EEICE=Z ) T AL,
7.3 ThEFTHA Y

TR A7V EDOFABEGICBWT, mMEF T I REOK T RRD AT
5[ TR (123 728) 2], T IV A7) o OEREEZIT TS BAEICIE, HE
HIMAEICOWTEERBIELITY 2 &,
7.4 AburF7IF

T hoxay /S Ta s T = VIR A SE DR G- A 52T T D B ISR A e & 7
DNHI25H0D, AT REIT MR vORLTTXATEVT 4 2K TIEIEZE
NWRH LD, MOFIEEEZFEH CTERWGERICOREHTL L [ THRE#E) (123
;) 2],
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75 AP FEN

7 harb A DT ELNOREGIL, EFRREDOA U ELD AUC KT Cmax (2
XA MIE SR o723, A P ELD Crough 21K F &¥7= [ THFFERE) (123
) 2], T hoRarvef et EBIET AR, A VT ELD NT TR
EMETT57-0, EEICIT) Z &,

8 KR 2B~ D 5
8.1 Eig~n& 5

KR RSERES 72U —C
T hRayv .7 bR aid, et E RS T, 7y R TIHAUCIZHESL < T U TIRERE
Dt N TOHEEMRER DR 7.3 5O RHAMAE IR I 95 K 1,000 mg/kg/ H O H &
CHMEMEASIER 3T L3R ole, UHF T, 7 bz, AUCIZHESLS < T
U TR O N COHEEIREZE RO 1.3 5O MEHIREICH Y 9% 1,200 mgkg/ H O H &
THEF~OEEFER RO EEFEE A X2 - Lz, Y X TORIE~OEEER BFok
F DI QNS RGN Ky OVE PR IRHE 2 OB IN%E) 1%, RHATMEDIFE T TOHRD bz,

T MW HAR - HABRBRTIZ. 7 hRa it 7 ) TRERO e B ToH
EMRZE R DK 7.3 5D AUC WREE =IZH Y T 5 /&K 1,000 mg/kg/ H O & THAER~OHEFENE
HzglE Shhnol,

7' 7 =)V : Sprague-Dawley 7 v k& H 7o AR « HAEZRER CIX, 7'vn /7 = LiER
#E 16 mgkg/ H £ TOHE (b hTO AUC (233 < SEHIRFTE B O K 0.04 512412445
) ICBWTHEEERITRO bR oz, BaEHni=7"a 77 = v o4 - HAE%R
BriX, & P CORBEREIIZTNEZEZ 2 AR TIEFER L TuVau,

FrRay/Fu 7o)V HET Yy MZBWT, 7 hRay /a7 S )VIEEREN.
AUC IZESL 7 U TIRIERFOE N COHERBEROENENHRK 1.7 55 D0.1 {504
RIS T HE (7 bz 50mgkg/H 7'a 77 = VR 20 mg/kg/ H) TIEA
W2 R & 2otz IR XTIE, 7 hXay / 7a s 7 =)VHEEEEIL, AUC I2E-D
X~Z UTIEEIFO E N TOHEEIRETE B DO Z T 0.3 5L TN 0.5 1% 0 Mg v i (2 Ay
THHE (7 bz 100mgkg/ B /7’0 77 = )VHEFEYE 40 mgkg/ H) T, U7X OIS
*f U TR IR a2 R & e o T,

7 RRar RO E T e 77 VIR R L ClE. )2 B BEERER . iR A
RgE U CEM SN2 b OIIFE LR, ERPIT, 15E EOFRMENR ISR 2 faiE
Z BB LW S NG EICORRKNEERT D Z L,

I IR EEM L 0 LB R~ F U I L DRI LEICED U A7 BE, RHEAD
R OBRIROEERIL, WTFNBEESICB T 2R~ T U 7T OBMOAIETH D, ~
Z U THATHUC B 22T R S e Wi IE, P~ U 7RIS A, IS O RImZ %
LN EZIT Y Z & [ TEREICIZ S_EFR) AT 1H) 2H]

AER DT 77 = VA, FERICLS Ve FotERE ciEE 2 HET S 2 & T
MERETD [ EFRERE) (121 37) 2], TN TH, EROMGSEN 25 SE 5
Z e ERTERRT — 2T FTE LRV, HAERRRRE KRB O T O 7= DICHER Ot &5 1T T
W5 HEERE I O £othik . ARFIOAR H b R OMFE A ik LT LU,

8.3 BIE~DO®E

T hoNare FEHTICBITTADENIARATHD, Ty FEAWERBRTIX, T
oSz DI EEE L, FIRFICHNE L7z BHA O M EE D 30% T - 72,

7a 77 =) UTh e FORFLICBITT A,

BIIRICAR 2 B 5T D HATEEICIT Y 2 &,

8.4 INREBEA~DEE

~Z VT OFEs . IKE 11 kg K O/NRBFITIS T D22 R OFHIEIIMENL STV,
AFNDO~Z VT TEHEE L COFMER L2, (KE 11kg A EO/NREFEZSRE L
T LS FRERBRIC B W THENL SNVTCW D [ Tk (141 1H) M)

< V)T DIEE . (KE Skg Riio/NEEREF BT 2 2EMER OE PRI ST,
AFNDO~Z ) TIRFEHKE L COFMER O L2, KESkg L EO/NREBEZxIRE L

T LS FRERBRIC B W CHENL SNVTCW D [ Tk  (14.2 1H) M)

8.5 mE~ORE

AFNOBEARRERIZIL, T30 65 Ll EOWBRE VAN LR - T2720, 65 %
AU OWERE L R TRRIZENE U D 0ENH B TRV, — %I, EinEE Tl
HE. BRERE UL DEREME T L TWAH Z & 234 <, cycloguanil DS IRFEENIEIN LD |
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FIHFRBESIERHENFEL TND I EHZNE N ZEEEE L, mimEE OO OH
ERPTEEIITY 2 & [ TERERE) 123 H) B,
8.6 EHEEREE

AANL, BEEBHEEREERE (VL T7F=2 27U 7T 72 A 30mL/min &) O~F Y
TP EA LW &, EEBEERELREO~ T Y TIREICIE, 3 BHEEST 5 HiE
DA TEVED SR B ORI LE S fEfatEZ LE 5 LR SN DA DI, EEIH
HZ b, BMEBHKERERE (VLT F=r 27 U7 T2 A50~80mL/min) XIIHEER
MpefEERE (Z L7 F=r - 7 U T T2 Z30~50mL/min) TIIHEREGIIALAETHS
[ THHFERE)  (12.3 1B) 2]
8.7 JrrEREE
B S O RERE B CIIH ERENIAE T D [ THAFEE) 123 H) =
], BEESREREERE Z xR e LRI 2V E TIOEm STV,

10 BERE

HELT IR B 2 KIRI T 2 D ARA Ol B 5- 12 B4 D IF I 720,

T R KT D REAIT O TR T BB FRENE N BB R TIIAPTH
Do ZHAVETIZY b3z 31,500 mg £ TOWMERGHRESNTWD, ¥V (&
AH) HRIFFCIRA L@ ER 5B 1 HITlE, A h~EZ e B IENREE LT, B
HBRZITIFRZ bHE ST 5,

7u s 7 = VHEREEIZEI L TR, 1,500 mg &) KEOWER 5% ICEa2ICEE L, £
72700mg 1 H 2 [Fl& W5 mAHET 2 MR L nEE AR FEEI TSR o, HERS
TiX, 100~200mg/H D7 1 7' 7 = )VHIFERE O A BT fE > TREA FL 5302 D R RSOl
SO EERNRBT LAEEN S D, Fo, ATHEORE, FEERO/ UTBIETLO KL
JEE . D 7 7 Z PEEEE NS IIEFRIBEIER bl S Tn b,

11 PEIR

T honay /S Ta T = UG EE (AR ROT hoay T a 7T = VIR
WANRABLGSEE, Si~v T VT TH LT hxav b7 ary =V ERE O A HEEH &
BLAHITH D,

7 kX3 OfbEE4 I trans-2-[4-(4-chlorophenyl)cyclohexyl]-3-hydroxy-1,4-naphthalenedione
T, KIZIF & A BRI 2O EEOR MBI TH D, /7F 813 366.84, 53F & CH oClO;
T, UTOeEiEE A9 5,

Cl

0

l I OH
0

7'a 77 = )VIEREYE D544 1X 1-(4-chlorophenyl)-5-isopropyl-biguanide hydrochloride T,
KIZRRETIT S WHAAORRMEEARTH D, /7F 81T 29022, 43F 30T CHiCINs*HCI T,

IV NT (e S g e A
i CH;
|
NH—_Q\ CH—CH4

W—f—NH
|
NH

10

May 13 2015 15:44:04



T hay /S Ta 7T = VERER G EE (AR 1T 1 EEFICT FoXa 250 mg & TR
TT=NERRE 100mg 25/ L, 7 MNay /Ta s = v N B A BE 1 sEH
(27 bz 625mg & a7 = VR 25 mg A EA T D, WL, WAl S b, IKE
e Foxs o ibio—2, ZAF7 VU7 2oL, iR LE—2Z,
Poloxamer 188, WE R K30 K ONTF v 7o 7 U a—igr b oA THD, $ERIDOa—
T4 THNCIZ. e Ae—A, RV F Lo 7Y a—1400, RVFLo 7Y a—iu
8000, = LB O LT X nEEN TS,

12 e PR 3K
12.1 YERB R

AHNDORRS THHT hA"a Ly kO T a 77 = )ViEiREIL. ZiEoEilicneElsy ) I
YOEARKICEG LTV 2 ORLRHIREEZIRET S, 7 N NIFEROI ha v
RU 7 BFAREZERICHE L, 7077 = VB ITEICZORE TH 5 cycloguanil
DY e RrERE AN EERICL VIR EREET S, ~Z7 UV T7HRICEB TSV RuiE
BB L IHET L L, TRV TFIDABOARDBGT HN5,

12.2 B- YAk
AFNOFSFHRBRIT 2N E TITEMm STV A0,
12.3 B-37/E )1

IR : 7 hoxa g, KIZEFIZ WEBIEDILEM TH D, 7T hXar ONA FT A
FEVUT 4 IZENR 0 OERZENRR LD,

T oo R EEIEERL IR ST D & IR L ORI B IN L, ZEEREC L
AT AUC R 2~3{F%, Cmax 2 5EmE <725, 7 harOfEF 2 B%IckE Lz & X
DIEXTINSA T XA TV T 41X 23% Th D, 7 b ay / 7a sy = VEBER A FEIX,
B%., HD5WVITHMEAE A BIZICRATS 2 L,
53A0 1 7 RN 1~90 pg/mL OREFRFHICHOT- > TERWEAEEE (99%H) 277,
RHEMSEYBREMATIC LV . RABRE L OVNEBFICBIT 2B AKE5HZOT hoxa o /)
T ONAEFE (V/F) 1359 8.8 Lkg TH D Z &R Sz,

Ta s 7 ZVOERARERITI% TH D, RHEEMEYEIREMITIC LD RAEE KNS
A B A DIRE31~110kg O/NEEEFICB T 2707 7 = O R0 TFO V/F X, 1,617~
2,502L TH D Z ENRMERI NI, 15 HLLFORE 11~56kg O/NEBEIZBITL2 70 7T
ZIVDENTO VIF I, 462~966 L Th -7,

b MILEICBWT, 7 hRa kO e ST 2 UIE N FNOREEICE L RF SR
Mol
R BHEEREE T “C CEBR LT P a v 2 G LR ClE, 21 HCTEEED 94%
BT MR ar ORBUAE L CHEFICHEE SN2, RPICIIIZEALLE, HDWVTEHS72L
PR S 72y (0.6%AT) o 7 hoxa i ATb R ans v 2 L EaR T g
T U ANFET D0, REWIEEE S TRV, 71 77 =0T 40~60%75 B L
PR XD, 7'm 77 =/ cycloguanil (FEIZ CYP2C19 #41 L TC) KN 4-
chlorophenylbiguanide (R S 115, T2 PRMRRES I, FFERNEBE OEIHETH 5,
PHt . 7 N OEIEEINE, ABE TR 2~3 B TH D, Tu T T =L OIERNE
Bx, A, PNRBEFEE S 221 ETH L, RBOBVATIIINLY bRLA
L AREMEDN D B,

BN - NREE xS L U RHEMEBE BRI IC kW T, Andosz V77 oA
(CL/F) 1%, 7 hay, Fer7r=bd, RELHELTWASZ LR INZ, KE
11 kg L EOWEBRE BT DT hxa v kN7 a7 7 =/v® CLF i% 3% 4 12587,
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#£4 EEIOBEIZBITIAT bNRa RORTu T2V ORNIOI YT TR

7 hRay VAT E=Y
CL/F (L/hr) CL/F (L/nhr)
KE N ¥ + SD? (#iFH) N ) + SD* (#iFH)
11~20 kg 159 1.34+0.63 146 20.5+6.5
(0.52-4.26) (10.3-48.3)
21~30 kg 117 1.87+0.81 113 40.0+7.5
(0.52-5.38) (15.9-62.7)
31~40 kg 95 2.76 £2.07 91 49.5 £ 8.30
(0.97-12.5) (25.8-71.5)
>40 kg 368 6.61 +3.92 282 67.9+19.9
(1.32-20.3) (14.0-145)

* SD=FEAE(R

KE 11 kg R OBFIZBIT DT M2 KNT v 7T =)V OIEYBREOREIL, +712
B O M STV R0,
IR 2 T a7 =L e OF eycloguanil OFEMENREIL, BAEE &/ NEREE DM TEDL LR,
—J5. 7 b OMICERMIENEEE (1~2 H) OIE2BAERE Q~3H) Lvb
v, BRI T, KE 5~40kg D/NRBEICB T 27 Mxa K v 77 = /Ll
HE R T L, AR EINCES LT & X ISR O EBEOHANTH -7,
BEE - HERERBRIZBW T, 7 hxay . I r s 7 = kO eycloguanil D FEYENRE & |
R RERE 13 6 (65~79 %) & 2D X LEWHEERE 13 6] (30~455%) & DO T
L7c, B ClX. cycloguanil D2HIRFEE (AUC) 2N L7 (RHEEME=2.36.
90% CI=1.70~3.28) ., Tmax (XmElnghnt (HPOAE 8 IffE]) DI 5 DIEmEngERE (Pl
4 W) K0 B R, SEE R b SR CEIME 14.9 FEfE) D1F 5 D IEm e
FHEDLENoT CEYfE 8.3 KR
BRREREE RSB ERE (VLT F =2 - 7 U T 5 A 50~80 mL/min) TlX. 7
roNzy a7 =k eycloguanil DR H 27 U7 Z 0 A KON,/ XiE AUC DT —Z 1%,
BHBEIERBRE (ZLT7F=r 7 U772 Z280mL/min #8) IZBWTERD ST fE O
WNTdhoTo, TEHEEBMERERS (VL T7F=2 7T 7% 30~50mL/min) Ti,
T T = VOYEREO 7 VT T U ANBEEIERREE (VLT F=rc J T TR
80 mL/min ) (2T BSBIKT L, 7 hNa R0 7 U7 7 0 A TEEEIER BE &
BB RER E AT O TEDL Lo Te, TEHERHERERTICBILIEMTY 2%
AM) OFdoT hoxay /e s 7 o UVERBRER S SEOHEICET 27 — X IXFE LV,
HERBSREEERE (7L T7F =2« 7 U T 72 A30mL/min Kifi)) TIX, 7 b330
Cmax &N AUC 2 L7=23, 7'a 777 =L KO8 eycloguanil O -3 1T AUC o8Nz
Pho TR L7-Z LD, ERSG TIXEY OER M OFEERBUCE 2 /JREME N R S Tz
[ 122 b2 13E) 2],
FFRSREREE . HER 5 RBRICBW\W T, 7 bz a7 7 =)L L O cycloguanil D ZEY)EIRE
% JTHEREREEYYERE 13 # (Child-Pugh 15 CHE TH » 72 4BE 9 BI KL OHEEE CTH -7
bR 4 1)) L RTHEREIE E AR E 13 O Tl L7z, 7 N3 O2HIRER T4
B ER B L, R I S SRR AR L R O TE LS A Db b eho T
(50%A) o LU, PEEFSERERIRE TIL, 7 b33 ORI 8 L7z
(SHEEME=1.28, 90% CI=1.00~1.63) ., F£7-, BEAFHERER SIS CIIREBRIEREIC
AT Fr 77 =/L® AUC, Cmax K ONHIEEIIHIM L7 (RS . £7o. PEEFH
RERE YRR CIIRE R E [T LR T e 77 =)L D AUC KOS A3 s L 7=, %
FETHSRERE =W BR B Tl TR IR T, 7 u /7 =1 d AUC OB LE- T
cycloguanil D2 IEFE B (Cmax &N AUC) 233 L < L. cycloguanil O{F 5K 3 731
U7z (F5) . PEEFHEEERERIRE CTix. JERTHEZ: cycloguanil JREEN T & A L7
LRI oT, EEOHKEREZGTH2EFICEL UL, ZnETIZT hxay /e s
7 = NVERBIERL A SER %O T hoxay . a7 =L KT eycloguanil D FEPEHREIZ DWW T
DRRFTZAT > TUVORUY,
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#5 BEXIPSEFEEREHERE LREEREOR TR LT /T R
Cycloguanil /¥ X —Z O mHEEME (90% CI)

INTA—H b x4 a7y =) Cycloguanil
AUC(0-inf)* RPE . R 1.96 (1.51,2.54) 0.32 (0.22, 0.45)
Cmax® WA 1.41 (1.16, 1.71) 0.35 (0.24, 0.50)
t1/2° WS 1.21 (0.92, 1.60) 0.86 (0.49, 1.48)
AUC(0-inf)* FREERE - R 1.64 (1.14,2.34) ND
Cmax® AR - fEEE 0.97 (0.69, 1.36) ND
t1/2° HREERE - R 1.46 (1.05, 2.05) ND

ND=E R FET — 4 7V &L FlE e
T b
b

EWFEE/ER : HEIRAZICB W T, 7 hav 7 a7 = Lo EyEhies oM B VER
ITAE T,

T IANZIEWEBRREAE (99%) A R7 2%, invitro IZEB W TE B AEROE Ml
DIEFNR D> TEALEET DI &idku,

7' 77 =)VIEEIC CYP2CI9 IZ L W R s D, 7'r 77 =)L X(F cycloguanil & |
CYP2C19 O EE XITFHEHITH 5 £ O FA| & ORI BIRE FRUFE AAEH AN E Z 2 7]
BEMEIC DWW TIIARATH B,

Y772 YT TF V77 B R 77 7 F O, 7 b
NaVREEZZNENHK S0% LD 4%BE T EIEDZ EnbnoTnd, ZIHDOMAEERD
P IIARHTH D,

TrFZHA 2V T NI A T Y EDOPFRHBEEIZENT, MFERT hoNa R
I 40%DIK T RFEH LI TN D,

A2 FZIF: AN a7 T I REOHHBEGIZEBNT, 7 M3 oS 47X
ATV T 4 DRTRBD LI TND,

A FE T FoNay (750mg 1 H 2\, &%, 14 AfE) &4 T EL (800 mg
1 B 3|, ZEiERE, 14 AR O SIE, EFREDA > ELD AUC O Cmax T
T E RIS o2, A P F ELD Ctrough 21K F &7 (23%DIE T [90% CI=8
~35%] ) ,

12.4 WMAEYE

In vitro X in vivo TOIER . 7 b 33> KW eycloguanil (71 777 = )L OIEVERHE) 11,
~ 7 U 75 (Plasmodium spp) 7R HLERPN M OV BRSNS 6 L CIEME 239, BRGH
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142 1) ZHT
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BB G T D EZEDME T LB B~ 7 U 7 RN RINS L) b, 7 hxar e
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IRJFMFER L O E b UV RBRE W - s a2 iR <k, e X a1 ko f
HZ D TR Z R L2, In vivo ~ 7 A/NERBRICB W CEGEMIIRO Do 72,
7 hoNxzd, AUCIZHEES LK <= T U TIREREO B N TOHEEIRTEE & O 7.3 50 MifEt
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MR B ICAEY 35 1,000 mg/kg/ H F TORET, HEAOMET v FDOZIREZIE T S0
77

a7 =)l :CD-1 v A (AUCIZHASL T U 7 PO & b TONY M rhigeE &
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MOERERGE UTER L, #BRE O FEEFEmIIZNZ, 30 % (FPFH : 17~55 %) |
32 % (#PH : 16~64 %) MOV10m% (BiPH : 5~16 %) Th oz, EIEAILIERIEF 669 1]
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BT B AF OGUFAL BIMAERIR ©
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S RTREBIZ I, &5 28 B OBRIRMMB LN > TCWHEBEEGDT-, T hxav ,/7a s
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s Urz) B 2 S &7z, Amodiaquine #% CiX RII #HuiE 2 /R L7 B3F 13 4 4
ThHoi-,

16

May 13 2015 15:44:06
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e 1008EAD F ¥ AL RLYARZ Y FXx v I fFERZE (NDC 0173-0676-01)
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1. NAME OF THE MEDICINAL PRODUCT

Malarone 250 mg/100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each Malarone tablet contains 250 mg atovaquone and 100 mg proguanil hydrochloride.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film coated tablet.

Round, biconvex, pink tablets engraved ‘GX CM3’ on one side.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Malarone is a fixed dose combination of atovaquone and proguanil hydrochloride which acts as a
blood schizonticide and also has activity against hepatic schizonts of Plasmodium falciparum. 1t is
indicated for:

Prophylaxis of Plasmodium falciparum malaria.

Treatment of acute, uncomplicated Plasmodium falciparum malaria.

Because Malarone is effective against drug sensitive and drug resistant P. falciparum it is especially
recommended for prophylaxis and treatment of P. falciparum malaria where the pathogen may be
resistant to other antimalarials.

Official guidelines and local information on the prevalence of resistance to antimalarial drugs should
be taken into consideration. Official guidelines will normally include WHO and public health
authorities  guidelines.

4.2 Posology and method of administration

Method of administration

The daily dose should be taken with food or a milky drink (to ensure maximum absorption) at the
same time each day.

If patients are unable to tolerate food, Malarone should be administered, but systemic exposure of

atovaquone will be reduced. In the event of vomiting within 1 hour of dosing a repeat dose should be
taken.
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Posology

Prophylaxis:

Prophylaxis should

e commence 24 or 48 hours prior to entering a malaria-endemic area,

e  continue during the period of the stay

e  continue for 7 days after leaving the area.

In residents (semi-immune subjects) of endemic areas, the safety and effectiveness of Malarone has
been established in studies of up to 12 weeks.

In non-immune subjects, the average duration of exposure in clinical studies was 27 days.

Dosage in Adults

One Malarone tablet daily.

Malarone tablets are not recommended for malaria prophylaxis in persons under 40 kg bodyweight.
Malarone paediatric tablets are recommended for malaria prophylaxis in persons weighing <40 kg

Treatment

Dosage in Adults

Four Malarone tablets as a single dose for three consecutive days.

Dosage in Children

11-20 kg bodyweight.  One tablet daily for three consecutive days.

21-30 kg bodyweight.  Two tablets as a single dose for three consecutive days.
31-40 kg bodyweight.  Three tablets as a single dose for three consecutive days.
>40 kg bodyweight. Dose as for adults.

Dosage in the Elderly

A pharmacokinetic study indicates that no dosage adjustments are needed in the elderly (See Section
5.2).

Dosage in Hepatic Impairment

A pharmacokinetic study indicates that no dosage adjustments are needed in patients with mild to
moderate hepatic impairment. Although no studies have been conducted in patients with severe
hepatic impairment, no special precautions or dosage adjustment are anticipated (See Section 5.2).
Dosage in Renal Impairment

Pharmacokinetic studies indicate that no dosage adjustments are needed in patients with mild to
moderate renal impairment. In patients with severe renal impairment (creatine clearance <30 mL/min)
alternatives to Malarone for treatment of acute P. falciparum malaria should be recommended

whenever possible (See Sections 4.4 and 5.2). For prophylaxis of P. falciparum malaria in patients
with several renal impairments see Section 4.3.

4.3 Contraindications
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Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

Malarone is contraindicated for prophylaxis of P. falciparum malaria in patients with severe renal
impairment (creatinine clearance <30 mL/min).

4.4 Special warnings and precautions for use

Persons taking Malarone for prophylaxis or treatment of malaria should take a repeat dose if they
vomit within 1 hour of dosing. In the event of diarrhoea, normal dosing should be continued.
Absorption of atovaquone may be reduced in patients with diarrhoea or vomiting, but diarrhoea or
vomiting was not associated with reduced efficacy in clinical trials of Malarone for malaria
prophylaxis. However, as with other antimalarial agents, subjects with diarrhoea or vomiting should
be advised to continue with malaria prevention measures by complying with personal protection
measures (repellants, bednets).

In patients with acute malaria who present with diarrhoea or vomiting, alternative therapy should be
considered. If Malarone is used to treat malaria in these patients, parasitaemia and the patient’s
clinical condition should be closely monitored.

Malarone has not been evaluated for the treatment of cerebral malaria or other severe manifestations of
complicated malaria including hyperparasitaemia, pulmonary oedema or renal failure.

Occasionally, severe allergic reactions (including anaphylaxis) have been reported in patients taking
Malarone. If patients experience an allergic reaction (see section 4.8) Malarone should be
discontinued promptly and appropriate treatment initiated.

Malarone has been shown to have no efficacy against hypnozoites of Plasmodium vivax as parasite
relapse occurred commonly when P. vivax malaria was treated with Malarone alone. Travellers with
intense exposure to P. vivax or P. ovale, and those who develop malaria caused by either of these
parasites, will require additional treatment with a drug that is active against hypnozoites.

In the event of recrudescent infections due to P. falciparum after treatment with Malarone, or failure
of chemoprophylaxis with Malarone, patients should be treated with a different blood schizonticide as

such events can reflect a resistance of the parasite.

Parasitaemia should be closely monitored in patients receiving concurrent tetracycline (see section
4.5).

The concomitant administration of Malarone and efavirenz or boosted protease-inhibitors should be
avoided whenever possible (see section 4.5).

The concomitant administration of Malarone and rifampicin or rifabutin is not recommended (see
section 4.5).

Concurrent use of metoclopramide is not recommended. Another antiemetic treatment should be given
(see section 4.5).

Caution is advised when initiating or withdrawing malaria prophylaxis or treatment with Malarone in
patients on continuous treatment with warfarin and other coumarin based anticoagulants (see section

4.5).

Atovaquone can increase the levels of etoposide and its metabolite (see section 4.5).
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In patients with severe renal impairment (creatinine clearance <30 mL/min) alternatives to Malarone
for treatment of acute P. falciparum malaria should be recommended whenever possible (see sections
4.2,4.3 and 5.2).

The safety and effectiveness of Malarone (atovaquone 250mg/proguanil hydrochloride 100mg tablets)
has not been established for prophylaxis of malaria in patients who weigh less than 40kg, or in the
treatment of malaria in paediatric patients who weigh less than 11kg.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant administration of rifampicin or rifabutin is not recommended as it is known to reduce
plasma concentrations of atovaquone levels by approximately 50% and 34%, respectively (see section
4.4).

Concomitant treatment with metoclopramide has been associated with a significant decrease (about
50 %) in plasma concentrations of atovaquone (see section 4.4). Another antiemetic treatment should
be given.

When given with efavirenz or boosted protease-inhibitors, atovaquone concentrations have been
observed to decrease as much as 75%. This combination should be avoided whenever possible (see
section 4.4)

Proguanil may potentiate theeffect of warfarin and other coumarin based anticoagulants which may
lead to an increase in the risk of haemorrhage. The mechanism of this potential drug interaction has
not been established. Caution is advised when initiating or withdrawing malaria prophylaxis or
treatment with atovaquone-proguanil in patients on continuous treatment with oral anticoagulants.
The dose of the oral anticoagulant may need to be adjusted during Malarone treatment or after its
withdrawal, based on INR results.

Concomitant treatment with tetracycline has been associated with decreases in plasma concentrations
of atovaquone.

The co-administration of atovaquone at doses of 45mg/kg/day in children (n=9) with acute
lymphoblastic leukaemia for prophylaxis of PCP was found to increase the plasma concentrations
(AUC) of etoposide and its metabolite etoposide catechol by a median of 8.6% (P=0.055) and 28.4%
(P=0.031) (respectively compared to the co-administration of etoposide and sulfamethoxazole-
trimethoprim). Caution should be advised in patients receiving concomitant therapy with etoposide
(see section 4.4).

Proguanil is primarily metabolised by CYP2C19. However, potential pharmacokinetic interactions
with other substrates, inhibitors (e.g. moclobemide, fluvoxamine) or inducers (e.g. artemisinin,
carbamazepine) of CYP2C19 are unknown (see section 5.2).

4.6 Fertility, pregnancy and lactation

Pregnancy

The safety of atovaquone and proguanil hydrochloride when administered concurrently for use in
human pregnancy has not been established and the potential risk is unknown.

Animal studies showed no evidence for teratogenicity of the combination. The individual components

have shown no effects on parturition or pre- and post-natal development. Maternal toxicity was seen
in pregnant rabbits during a teratogenicity study (see section 5.3).

May 08 2015 14:04:23



The use of Malarone in pregnancy should only be considered if the expected benefit to the mother
outweighs any potential risk to the foetus.

The proguanil component of Malarone acts by inhibiting parasitic dihydrofolate reductase. There are
no clinical data indicating that folate supplementation diminishes drug efficacy. For women of
childbearing age receiving folate supplements to prevent neural tube birth defects, such supplements
should be continued while taking Malarone.

Breast-feeding
The atovaquone concentrations in milk, in a rat study, were 30% of the concurrent atovaquone
concentrations in maternal plasma. It is not known whether atovaquone is excreted in human milk.

Proguanil is excreted in human milk in small quantities.

Malarone should not be taken by breast-feeding women.

4.7 Effects on ability to drive and use machines

Dizziness has been reported. Patients should be warned that if affected they should not drive, operate
machinery or take part in activities where this may put themselves or others at risk.

4.8 Undesirable effects

In clinical trials of Malarone in the treatment of malaria the most commonly reported adverse
reactions were abdominal pain, headache, anorexia, nausea, vomiting, diarrhoea and coughing. In
clinical trials of Malarone for prophylaxis of malaria, the most commonly reported adverse reactions
were headache, abdominal pain and diarrhoea.

The following table provides a summary of adverse reactions that have been reported to have a
suspected (at least possible) causal relationship to treatment with atovaquone-proguanil in clinical
trials and spontaneous post-marketing reports. The following convention is used for the classification
of frequency: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100);
rare (>1/10,000 to <1/1,000); not known (cannot be estimated from the available data).

There are limited long term safety data in children. In particular, the long-term effects of Malarone on
growth, puberty and general development have not been studied.
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System Organ | Very Common Uncommon Rare Not known’
Class Common
Blood and Anaemia Pancytopenia
lymphatic Neutropenia '
disorders
Immune Allergic Angioedema’
system reactions Anaphylaxis
disorders (see section 4.4)
Vasculitis®
Metabolism Hyponatraemia | Elevated
and nutrition " Anorexia amylase levels'
disorders
Psychiatric Abnormal Anxiety Hallucinations | Panic attack
disorders dreams Crying
Depression Nightmares
Psychotic
disorder
Nervous Headache | Insomnia Seizure
system Dizziness
disorders
Cardiac Palpitations Tachycardia
disorders
Gastrointestina | Nausea' Stomatitis Gastric
1 disorders Vomiting intolerance’
Diarrhoea Oral ulceration’
Abdomina
1 pain
Hepatobiliary Elevated liver Hepatitis
disorders enzymes' Cholestasis’
Skin and Pruritus Hair loss Stevens-Johnson
subcutaneous Urticaria Syndrome
tissue Rash Erythema
disorders multiforme
Blister
Skin exfoliation
Photosensitivity
reactions
General Fever
disorders and
administration
site conditions
Respiratory, Cough
thoracic and
mediastinal
disorders

1. Frequency taken from atovaquone label. Patients participating in clinical trials with atovaquone have
received higher doses and have often had complications of advance Human Immunodeficiency Virus
(HIV) disease. These events may have been seen at a lower frequency or not at all in clinical trials

with atovaquone-proguanil.

2. Observed from post-marketing spontaneous reports and the frequency is therefore unknown
3. Observed with proguanil.

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
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professionals are asked to report any suspected adverse reactions via Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

4.9 Overdose

There is insufficient experience to predict the consequences or suggest specific management of
Malarone overdose. However, in the reported cases of atovaquone overdose, the observed effects were
consistent with known undesirable effects of the drug. If overdose occurs, the patient should be
monitored and standard supportive treatment applied.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antimalarials, ATC Code: PO1B B51
Mode of Action

The constituents of Malarone, atovaquone and proguanil hydrochloride, interfere with two different
pathways involved in the biosynthesis of pyrimidines required for nucleic acid replication. The
mechanism of action of atovaquone against P. falciparum is via inhibition of mitochondrial electron
transport, at the level of the cytochrome be, complex, and collapse of mitochondrial membrane
potential. One mechanism of action of proguanil, via its metabolite cycloguanil, is inhibition of
dihydrofolate reductase, which disrupts deoxythymidylate synthesis. Proguanil also has antimalarial
activity independent of its metabolism to cycloguanil, and proguanil, but not cycloguanil, is able to
potentiate the ability of atovaquone to collapse mitochondrial membrane potential in malaria parasites.
This latter mechanism may explain the synergy seen when atovaquone and proguanil are used in
combination.

Microbiology

Atovaquone has potent activity against Plasmodium spp (in vitro 1C,  against P. falciparum 0.23-1.43
ng/mL).

Atovaquone is not cross-resistant with any other antimalarial drugs in current use. Among more than
30 P. falciparum isolates, in vitro resistance was detected against chloroquine (41% of isolates),
quinine (32% of isolates), mefloquine (29% of isolates), and halofantrine (48% of isolates) but not
atovaquone (0% of isolates).

The antimalarial activity of proguanil is exerted via the primary metabolite cycloguanil (in vitro IC,
against various P. falciparum strains of 4-20 ng/mL; some activity of proguanil and another metabolite,
4-chlorophenylbiguanide, is seen in vitro at 600-3000 ng/mL).

In in vitro studies of P. falciparum the combination of atovaquone and proguanil was shown to be
synergistic. This enhanced efficacy was also demonstrated in clinical studies in both immune and
non-immune patients.

5.2 Pharmacokinetic properties

There are no pharmacokinetic interactions between atovaquone and proguanil at the recommended

dose. In clinical trials, where children have received Malarone dosed by bodyweight, trough levels of
atovaquone, proguanil and cycloguanil in children are generally within the range observed in adults.
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Absorption

Atovaquone is a highly lipophilic compound with low aqueous solubility. In HIV-infected patients,
the absolute bioavailability of a 750 mg single dose of atovaquone tablets taken with food is 23% with
an inter-subject variability of about 45%.

Dietary fat taken with atovaquone increases the rate and extent of absorption, increasing AUC 2-3
times and C,,,x 5 times over fasting. Patients are recommended to take Malarone tablets with food or a
milky drink (see section 4.2).

Proguanil hydrochloride is rapidly and extensively absorbed regardless of food intake.
Distribution
Apparent volume of distribution of atovaquone and proguanil is a function of bodyweight.

Atovaquone is highly protein bound (>99%) but does not displace other highly protein bound drugs in
vitro, indicating significant drug interactions arising from displacement are unlikely.

Following oral administration, the volume of distribution of atovaquone in adults and children is
approximately 8.8 L/kg.

Proguanil is 75% protein bound. Following oral administration, the volume of distribution of
proguanil in adults and children ranged from 20 to 42 L/kg.

In human plasma the binding of atovaquone and proguanil was unaffected by the presence of the other.

Biotransformation
There is no evidence that atovaquone is metabolised and there is negligible excretion of atovaquone in
urine with the parent drug being predominantly (>90%) eliminated unchanged in faeces.

Proguanil hydrochloride is partially metabolised, primarily by the polymorphic cytochrome P450
isoenzyme 2C19, with less than 40% being excreted unchanged in the urine. Its metabolites,
cycloguanil and 4-chlorophenylbiguanide, are also excreted in the urine.

During administration of Malarone at recommended doses proguanil metabolism status appears to
have no implications for treatment or prophylaxis of malaria.

Elimination
The elimination half life of atovaquone is about 2-3 days in adults and 1-2 days in children.

The elimination half lives of proguanil and cycloguanil are about 12-15 hours in both adults and
children.

Oral clearance for atovaquone and proguanil increases with increased bodyweight and is about 70%
higher in an 80 kg subject relative to a 40 kg subject. The mean oral clearance in paediatric and adult
patients weighing 10 to 80 kg ranged from 0.8 to 10.8 L/h for atovaquone and from 15 to 106 L/h for
proguanil.

Pharmacokinetics in the elderly

There is no clinically significant change in the average rate or extent of absorption of atovaquone or
proguanil between elderly and young patients. Systemic availability of cycloguanil is higher in the
elderly compared to the young patients (AUC is increased by 140% and C,,. is increased by 80%), but
there is no clinically significant change in its elimination half life (see section 4.2).

8
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Pharmacokinetics in renal impairment

In patients with mild to moderate renal impairment, oral clearance and/or AUC data for atovaquone,
proguanil and cycloguanil are within the range of values observed in patients with normal renal
function.

Atovaquone Cp,y and AUC are reduced by 64% and 54%, respectively, in patients with severe renal
impairment.

In patients with severe renal impairment, the elimination half lives for proguanil (t, 39 h) and
cycloguanil (t,, 37 h) are prolonged, resulting in the potential for drug accumulation with repeated
dosing (see sections 4.2 and 4.4).

Pharmacokinetics in hepatic impairment

In patients with mild to moderate hepatic impairment there is no clinically significant change in
exposure to atovaquone when compared to healthy patients.

In patients with mild to moderate hepatic impairment there is an 85% increase in proguanil AUC with
no change in elimination half life and there is a 65-68% decrease in C,,,, and AUC for cycloguanil.

No data are available in patients with severe hepatic impairment (see section 4.2).

5.3 Preclinical safety data
Repeat dose toxicity:

Findings in repeat dose toxicity studies with atovaquone-proguanil hydrochloride combination were
entirely proguanil related and were observed at doses providing no significant margin of exposure in
comparison with the expected clinical exposure. As proguanil has been used extensively and safely in
the treatment and prophylaxis of malaria at doses similar to those used in the combination, these
findings are considered of little relevance to the clinical situation.

Reproductive toxicity studies:

In rats and rabbits there was no evidence of teratogenicity for the combination. No data are available
regarding the effects of the combination on fertility or pre- and post-natal development, but studies on
the individual components of Malarone have shown no effects on these parameters. In a rabbit
teratogenicity study using the combination, unexplained maternal toxicity was found at a systemic
exposure similar to that observed in humans following clinical use.

Mutagenicity:

A wide range of mutagenicity tests have shown no evidence that atovaquone or proguanil have
mutagenic activity as single agents.

Mutagenicity studies have not been performed with atovaquone in combination with proguanil.
Cycloguanil, the active metabolite of proguanil, was also negative in the Ames test, but was positive in
the Mouse Lymphoma assay and the Mouse Micronucleus assay. These positive effects with
cycloguanil (a dihydrofolate antagonist) were significantly reduced or abolished with folinic acid

supplementation.

Carcinogencity:
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Oncogenicity studies of atovaquone alone in mice showed an increased incidence of hepatocellular
adenomas and carcinomas. No such findings were observed in rats and mutagenicity tests were
negative. These findings appear to be due to the inherent susceptibility of mice to atovaquone and are
considered of no relevance in the clinical situation.

Oncogenicity studies on proguanil alone showed no evidence of carcinogenicity in rats and mice.

Oncogenicity studies on proguanil in combination with atovaquone have not been performed.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core

Poloxamer 188

Microcrystalline Cellulose
Low-substituted Hydroxypropyl Cellulose
Povidone K30

Sodium Starch Glycollate (Type A)
Magnesium Stearate

Coating

Hypromellose

Titanium Dioxide E171

Iron Oxide Red E172

Macrogol 400

Polyethylene Glycol 8000

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

5 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PVC aluminium foil blister pack/s containing 12 tablets.

6.6  Special precautions for disposal

No special requirements.

10
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Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Glaxo Wellcome UK Ltd, trading as GlaxoSmithKline UK.

Stockley Park West

Uxbridge

Middlesex

UBI11 IBT

8. MARKETING AUTHORISATION NUMBER(S)

PL 10949/0258

9. DATE OF FIRST AUTHORISATION / RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 October 1996.
Date of latest renewal: 18 October 2011.
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1. NAME OF THE MEDICINAL PRODUCT

Malarone paediatric 62.5mg/25 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each Malarone paediatric tablet contains 62.5 mg atovaquone and 25 mg proguanil hydrochloride.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Round biconvex, pink tablets engraved ‘GX CG7’ on one side.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Malarone paediatric tablets contain a fixed dose combination of atovaquone and proguanil
hydrochloride, which acts as a blood schizontocide and also has activity against hepatic schizonts of
Plasmodium falciparum. They are indicated for:

Prophylaxis of P. falciparum malaria in individuals weighing 11-40 kg.

Treatment of acute, uncomplicated P. falciparum malaria in children weighing >5 kg and <10 kg.

For treatment of acute, uncomplicated P. falciparum malaria in individuals weighing 11-40 kg please
refer to the Summary of Product Characteristics for Malarone tablets.

Malarone may be active against P. falciparum that are resistant to one or more other antimalarial
agents. Therefore, Malarone may be particularly suitable for prophylaxis and treatment against P.
falciparum infections in areas where this species is known to be commonly resistant to one or more
other antimalarial agents and also for treatment of patients infected with P. falciparum malaria whilst
in these areas.

Official guidelines and local information on the prevalence of resistance to antimalarial drugs should
be taken into consideration. Official guidelines will normally include WHO and public health
authorities’ guidelines.

4.2 Posology and method of administration

Method of administration

The daily dose should be taken once daily with food or a milky drink (to ensure maximum absorption)
at the same time each day.

If patients are unable to tolerate food Malarone paediatric tablets should be administered, but systemic

exposure of atovaquone will be reduced. In the event of vomiting within 1-hour of dosing a repeat
dose should be taken.
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Malarone paediatric tablets should preferably be swallowed whole. If difficulties are encountered
when dosing young children, the tablets may be crushed and mixed with food or a milky drink just
prior to administration.

Posology

The dosage for the prophylaxis and treatment of acute, uncomplicated P. falciparum malaria in
children is based on body weight.

Prophylaxis

Dosage in individuals weighing 11-40 kg

Dosage/day

Body Atovaquone | Proguanil No of Tablets

Weight (mg) (mg)
Range (kg)

11-20 62.5 25 One Malarone paediatric tablet

21-30 125 50 Two Malarone paediatric tablets

31-40 187.5 75 Three Malarone paediatric tablet

>40 250 100 Subjects of >40 kg should receive ONE

Malarone 250/100 mg tablet daily
Refer to Malarone 250/100 mg Tablets
SmPC

The safety and effectiveness of Malarone paediatric tablets for prophylaxis of malaria in children who
weigh less than 11 kg has not been established.

Prophylaxis should
e commence 24 or 48 hours prior to entering a malaria-endemic area,
e continue during the period of the stay,
e continue for 7 days after leaving the area.

The safety and effectiveness of Malarone paediatric tablets have been established in studies of up to 12

weeks in residents (semi-immune) of endemic areas. (see section 5.1).
In non-immune subjects, the average duration of exposure in clinical studies was 27 days.
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Treatment

Dosage in individuals weighing 5-10 kg

Dosage/day
Body Weight | Atovaquone Proguanil Dosage Regimen
Range (kg) | (mg) (mg)
5-8 125 50 Two Malarone paediatric tablets daily
for 3 consecutive days
9-10 187.5 75 Three Malarone paediatric tablets daily
for 3 consecutive days.
>11 Refer to Malarone 250/100 mg Tablets SmPC

The safety and effectiveness of Malarone paediatric tablets for the treatment of malaria in children
who weigh less than 5 kg has not been established.

For individuals who weigh 11 kg or more, the first choice for the treatment of acute, uncomplicated P.
falciparum malaria is Malarone tablets (250/100 mg). Please consult the Malarone tablets SmPC for
the recommended dosage for this weight range. Malarone tablets are four-times the strength of
Malarone paediatric tablets.

In circumstances when sufficient Malarone tablets are not available, then Malarone paediatric tablets
may be used.

Dosage in Hepatic Impairment

There are no studies in children with hepatic impairment. However, a pharmacokinetic study in adults
indicates that no dosage adjustments are needed in patients with mild to moderate hepatic impairment.
Although no studies have been conducted in patients with severe hepatic impairment, no special
precautions or dosage adjustment are anticipated (see section 5.2).

Dosage in Renal Impairment

There are no studies in children with renal impairment. However, pharmacokinetic studies in adults
indicate that no dosage adjustments are needed in those with mild to moderate renal impairment. Due
to the lack of information regarding appropriate dosing, Malarone is contraindicated for the
prophylaxis of malaria in adults and children with severe renal impairment (creatinine clearance <30
mL/min; see sections 4.3 and 5.2).

4.3 Contraindications

Hypersensitivity tothe active substances or to any of the excipients listed in section 6.1.

Malarone paediatric tablets are contraindicated for prophylaxis of P. falciparum malaria in patients
with severe renal impairment (creatinine clearance <30 mL.min).

4.4 Special warnings and precautions for use

Persons taking Malarone paediatric tablets for prophylaxis or treatment of malaria should take a repeat

dose if they vomit within Thour of dosing. In the event of diarrhoea, normal dosing should be
continued. Absorption of atovaquone may be reduced in individuals with diarrhoea or vomiting, but
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diarrhoea or vomiting was not associated with reduced efficacy in clinical trials of Malarone for
malaria prophylaxis. However, as with other antimalarial agents, subjects with diarrhoea or vomiting
should be advised to continue with malaria prevention measures by complying with personal
protection measures (repellants, bednets).

In patients with acute malaria who present with diarrhoea or vomiting, alternative therapy should be
considered. If Malarone is used to treat malaria in these patients, parasitaemia and the patient’s
clinical condition should be closely monitored.

Malarone has not been evaluated for the treatment of cerebral malaria or other severe manifestations of
complicated malaria including hyperparasitaemia, pulmonary oedema or renal failure.

Occasionally, severe allergic reactions (including anaphylaxis) have been reported in patients taking
Malarone. If patients experience an allergic reaction (see section 4.8) Malarone should be
discontinued promptly and appropriate treatment initiated.

Malarone has been shown to have no efficacy against hypnozoites of Plasmodium vivax as parasite
relapse occurred commonly when P. vivax malaria was treated with Malarone alone. Travellers with
intense exposure to P. vivax or P. ovale, and those who develop malaria caused by either of these
parasites, will require additional treatment with a drug that is active against hypnozoites.

In the event of recrudescent infections due to P. falciparum after treatment with Malarone, or failure
of chemoprophylaxis with Malarone paediatric tablets, patients should be treated with a different
blood schizonticide as such events can reflect a resistance of the parasite.

Parasitaemia should be closely monitored in patients receiving concurrent tetracycline (see section
4.5).

The concomitant administration of Malarone and efavirenz or boosted protease-inhibitors should be
avoided whenever possible (see section 4.5)

The concomitant administration of Malarone and rifampicin or rifabutin is not recommended (see
section 4.5).

Concurrent use of metoclopramide is not recommended. Another antiemetic treatment should be given
(see section 4.5).

Caution is advised when initiating or withdrawing malaria prophylaxis or treatment with Malarone in
patients on continuous treatment with warfarin and other coumarin based anticoagulants (see section
4.5).

Atovaquone can increase the levels of etoposide and its metabolite (see section 4.5).

In patients with severe renal impairment (creatinine clearance <30 mL/min) alternatives to Malarone
for treatment of acute P. falciparum malaria should be recommended whenever possible (see sections
4.2,4.3 and 5.2).

The safety and effectiveness of Malarone paediatric tablets for the prophylaxis of malaria in children
who weigh less than 11 kg and the treatment of malaria in children who weigh less than 5 kg have not
been established.

Malarone paediatric tablets are not indicated for the treatment of acute uncomplicated P. falciparum

malaria in individuals weighing 11-40 kg. Malarone tablets (atovaquone 250mg/proguanil
hydrochloride 100mg tablets) should be used in these individuals (see section 4.2).
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4.5 Interaction with other medicinal products and other forms of interaction

Concomitant administration of rifampicin or rifabutin is not recommended as it is known to reduce
plasma concentrations of atovaquone levels by approximately 50% and 34%, respectively (see section
4.4).

Concomitant treatment with metoclopramide has been associated with a significant decrease (about
50 %) in plasma concentrations of atovaquone (see section 4.4). Another antiemetic treatment should
be given.

Although some children have received concomitant Malarone and metoclopramide in clinical trials
without any evidence of decreased protection against malaria, the possibility of a clinically significant
drug interaction cannot be ruled out.

When given with efavirenz or boosted protease-inhibitors, atovaquone concentrations have been
observed to decrease as much as 75%. This combination should be avoided whenever possible (see
section 4.4).

Proguanil may potentiate the anticoagulant effect of warfarin and other coumarin based anticoagulants
which may lead to an increase in the risk of haemorrhage. The mechanism of this potential drug
interaction has not been established. Caution is advised when initiating or withdrawing malaria
prophylaxis or treatment with atovaquone-proguanil in patients on continuous treatment with oral
anticoagulants. The dose of the oral anticoagulant may need to be adjusted during atovaquone-
proguanil treatment or after its withdrawal, based on INR results.

Concomitant treatment with tetracycline has been associated with decreases in plasma concentrations
of atovaquone.

The co-administration of atovaquone at doses of 45mg/kg/day in children (n=9) with acute
lymphoblastic leukaemia for prophylaxis of PCP was found to increase the plasma concentrations
(AUC) of etoposide and its metabolite etoposide catechol by a median of 8.6% (P=0.055) and 28.4%
(P=0.031) (respectively compared to the co-administration of etoposide and sulfamethoxazole-
trimethoprim). Caution should be advised in patients receiving concomitant therapy with etoposide
(see section 4.4).

Proguanil is primarily metabolised by CYP2C19. However, potential pharmacokinetic interactions
with other substrates, inhibitors (e.g. moclobemide, fluvoxamine) or inducers (e.g. artemisinin,
carbamazepine) of CYP2C19 are unknown (see section 5.2).

4.6 Fertility, pregnancy and lactation

Pregnancy

The safety of atovaquone and proguanil hydrochloride when administered concurrently for use in
human pregnancy has not been established and the potential risk is unknown.

Animal studies showed no evidence for teratogenicity of the combination.

The individual components have shown no effects on parturition or pre- and post-natal development.
Maternal toxicity was seen in pregnant rabbits during a teratogenicity study (see section 5.3).

The use of Malarone paediatric tablets in pregnancy should only be considered if the expected benefit
to the mother outweighs any potential risk to the foetus.

Proguanil acts by inhibiting parasitic dihydrofolate reductase. There are no clinical data indicating that
folate supplementation diminishes drug efficacy. For women of childbearing age receiving folate
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supplements to prevent neural tube birth defects, such supplements should be continued while taking
Malarone paediatric tablets.

Breast-feeding
The atovaquone concentrations in milk, in a rat study, were 30% of the concurrent atovaquone
concentrations in maternal plasma. It is not known whether atovaquone is excreted in human milk.

Proguanil is excreted in human milk in small quantities.

Malarone paediatric tablets should not be taken by breast-feeding women.

4.7 Effects on ability to drive and use machines

Dizziness has been reported. Patients should be warned that if affected they should not drive, operate
machinery or take part in activities where this may put themselves or others at risk.

4.8 Undesirable effects

In clinical trials of Malarone paediatric tablets for prophylaxis of malaria, 357 children or adolescents
11 to <40 kg body weight received Malarone paediatric tablets. Most of these were residents of
endemic areas and took Malarone paediatric tablets for about 12 weeks. The rest were travelling to
endemic areas, and most took Malarone paediatric tablets for 2-4 weeks.

Open label clinical studies investigating the treatment of children weighing between >5 kg and <11 kg
have indicated that the safety profile is similar to that in children weighing between 11 kg and 40 kg,
and adults.

There are limited long term safety data in children. In particular, the long-term effects of Malarone on
growth, puberty and general development have not been studied.

In clinical trials of Malarone for treatment of malaria, the most commonly reported adverse reactions
were abdominal pain, headache, anorexia, nausea, vomiting, diarrhoea and coughing.

In clinical trials of Malarone for prophylaxis of malaria, the most commonly reported adverse
reactions were headache, abdominal pain and diarrhoea.

The following table provides a summary of adverse reactions that have been reported to have a
suspected (at least possible) causal relationship to treatment with atovaquone-proguanil in clinical
trials and spontaneous post-marketing reports. The following convention is used for the classification
of frequency: very common (=1/10); common (=1/100 to <1/10); uncommon (=1/1,000 to <1/100);
rare (=1/10,000 to <1/1,000); not known (cannot be estimated from the available data).

System Organ Very Common Uncommon | Rare Not known’
Class Common
Blood and Anaemia Pancytopenia
lymphatic Neutropenia '
disorders
Immune system Allergic reactions Angioedema’
disorders Anaphylaxis (see

section 4.4)

Vasculitis®
Metabolism and Hyponatraemia' Elevated
nutrition disorders Anorexia amylase

levels'
6
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Psychiatric Abnormal dreams Anxiety Hallucinations Panic attack
disorders Depression Crying
Nightmares
Psychotic disorder
Nervous system Headache Insomnia Dizziness Seizure
disorders
Cardiac disorders Palpitations Tachycardia
Gastrointestinal Nausea' Stomatitis Gastric
disorders Vomiting intolerance® Oral
Diarrhoea ulceration’
Abdominal
pain
Hepatobiliary Elevated liver Hepatitis
disorders enzymes' Cholestasis’
Skin and Pruritus Hair loss Stevens-Johnson
subcutaneous Rash Urticaria syndrome
tissue disorders Erythema
multiforme
Blister
Skin exfoliation
Photosensitivity
reactions
General disorders Fever
and administration
site conditions
Respiratory, Cough
thoracic and
mediastinal
disorders

1. Frequency taken from atovaquone label. Patients participating in clinical trials with atovaquone have
received higher doses and have often had complications of advance Human Immunodeficiency Virus
(HIV) disease. These events may have been seen at a lower frequency or not at all in clinical trials
with atovaquone-proguanil.

2. Observed from post-marketing spontaneous reports and the frequency is therefore unknown

3. Observed with proguanil.

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 Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

4.9 Overdose

There is insufficient experience to predict the consequences or suggest specific management of
Malarone overdose. However, in the reported cases of atovaquone overdose, the observed effects were
consistent with known undesirable effects of the drug. If overdose occurs, the patient should be
monitored and standard supportive treatment applied.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antimalarials, ATC code: PO1B B51

7
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Mode of Action

The constituents of Malarone paediatric tablets, atovaquone and proguanil hydrochloride, interfere
with two different pathways involved in the biosynthesis of pyrimidines required for nucleic acid
replication. The mechanism of action of atovaquone against P. falciparum is via inhibition of
mitochondrial electron transport, at the level of the cytochrome bc; complex, and collapse of
mitochondrial membrane potential. One mechanism of action of proguanil, via its metabolite
cycloguanil, is inhibition of dihydrofolate reductase, which disrupts deoxythymidylate synthesis.
Proguanil also has antimalarial activity independent of its metabolism to cycloguanil. Proguanil, but
not cycloguanil, is able to potentiate the ability of atovaquone to collapse mitochondrial membrane
potential in malaria parasites. This latter mechanism may contribute to the antimalarial synergy seen
when atovaquone and proguanil are used in combination.

Microbiology

Atovaquone has activity against Plasmodium spp (in vitro I1C_  against P. falciparum 0.23-1.43
ng/mL).

Cross-resistance between atovaquone and antimalarial agents of other drug classes was not detected
among more than 30 P. falciparum isolates that demonstrated resistance in vitro to one or more of
chloroquine (41% of isolates), quinine (32% of isolates), mefloquine (29% of isolates), and
halofantrine (48% of isolates).

The IC, of the primary metabolite of proguanil-cycloguanil against various P. falciparum strains was
4-20 ng/mL; some activity of proguanil and another metabolite, 4-chlorophenylbiguanide, is seen in
vitro at 600-3000 ng/mL).

The combination of atovaquone and proguanil was shown to be synergistic against P. falciparum in
vitro. The combination was more effective than either drug alone in clinical studies of the treatment of
malaria in both immune and non-immune patients.

Clinical Efficacy

Prophylaxis

The efficacy in non-immune paediatric travellers has not been directly established, but may be
assumed through extrapolation by the results on safety and efficacy in studies of up to 12 weeks in
paediatric residents (semi-immune) of endemic areas, and from results of safety and efficacy in both
semi-immune and non-immune adults.

Data in the paediatric population are available from two trials that primarily evaluated the safety of
Malarone paediatric tablets in (non-immune) travellers to endemic areas. In these trials, a total of 93
travellers weighing <40 kg were given Malarone and 93 received another prophylactic antimalarial
regimen (81 chloroquine/proguanil and 12 mefloquine). The majority of travellers went to Africa and
the mean duration of stay was between 2-3 weeks. There were no cases of malaria recorded in any
subjects who took part in these studies.

Treatment

An open-label, randomised, parallel-group trial was undertaken in Gabon in 200 children weighing
>5 kg and <11 kg with confirmed, uncomplicated P. falciparum malaria. Treatment was with
Malarone paediatric tablets or amodiaquine suspension. In the intent-to-treat population, the 28-day

8
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cure rate was 87% in the Malarone group (87/100 subjects). In the per-protocol population, the 28-day
cure rate was 95% in the Malarone group (87/92 subjects). The parasitological cure rates for the
Malarone group were 88% and 95% for the ITT and PP populations, respectively.

5.2

Pharmacokinetic properties

There are no pharmacokinetic interactions between atovaquone and proguanil at the recommended
doses.

In prophylaxis clinical trials where children have received Malarone dosed by bodyweight, trough
levels of atovaquone, proguanil and cycloguanil in children are generally within the range observed in

adults (see following table).

Trough Plasma Concentrations [Mean = SD, (range)] of Atovaquone, Proguanil and Cycloguanil
during Prophylaxis with Malarone in Children* and Adults

Atovaquone:Proguanil | 62.5 mg:25mg | 125 mg:50 mg | 187.5 mg:75 mg | 250mg:100 mg
HCI Daily Dose
[Weight Category] [11-20 kg] [21-30 kg] [31-40 kg] Adult ( >40 kg)
Atovaquone (pg/mL) 22+1.1 32+18 41+1.8 21+12
(0.2-5.8) (0.2-10.9) (0.7-8.8) (0.1-5.7)
No. Subjects n=87 n=388 n=76 n=100
Proguanil (ng/mL) 123+ 144 18.8+11.2 26.8+17.1 26.8+14.0
(<5.0-14.3) (<5.0-87.0) (5.1-55.9) (5.2-73.2)
No. Subjects n=72 n=383 n=75 n=95
Cycloguanil (ng/mL) 7.7+7.2 8.1+6.3 87+73 109 +5.6
(<5.0-43.5) (<5.0-44.1) (6.4-17.0) (5.0-37.8)
No. Subjects n=58 n=69 n=66 n=95

* Pooled data from two studies

Absorption

Atovaquone is a highly lipophilic compound with low aqueous solubility. Although there are no
atovaquone bioavailability data in healthy subjects, in HIV-infected patients the absolute
bioavailability of a 750 mg single dose of atovaquone tablets taken with food is 21% (90% CI: 17% -
27%).

Dietary fat taken with atovaquone increases the rate and extent of absorption, increasing AUC 2-3
times and C,,,x 5 times over fasting. Patients are recommended to take Malarone paediatric tablets
with food or a milky drink (see section 4.2).

Proguanil hydrochloride is rapidly and extensively absorbed regardless of food intake.

Distribution

Apparent volume of distribution of atovaquone and proguanil is a function of bodyweight.

Atovaquone is highly protein bound (>99%) but does not displace other highly protein bound drugs in
vitro, indicating significant drug interactions arising from displacement are unlikely.
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Following oral administration, the volume of distribution of atovaquone and proguanil is
approximately 8.8 L/kg.

Proguanil is 75% protein bound. Following oral administration, the volume of distribution of
proguanil in adults and children (>5 kg) ranged from 20 to 79 L/kg.

In human plasma the binding of atovaquone and proguanil was unaffected by the presence of the other.

Biotransformation
There is no evidence that atovaquone is metabolised, and there is negligible excretion of atovaquone in
urine with the parent drug being predominantly (->-90%) eliminated unchanged in faeces.

Proguanil hydrochloride is partially metabolised, primarily by the polymorphic cytochrome P450
isoenzyme 2C19, with less than 40% being excreted unchanged in the urine. Its metabolites,
cycloguanil and 4-chlorophenylbiguanide, are also excreted in the urine.

During administration of Malarone at recommended doses proguanil metabolism status appears to
have no implications for treatment or prophylaxis of malaria.

Elimination
The elimination half life of atovaquone is 1-2 days in children.
The elimination half lives of proguanil and cycloguanil are each about 12-15 hours in children.

Oral clearance for atovaquone and proguanil increases with increased body weight and is about 70%
higher in a 40 kg subject relative to a 20 kg subject. The mean oral clearance in paediatric and adult
patients weighing 5 to 40 kg ranged from 0.5 to 6.3 L/h for atovaquone and from 8.7 to 64 L/h for
proguanil.

Pharmacokinetics in renal impairment

There are no studies in children with renal impairment.

In adult patients with mild to moderate renal impairment, oral clearance and/or AUC data for
atovaquone, proguanil and cycloguanil are within the range of values observed in patients with normal
renal function.

Atovaquone C,x and AUC are reduced by 64% and 54%, respectively, in adult patients with severe
renal impairment (<30 mL/min/1.73 m?).

In adult patients with severe renal impairment, the elimination half lives for proguanil (t,, 39 hours)
and cycloguanil (t,, 37 hours) are prolonged, resulting in the potential for drug accumulation with
repeated dosing (see sections 4.2 and 4.4).

Pharmacokinetics in hepatic impairment

There are no studies in children with hepatic impairment.

In adult patients with mild to moderate hepatic impairment, there is no clinically significant change in
exposure to atovaquone when compared to healthy patients.

In adult patients with mild to moderate hepatic impairment there is an 85% increase in proguanil AUC,
with no change in elimination half life, and there is a 65-68% decrease in C,,,x and AUC for
cycloguanil.

No data are available in adult patients with severe hepatic impairment (see section 4.2).

5.3 Preclinical safety data

10
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Repeat dose toxicity:

Findings in repeat dose toxicity studies with atovaquone-proguanil hydrochloride combination were
entirely proguanil-related and were observed at doses providing no significant margin of exposure in
comparison with the expected clinical exposure. However, as proguanil has been used extensively and
safely in the treatment and prophylaxis of malaria at doses similar to those used in the combination,
these findings are considered of little relevance to the clinical situation.

Reproductive toxicity studies:

In rats and rabbits there was no evidence of teratogenicity for the combination. No data are available
regarding the effects of the combination on fertility or pre- and post-natal development, but studies on
the individual components of Malarone paediatric tablets have shown no effects on these parameters.
In a rabbit teratogenicity study using the combination, unexplained maternal toxicity was found at a
systemic exposure similar to that observed in humans following clinical use.

Mutagenicity:

A wide range of mutagenicity tests have shown no evidence that atovaquone or proguanil have
mutagenic activity as single agents.

Mutagenicity studies have not been performed with atovaquone in combination with proguanil.

Cycloguanil, the active metabolite of proguanil, was also negative in the Ames test, but was positive in
the Mouse Lymphoma assay and the Mouse Micronucleus assay. These positive effects with
cycloguanil (a dihydrofolate antagonist) were significantly reduced or abolished with folinic acid
supplementation.

Carcinogencity:

Oncogenicity studies of atovaquone alone in mice showed an increased incidence of hepatocellular
adenomas and carcinomas. No such findings were observed in rats and mutagenicity tests were
negative. These findings appear to be due to the inherent susceptibility of mice to atovaquone and are
considered of no relevance in the clinical situation.

Oncogenicity studies on proguanil alone showed no evidence of carcinogenicity in rats and mice.

Oncogenicity studies on proguanil in combination with atovaquone have not been performed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Core

Poloxamer 188

Microcrystalline Cellulose
Low-substituted Hydroxypropyl Cellulose
Povidone K30

Sodium Starch Glycollate (Type A)
Magnesium Stearate

Coating

Hypromellose

1"
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Titanium Dioxide E171
Iron Oxide Red E172
Macrogol 400
Polyethylene Glycol 8000

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

5 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PVC aluminium foil blister pack containing 12 tablets.

6.6  Special precautions for disposal <and other handling>
No special requirements.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Glaxo Wellcome UK Ltd. Trading as GlaxoSmithKline UK,
Stockley Park West

Uxbridge

Middlesex

UBI11 IBT

8. MARKETING AUTHORISATION NUMBER(S)

PL 10949/0363

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 15 July 2002
Date of latest renewal: 13 July 2012

10. DATE OF REVISION OF THE TEXT
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126)) . #EBREOKEET 7 U D~OITETH Y, FEMHERREIL 2~3 B ThH -7,
_h6®ﬁ%;£MLtw#n®W%ﬁ IBWTH, 7 U T OREITRE SN2 o T,

BPHED I W E~ Z U 7 L e E I SR S kg LA, 11 kg A /N RS 200 44l
%rxf%tk L7-EEM. BIEAL, WATHER LR BR S U AR v CEMi SNz, wiRE i, b
WH7T ~xay /e sy = VHEEEERLS 8 XX amodiaquine BREIRIC X AIREEZ1T - 71-,

mmmwmm%ﬁuowfﬁ@tmaﬁﬁf@mﬁ$(mﬁ%ﬁ%)@Kﬂﬁ?ﬁW%
(87/100 #4) T. Per-Protocol 2235 1F A ARAIRED 28 HIEH=RIE 95% (87/92 %) TH -7,
F 7o ARAIRED T RIFR PRI R IT ITT 42 Tlid 88% T, PPAEM TIX 95% CThH -7,

52 RYEhRBRHE

HEEHEIZBWT, 7 MR ar & e 77 = Vo RIZIEYENE I BERITA Uy,

T O DI NRICAFN ZRBEICE S HETEREG LEZEKRBRTIZ, 7 hay, 7rn
7 =/} W cycloguanil ® b7 7¥REX, L T, ATRO LN N7 7REOHHANTH
o7 (FTRZH) .

INEFR O N ERIGE LizT hoxay /a7 7 S VIR G 8 X 5 PRI IS

ST boxay . Fa s 7 =Kk eycloguanil © k7 7 I AEHRE [EHfELSD, (6
) ]
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T hRarlFa 7 | 62.5mg25mg | 125mg:50 mg | 187.5 mg:75 mg | 250 mg:100 mg
=)VIEEEYR O 1 H &
LNl [11~20 kg] [21~30 kg] [31~40kg] | kKA (40kg
)
7 ko33 (pg/mL) 22+ 1.1 32+ 1.8 41+ 18 21+12
(0.2-5.8) (0.2-10.9) (0.7-8.8) (0.1-5.7)
PR H n=87 n=88 n=76 n=100
Fa sy = 123 + 144 18.8 = 11.2 26.8 = 17.1 26.8 + 14.0
(ng/mL) (<5.0-14.3) (<5.0-87.0) (5.1-55.9) (5.2-73.2)
n=72 n=83 n=75 n=95
Pl Z
Cycloguanil (ng/mL) 77172 8.1 EX6.3 87EX173 109+5.6
(<5.0-43.5) (<5.0-44.1) (6.4-17.0) (5.0-37.8)
BB 2 n=58 n=69 n=66 n=95

2B OET — 4

WL

7 IR TERREEOIEEY T, KIZITETFIT W, BEHEBREICE TS T hNa o
AFT_ATZEVT AT DT — XTIV, HIVEGEBEIZT N2 V88 750 mg 2 1

BICHERREG L2 & X ORI AL T A Z Y T 415 21% (90%CI : 17%~27%) TbH

<7,

BEMERRERZICT vNar 2535 & IR E ORI ES N L, ZEERHC T
AUC 728 2~3 fi£, Cmax 2 5 fF@m< 25, /NEHT bRav / 7a 77 = VIERER &5,
B, HDOWVITHMEAREI 2 EBERZICIRAT 2 Z ENEE L @2IHBHR) |

7a g7 =) URRREIL. BEOEDICED O T, HNTIAFHEICIN S b,

Eaxiil

T IR ar K OTa ST =D BT OSBRI E L FRE 5,

T R NIEWVEBAMAR (99%H8) & RT AN, in vitro ICB W TEBRE A RO E Vi 3K
AR TEBEMETHZ LTV, BEAMEOBEBIZ L - TF LWIEWFEA/ER
BAELD EITEZIZ WD,

BORE®ZOT a7 s 7 = VO mafEITN 88 Lkg TH D,

I T = VOERBAERILTI% TH D, RAKOVNE (KESkg#) 2B %k 0#&5
BOTa T T = NDOGAARFEIL 20~79 Lkg Th o7z,

b MIUEICBWT, 7 hRarRONT a7 7 = WIZ N EN O ST EBE RIE S o1z,
RN ZE 4

T RRar R ENDH LA RTZET L RAIELNTE LT, 7 F3a DR e &
X2 OFNTHY . BALEYOKRERS (90%H8) NARZEvIAE L CHERICHtE N5,
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Ta T = AREREIE. FICEAT b T v — 4 P4S0 D43 1R 2C19 12 X 0 ISR S,
ARERE U TRPUICHRE Z D DIE 40% A0 T 5, R T 5 cycloguanil & OF 4-
chlorophenylbiguanide & fR FUZHEME S5,

HSREAERECTOAF O, a7 7 = VORI~ Z U 7 OREXITHICEEEY 5.
272N HTH B,

HEit
MRIZBIT DT~z ORI 1~2 HTH D,
/NRIZET 270 77 =)V O eycloguanil DTHIHREHIE TR LK 12~ 1S KR TH 5,

TR ERTa T = AORA 7 VT T A IEEOEANA LS THI L, 40 kg D
BRE TIE 20 kg DBEBRE TR TR 70% 8 < 725, KE 5~40 kg O/ K Ok N BE (281
LA 7 VT T AL, T hoa T 05~63Lh, 7/ 7 =)L T8T~64Lh Tdh-o
7=,

B RERE B TR T D EN R

EHSRERE E 2 AT 5/ 0 2wt & L2 ilBRIZFENE STy,

BN T EEDOFMERELZ AT HIRABETIE, 7 hay, 7ars7=LEY
cycloguanil DFEH 7 V7 AR,/ XL AUC T — X 1%, BHEREE T BE TRO L E
DEIFANTH 5,

HEBMEEE (7L 7F= 7 )7 T2 30mL/min/1.73 m* Kii) 26T 5ABET
1. 7 /82D Cmax KON AUC BREEH 64%. 54%04 5,
HEBEREE LB T 2R ANEE TIL, 71 77 =)L KO cycloguanil D VH K A 2N E K5
L7280 ((12 BZ2H 39 KEf#, 37 WEf]) |« RIEHR G CIHMERDE L 2 WeEMERH 5
A2THKE D44 THBI)

TR RE R R (238 1T 2 3B hE

g RERE T A A3 B/ N &2 kb5 & U3 BRE 580 S Ty,

BRED D FE R O RERE E 2 A3 2 A BRE TlX, 7 M3 OBREEICEREIER B
AR TR R & 72 2B KITAE T,

BRI D RS OB E A AT 5 AEBE TIX, 7177 =/1d AUC 23 85%HM+ %
N, W IZE U9, cycloguanil © Cmax K U8 AUC 1% 65~68% 8095,

HENREREEZ AT 2RABZTICONTIET =2 RHEo TRy W2HBR) |

53 HIBRKRZEMNET—%
AE ¥ 53tk

T hoRay T a ST S VRBERLA BE A W T R R G- R BRI BV TERD DAL T A
W, TR Tl 7= VBT L0 THY . PRSI D ERRE RIS TR
=V VDBRWAERTRO BN, L L, a7, w7 U T OEEBELOTIICE
WT, BEERNEHESNAHELEDLR2VWHETAL ZRIFEHAINTWA D, Zhb
O RITERIERZIZEAEEZ2 W EEZ NS,

A G RAR

Z7 v MO THFXITBNT, 7 hay /Tra Ty S VRO CRAEILE O b
Mo T-. SZREREX T HERT « HAEZORE~ORASHOEBICET A7 —ZIIE 6TV
W, ANRET vz )/ Ta T = VR A SEOME &« DR IZBT 5 BRIZB VT

10
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INEDNRT A—=F~DEEITFHED 5N TR, BEEAIEZ W 1O TOMREE
MRBRICEB W T, B h~DEERAE % ICRO b5 EFRGEE L RRE O L FIRGEE T,
JRIRIABH ORHMAREE N TR BTz,

75 B

JRE 7R BIFERRICEB W T, 7 Mo X7 a 77 = VMR SRS B 2 R S
o,

T hNareTu 7 = VORGSOV TR, BRFEMRERZ FEHE L TR,

7a 7T =)V OIEHERE TH D cycloguanil (F, Ames iR TIEREIV EETH 723, ~
7 A N fEA R KON~ T R MERBR T Td o 72, Cycloguanil (Pt Ko ZER4S
PWE) ICL D 2 ODBMIERIT. 74 U VEROMHREICE LB, HDWVITHK LT,
D3 AUJE

~ U AZHNWTZT hoN 3 BB G- O D A JEPERERIZ BT R R IE & OV R g D 36
BEO EAPEO LN, 7y NTIXZOX I 2T RIIRO LN TE LT, BRFEMHERET
LIEETH -T2, ZNHOFTRIZ, ~TART b3z iz L TERMICEEZETH D 2
EICERT 0L Bbh, BRERLFZLWEEILND,

7a 7T = )VEMBE ST A B ARMEREBRICB W T, T v h RO~ T ACTHAJRIEILER S
Lo Tz,

a7 =T hoxa O EEGICBT 2 23 A JRMERER X5 S LTV Ry,

6. B
6.1 Whh—&
53

Poloxamer 188

Wi L e — &
KE#EE Rado 7o ltilon—2R
AE R K30

T T a—= Vg ) oA (XA T A)
ATT VU~ TR T A

a—F 4T

B Arn—2A
“g{bFZ o El71

= {8k E172

<7 13—/l 400
RY=F L 7Y a—1 8000

6.2 BLAER

ML,

6.3 AZHIME

1"
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54F

64 HELOBE

AFN OIS FEOFEEITFIT 20,

6.5 FHDOBERUCHNEY

PVCTIVIFRANT YV AEZ—Ny T J128EAD

6.6 PBEFEL (ROZOMOImY HF\E) OFFIRER
FriZ7a L,

A S S BEE XA E O BRI - THEHET L 2 &,
7. EELTIRERIUSE

Glaxo Wellcome UK Ltd. Trading as GlaxoSmithKline UK,
Stockley Park West

Uxbridge

Middlesex

UBI11 1BT

8. EEMTRARES

PL 10949/0363

9. HREARBAREEEAHR
WEEKZRH : 20024E7 H 15 H
B EIH - 2012467 A 13 H
10. ZETHEHHE

2013410 H 18 H
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1.7, [FfERBh S — T2

1.7. RERDA—ER

T R aTa s 7 = A EBRERGEE (LU, AA) LRI~ Z U T7HTHLA T m
X R BRI K O = — R ESEOK T R O ZhRE - 2hE. L - A&, A EorESs
AR E X LT 1.7-1 1R T,
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60:60:9} 910C ¥0 994

zd-711

F17-1 EERMSE (A 70X VERERFARUVF=—RIERIERA) COMEE - BR, B - BE, ERLOIEFOLRER

— x4 T hoNavTa T VIR A7k R X = — RIE R KR
= = ~ /4\\['»
(il%ﬂ'é) _?;gjj\/fiﬁ”ﬁiiﬁ A7 7%y TeH3V) §E275 W% = —% [hxA |
= Ju (=7 N b - A S IS 2N
f};“ﬁ 20124E 12 A 25 2001424 /1 4 H 1986 4E 2 A 25 H
HEA
A H — 2012410 4 1 H —
FERFA
A — — 1976 47 7 23 A
Hiil X5y BISE, LTI, A5 AR SR A5 AR S
b
M .
Fo F
j r
N . HiC
0 . . 2T T MT- “xo
ThiEe | - HCI - 2H:0
R
H H H : - HCI
/@/NTNTN\(CW HOwy —kj B R B
NH NH CH L
al 3 - HCl HN. .
a7 = VIR
KR | ~7 2 EBASHE 1SEICA 7 U W 275 mg 2 A5 7 | IghicHE Fo—3EmE KM 1 g2 ah
s LEEFIZT bRz 250 mg KO a7 7 =4 | v bha—TF 4 v T EE T2 AAl
BEH 100 mg 2 G BT 27 4 L bha—TF 1 2 Tk
~ 7 u o NRHEAEE
LEEFFIZT bR 625mg N7 a7 7 =)L
W 25 mg 2 G BT D7 4V bha—T 4 T EE
e« R | 707 ~7 07 ~7 07
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60:60:9} 910C ¥0 994

gd-/1

i

T b av T a7 = VR

A7 e

% = — IR K FY)

IRE - Bk

ZheE - ZVRICEE T A A LR

) BENFe 77 A b (=7 U 7 REOKIR
) IR RN, T U TIRBO
RIRERNTER SN D Z A~ U 7 KOG
B~7 U7 OIRBEICHWDGAIL. BEIC
HEE L, ~7 U 7 EROKRKICHT 5T
PE R T HANC L DIRREBET DL &
( TEELEANEE] OHESBMHR) |

Q) EEOREEDH 5 BEITIRED BT
53556, AROREKRY THETa s
T =V O ELE U, iR ER
5 Z & CRWERDIRBLT 2 a2 @7z
B, MBI OEEEBET L0 S B ORE
ZEEIHB L, BRI L DA ER
% Ela 5 SHEr s D GEICoHEE S
b (MEELL) | TEERLARWE
Bl RO [3EyEE] omEsR) |

(ZheE - WRICBEET A A LoER)

(1) AEIZ THIZAWD A, =7 VT
FEABT 2 ATHEMEN R < | BERTAS LT & ]
LB AIcRE52EETH L,

Q) ABIOBHIIRANENRETDH L,

ik - &

B
BRA
WE, 1B LAY May/7a s 7 = ViERE
L LT 1000 mg/400 mg % 3 HH., BHICRAOE
5945,
/N
WE, REIECT M3/ a T = VR
e L CTiLo&bG&Es 1 H 1A 3 A, &#%
RN ERET S,

5~8kg : 125 mg/50 mg

9~10kg : 187.5 mg/75 mg

11~20 kg : 250 mg/100 mg

21~30 kg : 500 mg/200 mg

31~40 kg : 750 mg/300 mg

>40 kg : 1000 mg/400 mg
i
BEA
WEL. VA LRT hay /e l7 =

B O EERACE., REIECA TR

HERE L LT, 825mg (358) ~1,100mg (48E)

2N EIL CROEET 5,

30kghh b45kgAdii © #IE550mg (25E) . 6~8
Mef#1c275mg (188) ZRO#E59
Do

45kgll I : #IEISS0mg (2 §E) . 6 ~ 8 I¢fi]
#%12550mg (288) R AKRET 5,

JEGe L (A 7 a X VilitED~F U T RITH
) ROYERIZ Lo T, BRAICIIEEIZE U A
Tuk U S LT, 1,100mg (488) ~
1,650mg (68%) #2~3[ENIHEI L CRRA&K ST
2.
30kghh b45kgAdli © #)[1825mg (35E) . 6~8

el 12275mg (188) 2059
%,
45kgll 60kg AT : #IMI825mg (3%E) . 6~8

o —pHEREEKF & LT, @, RALE
0.5¢% 1 H3EIRA&KET 2,

TRRED BN - AR T

0T

L]

[p(

_ oo
=

F



60:60:9} 910C ¥0 994

pd-21

— B4 T ka7 ST = VR A 7w e X = — IR R KT8
ik AR | VIEERE S LT 250 mg/100 mg %2, ~ 7 U T B4 12550mg (288) AR D54

ITHUIEEIZE 24~48 IEfRIRT L 0 BRZA L. WA T Hils
W RO THUISR A BfEdL7=%% 7 HE. B HE
‘IR T 5,

AN

B, KBS LT a7 a l 7 = e
WL LCTRoKGEZ 1H1E, ~F VTR
ITHIEREIRE 24~48 FE[HIET R W BRAA L . JicdT sk

WHTET R OAT IR & B 722 7 B, B H &
BIIRAFEEGT 5,

11~20 kg : 62.5 mg/25 mg

21~30kg : 125 mg/50 mg

31~40 kg : 187.5 mg/75 mg

>40 kg : 250 mg/100 mg

5,
60kgll I : WI[EI825mg (3 §E) . 6 ~ 8 MFfH]
#%12550mg (2 $E) . S 5126 ~ 8 I
#%12275mg (188) &R AKET 5,
T B EEARAICE, KEISETA TR
HEEAHE & LC. 206.25mg (3/48E) ~275mg (1
B8) . ~ 7V T ATHUEE RS AR T X Y Bds
L. DAMMMR (RCEH) TRA%KET S, it
1T 2 BT 4l IR R B35, 7ok,
PATHUR COMENE VRS TH-> T, Ak
VZPRAT HidEk 2 Bl AL - AR O 5T 5,
30kgLh F4SkgAedi : 206.25mg (3/48E)
45kgll I : 275mg (158)

ik - ARCEET R LoER

(W5 RIS U R b0 7 < e D A %
BIRTDHZ L,

QARIOEKST THBHT b a3 T
IR ENME T T 5720, A% UTRLAE &
EHIC A LEERED LRI HRE S
HHZ L,

QY FHITNEN: %k LTV DB TIET bz
COWILAME T2 /[N H 5, AFIOHFE

#% 1 BRRICLNICIEM: L 72388101, BiRE &
22 ¢ (TEERLANER) OSSR |

(A - FRICEET A LoER)

(1) ZEErEZ W CARA S 2 & (( TdA Lk
OWE | OHEEBH) |

Q) IHRICBWT, MEFO~Z Y 7R BN
B 582 BUNICBE R 2R ST, b
HVIIEINL . BERIERSAZE S L ITE
(LDBAITIE, [ERT O T 72 3540
ERTDH &,

(3) AAIZE THHIZHWDEAIIE, BIERICHE
BEL, B5EHMIIERE LCI2EETE
L. ZOHOMEEGIZONTIE, FIER
DOFRBEITHE L. EWICHREZ Fhi T
HENEEIITH 2L,

0T
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[p(
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KEIZ2 T HIZHODHAEICE, Bitio~Z7 U7
THYLIRIL B B E 2 T, AF O MBI 2 EEITHR
STnzl,

(£ 2] kosFI®ms LA
L)
(@ LR OTBL) )

ARFN DRI RE LI BOE OBEERE D & 2 B3
(FED B CTHRET H5E5)
EHEOBEEDH 2 BE [FAOEEEKY TH
57007 =) OPEAERIE L, P iEs E
AT 2AReErH 5 ( MEERS) | [EEAR
EANEE] L RyEhE] omESR) | ]

[#BR] RoBFITTHRE LRV L)

(1) FFIDRS T F =—FE0HELULEmIC
5t U CIRBUEDBEFRED & 5 BE

(2 EHAERER, AR, LR ( VRS~
D5 OEBR)

(3) #EIFIUTIEIE L T WD ATREME D & B itk
( T, PEbm. BHIWFE~OBE ] OIH
ZH)

4) TADADBREIIZDORERDOH 5 BE
DE#EETEendbs, ]

(5) BIHEDOBREXIIZDOREREDH B BE
[RBMERZE( T BENRH D, ]
(6) F=—3EE5FORE ( HAEH] OHE

ZH)

(1) ~»uezrr by (ERERER) EFD

BE ( FHEER) oHESHR)

[#E koBFTEIHEELLNZE) ]
L7 AT I —negbGhoRE (12MMEE
HIoEZR)

QIR E TR L CW A AREME D B DR A
([5555%, ER, BILRSE~0kE 0mES
i)

3. % = —RITH LiBBUE OBEREE O & 5 BH

1LEERE RoBHICIEEICERSTS 2

L)
BEOH HEE (HEOEREOSH S BE
T ENCTHRETDHEERL) KA
DOEERTH D71 77 =)L DA B IE
L, MmREN EFT 2 fEEnH 5 ( 12k
=1 . [2hEE - SIS BE T 26 Eok
B, TEEALEANEE] KO [y
el OHEBR) ]

A

1LEERE ROBHICITEECRST 52

&)

(1) BEEOH 2 BE [RAIOMPIRED L5
THBENWRD D, ]

) HEED® 2 BE [RAIOMHPIRED L5
THBENWRD D, ]

3) DIgDEREED & 5 BHE DERAET
HBENWLEDH D, ]

LEERE ROBECIIERCZRETSZL)
ITHERERRE S D &> 5 B UITHRE R & B I2EME
SELBLTNRDH D, ]
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HE (WAFIOFERIZELTE, =7V 7IBALTE | (1) BBROREK O THODOEGIZELT

IR & AR A FE ORI XX F OFFE DT
TITH Z &,

QAANE THICHWAGEITIE, EiED~Z
U 7B b F 2T ARHI O M T 1E
FICHT2Z2 & [ [Z20foEE] OES
SN

Q)EMEECHMS A 2E LI \EE~T U T RS
WZHBNWTIE, AAOER+FITH LR
AREMER B D720, MOTREEEBET D2
L,

OAFN O ESIZ~T U T RHR LA,
XTI EFRIEN R L -GG 12, <7
V7 OFRMERIN G222 OFA O 5% %
ETsaz L,

G)=ZRBA~TZ VTR LT hRarkritra s
T oV RS L, BREALZLIE
WEINTWS, ZHE~TZ Y 7 UIIE~
Z VTR SN RATE RO IS O HR
WCEB~TVTRIEZFIZIE, 7V T RED
RIRIRIC R~ B iEME 2 R 3RANC L DR %
EETHZ L,

1T, =7 VU 7ICE L CEMBMERE AT S
ERIOEEDO T TITH Z &,

Q) ARNOEEIZE Y, HFV, TR
EORREENEHT L EBH LD
T, #EHDRLS L L4EBIZABIEDE
R TR & 1F O B OB EIC IR S0
EOEETHZE, 2, Vv ha—Xx
H—LPDENE OWY L WY~ DT HZRET
SEBHZ L,

3) BHIZh Tz TiIE +oic#lst L, iE
RIS CIRE ELBER/NROMHIC & &
B, ENH LI NGEITIE M OEEIC
okzsnz L,

@) BERBIZESLD, ERREIERIZOWTEA
FIZHA L, AL, 22, HbEXOR
S, SEELUIRBEO RGO R RED 5
NI AT FIREIHEE T D &
IERTHZ L,
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3A) WL VRSN D Z LRI TV D,
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BV 7T = DOIEWACHY TH 5 cycloguanil | (3) AANE. pHS.5LA L THEMMENME T4 5, i
(DHFR FLEEMZAT) 1TME 2 Av7-18 BRI, Hy-lEWrsR, 7'm bR T ERS
IRIBRE R T ThH o728, w7 R DEHHpHE L5 S8 53H) L ofEHIC &
VS JEAIAE 2 PN TSRS T GRS SRR L O D AREIOBEMPENMET L, RIAME T4
< 7 A% AW/ MERBR Tl R LT, LT EMEZLND,
L L7236, cycloguanil (IZX 5 216D @) ~ 7V 7 WATHIR A~ DHRITE BSAK % T8
B, 74V CBROWRINC L > THE L HK R 2B, F—oThiE~I V7
SIS LTz, AU L 2 FREB & THDZ &,
@~ 7 U 7 HATHE A~ D PERTE A A % TS PR A 7 L —l % B L eV RSSO B
AT HBCIE. PHIOEARIE~Z U TN Bl & YA FETWROHE R L RN H 5
Wz X BRI EBFS Z & Th DIz, thoT EENTWHZ EEFBHIL, EEEETZ
PiFER BimA7L— iR E) b L,
VETHDHZ ExPAL, ERZRT L,
ﬁf};g 201342 H G (BE7hR) 20134F1 HGET (70K
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Malarone® Combination Tablets
Malarone® Pediatric Combination Tablets
PRy - FOTT7 oGRS
Ao & 6E /N RE A BE
ik |IRRAT KRE S 22400AMX01490
fEHHIMR « mEEIC KRR o . 201342 A
A | o )
AR 5T AL 2013452 A
[ R A 1996 4E 10 J
(€ Bl (ROBEEFIIHE Lo k) | BheE - BRICEES AERLOEE :
(Ul (BTG ) V(DAL T VA b (=T U T EEOKIRER) 1S3 e )
KRB D5k Ui UE OB O & % B ! wtw\v?U?ﬁE@%ﬁmﬂ%&éhé*Hﬁvi)Y:
(TR BTG T 58545 ! KOG~ 7V 7 ORFEICHW 25581, BRICEREL, « '
HEOEREDH L BE [(RHAOEAKS THLHTu s T =1 o 7 U T ERORIRIKIS KT B iR R T HRANC L 1R EE S
OPEMESELE L, mfEN RS2 eSS 5 ( [EEE VTR E (TEEAEANES) OmBH) |
5 TEEZEARNER] KO ERp@hk 0Bzl ] V QEEOEFEED DD BEITIHEO B TR D54, A4 |
L DOEEHSY T BT 0T S OPRIENSIEAE L, fLHREE S !
(488K - 1K) v ERTD 2 L CRHEMDS BT BRI 20, Mﬂ@:
1. #Bk o BGEBETAREBRGOAEAEEICHET L, IBRIZED
. ~ 5 v /N oo giags |1 ARMESERIEE EED LR SN B HEAI mﬂ&fwé o
R FifbE TTRVEREE |0 Crmmgh) | (EEAEAMIEE) RO RE |
. L OIHEZBR) !
8o | 7 koo 62.5 mg 250 mg L - 4
i%ﬁ Far7 =) [F% - AE]
& fre 25 mg 100 mg S
RV AxoxF L (160) KU A BA
xoForry 30) U a—iL. WHEL 1R 1VET bz /7 a s 7 =) VR & LT 1000 mg/400
fEEE Lo — A REHREE Fai mg % 3 Hifl, BREBICROEET 5,
sFuLELa—R KE R, MR
e VPR VAETYY S NDR N, WREIGE LT hANTL /T a s T SRR S LT PO
2FFV U~ SRV T A, BT H58% 1 H 13 HH B%ICRAKRET 5,
Am—A fkFr . = 5~8kg : 125 mg/50 mg
#k, vz a—) 400, RY=FL 9~10kg : 187.5 mg/75 mg
> Z ) a— 1 8000 11~20 kg : 250 mg/100 mg
21~30kg : 500 mg/200 mg
2. R 31~40 kg : 750 mg/300 mg

AANFEILAAATED T 4V ha—F ¢ v T CTH#l=— K&
VR TROLBY TH 5,

- Gl * - ] [
e | . (FF%) = (2 ) 25
~7u \

NN | =
A GX CG7 Cf/’ 20 mm 122 mg

B (ZS5mm) |~
~In ©%F
VheA | GX CM3 ey Q (52 mm) 484 mg

fie (11.1 mm) ’
[#h8E - 2hR]

~7 U7
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>40 kg : 1000 mg/400 mg

FH -

BA

WE. LH1ET M3y 7 a s 7 =)V & LT 250 mg/100
mg &, ~ 7 U 7 AT HISE R 24~48 BEREIRT X 0 BAA L. HEATHE
SRHITE T R O T s & BiEAL 72 7% 7 HR, f B RIS NG5
%o

MR

W, REISCT hoay/Fa s T = Ui s LT o#

G 1 B 1E, ~F Y 75T HUsEE 24~48 IfATL D BAs L

VLA T U P R OV 7 ik 2 AL 72 9% 7 HIRD, 5 H &80k 0
#HET 5,

11~20kg : 62.5 mg/25 mg

21~30kg : 125 mg/50 mg

31~40kg : 187.5 mg/75 mg

>40 kg : 250 mg/100 mg




'k - AEICEET AEALOER :
(DG EICE U CEEEDNR LR b BRI A RIS L,
L QAR DR T DT F AT T A E T |
VT ARED. BRBTASE L LB 1 B 1 EERED bR
DRSS DL, !
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1. KBRS ROBEIMEICRETH L)
BEEDH HEE (BEOCEREDOH D BHFICTHOH TR
59 258%%<)  [(KAIOREKRS THL TR T =08
HEANERIE L, MPREDN EHT D AEEER D D ( [HER) |
[Zhie - ZhRICBE T 26 o)« THEEZREARNE
B RO TIRpEhE) OEBR) ]

2. BEEGERNIE

(WARFIOFERICEE LTI, ~7 U T L CHaokemik s Rk
FFOERIIIZDFREO T TITH Z &,

QAANZ T AWV EGAICIE, EMeD~T U THEGRL S B
FZ2C, AFoOMEEAERERICRFTT2ZE [ IZ2ofoiE
Bl 0mEsE]

Q)EMEECRA A 2E D EIE~ T U TERFIZBW TR, KA
DNREBF G DLNIROVATREER S D720, ol %5 &
THZ L,

DAFNOEEHRIZ~T V) TREB LGS, T PR
NEELEEAIZIE, =T Y 7 ORMERBIN A 207225 0 35| >
BhEBETLHZ L,

G)EZHE=F VT LY hRa v kT a 77 =)L &
Lizb&, BRALFLIEHRES N TWS, ZAE~T UV T X
WO~ 7 U TICRE SN RITE R ORI DRBIC L 5~
ZVTHRIEFICIE, v TV TR ORIREICK T 5iE A2 R T
HANC L DR EEET DL,

O)FREDOD HBEFIZBNC, RAOERARS THHTa s T =
JOHEMEAERE L, Mg s LR A RN S 5, BEED
BEEOHDLIEFICTHOENTELG LW &, ok, HE
DOBREEDH D BHEITHFEO BN THAT 2854, BIERNRE
BT B ERIENRR WD, BEICHIZoTX, +oCBlgd 5
e (MR . TohEE - S RICBEET LR LR |
MEERG ) RO [3EmEe) oESR) |

D TFTHIOINEHENRBD SN TV B R~ T U 7 oBE T,
RIRE R T RETH LN, AFEHVDLEGAEICIE, kPO
~ T U TR AEBICE=X—T 5 L,

3. BE#%MA
TRIYAI7 Vo, AT IFIR, V77ROV
77 T F U ER RS ORE TR, T Mo oM R
MMETFT 520, METHO~7 ) 7B EZEEICE=4
—F 52k, T, Tu s T =L EIC CYP2CI9 TR S
%

SRR HRIcEETDZ L)

RElEE BRERAEIK - lEAE BF EBREF
HRYVERRE | ST orEIn | BBFIEI AP TH
E#l b OIEANOFLEEEAE | D,
TONTy U | HE R D A REE

NhHsD, Zhbnk
il A ik LT B

HlZBWT~Z7 U7
D FB5 & ORI 1%t
U A Al % BA 4G ST
ET 251X, &
B2,

V77 v | BFIZAHTH
PERHIZE D 7 b= | B,

> O i R SR
S53%IE T L. tip 1350
33 WEAEME L7z,
. Vo7rT7Frk
ORI L T P A

DAy SV <V
V77 TF
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ES L FRERAER - {BHE
=2 O o R EE YK
34%IE T L. tip 1359
14 R RBEAE L7z,
ThRNaromER | EEFEIEXIAHTH
BEXT NIV A7 | D,

howu773 | UroptiTH 40%
y KFLE, 72, A
by BT ROfE
HT7 hoxar o
BRI 58%(K
Tl

RTV OB | FIXIARHATH
OEAZ VT TR | B,

X7 hoxar b opf
FIZE K 25%IK T
L. AUC I3#J 33%H
mri-,
TRRaryEoH | MEFIEIAHTH
kv A vFren | %,

D Cuuin, s DA BN
D U7 (K 23% 08
BY . AV FENL
DT 7 RER A
T30, FRICHE
HIHZ L,

HrF-ERET

N )

NIRRT

=2

TRTVv

AT FENn

4. gl¥EA
1B :
< U T ORARON2 L Eo/NRBE 5t L U= R
HERZIB VT, RAER 436 B, 202 il (46%) (ZEGRIRAH
B A S RIERNRE SN TWD, FOERLOIE, I 74
B (17%) . Bl 54 61 (12%) | W& 54 5 (12%) . 969% 44
Bl (10%) Thot-, KRR
~Z7 V7 O/NRBRE B~12 5% g e UK R
BT, BIERF] 115 B, 27 B (23%) ICERRRA R & &
CRIERAAREINTWD, ZoFELboiE, EE 11 4]
(10%) . ZHFEIE 76 (6%) Tholz, _UKFREF)
~Z V7 O/NRERFE K Skg ULk 11ke i) Fxt5 & Ly
SR BRI B\ T BERT 100 B 11 61 (11%) (ZEIEM
DHEINTVWD, TONGRIF, TH 6 #] (6%) . W& 2
Q%) . "Mk, Z O FERE, (& 1 B (1%) Thote, K
BRRF)
~ 7 U 7B AR 1kg BLEO/NE) (23610 5 EPIE AL
FERHA BT, 7810 3 61 (42.9%) (CEWEMAAHE Shiz,
ZORNFRIT. EH 2 F] (28.6%) . HE. TRl TSGR
ZERREE 1 B (143%) Thotlz (B 4 [ EUEEHIHMER) |

TBA

R A E RS Lz~ T U 7 PREOWEMER R (%5111
10 R 2B\ T, RIER] 381 B, 64 B (17%) (CERRE
R ZEPRWERANRE ShTW5D, ZOER2b0i%, i
1841 (5%) Thoto, KB

MR (4~16 %) xR E Lz~ T U 7 T OUESMERR
B (RS HR 12 A iR\, RIER 125 Fd. 52 6
(42%) \ZHRRMRAEMREE 2 E0RIERARRESN WS, £
DOER B O, N8 39 Bl 31%) . 58 17 # (14%) | WEH:9
Bl (1%) Thoiz, GKEREE)

HEHENE (4~16 B%) ZxIBE L~ T U 7 P OHESMEER
B CEH3GHIR 86 HF) (2T MIEF 165 Bild. 1 4
(%) (CRIERE LCgmt 1 61 (1%) B@Eshi, KR
)

fERE/NE (3 LA E) RUORRAZE G E Lz~ U 7 PHi0iE
SR IS IRIER AR B (PR 5 IR 28 H) 12\ T, FRIER]
493 Bl 149 B (30%) (ZERRMRA I & &L RIfER A wmE
ENTWD, ZOERLOIE, TH# 37 #l (8%) . BE# 33
B (7%) . FFENTEETZAL 29 B (6%) . MEI 27 B (5%) T
bot, _KFRI)

PR/ (14 BRUL L) ROBRAZERIR E Lz~ T ) 7 PHOHE
Al IR R B CEHER G 26 B) 2BV T, BAEH]
SUL I, 110 B (22%) (CEERRRA G A 2 & RIMEA 2N i




SNTWb, 20X bOIE, TH 27 il (5%) ThoT,
UKFRIE)

R/ NE B~16 %) 2B L LiE~T U T TR O ERRR
B CEH SR 23 B (28T BIEEF 110 Bid. 9 #i
(8%) ICEWEAN@E SN TWD, TOERLOIE. FH 4 4
4%) Thoiz, GERFREE)

~ T VTP RAKT 40kg ZiBx 5 /N (231) 5 EREA
AT IZ BT, 339 Bl 24 ] (7.1%) (CEIEARHE SN
oo ZOERLOIF. TR 11 H (3.2%) . FH%E. ISP
£ 361 (09%) Thotz (f 4 [HLEVEEHHWERE)

(1) EXGEIER

1) BEEMLBERAERE (Stevens-Johnson fEIXRH) (03%) . %
FOHIBE (BE/ERIAED ) o B RGREIEARIE AL, ZTRALREN S 5
B ZERHDHOT, BIEEHSITITV., BENEDLN
S AIiEE G 2RIk L, WYRLEEITY 2L,

2) BEEOF#EEEE. /. BHS5o# EERHTY) &
EONFH#ERE, IFE, B Rl obndZ &n3d b
DT, MBS UFHESEREZITH Z &,

3)TFTFI245F%9— (03%) 774 7Fv—nbbbnd
ZERHLIZOT, BEETHDITY, BEPBDLNIGE
WZIEARA O G2 F 1 L, @YRAEERITY Z &,

4) RAEREDEE GEERBAE D E2) | MEEERIRRGE, Bk
A GEEEARBRT Y M EREE ., SEEERIERE ., [ BRI
NhHoLbhdZ ENHHOT, BEE+HITITV., BENR
O oONTEGEIEI RS EPIE L, WEREEITH Z L,

(2) ZDHOBIER

1~5%%H %% BEFH
& 7
BRE N T
= T, RS | W5, e
Ll Fu
. T, M L, w0 RS, OENE
ak P SR
1] wh. ShE | hE
e e
B RECRIE, 7
ot S5 LR T
BESE 15 WOl

D) BRI O TR LTV B RITERIZ OWTIIAE
ERHE LT,
H2) BEOERERET CHREINATWD,

5 ERE~DOERE
AENIO I RERBRIC IV T, WlE O IRERIZ I L
( TSEpEne) OESM) , —RICHEEE TN - BHESED
AFEENMET LTS T, BEOREZBE LN HIEE
g5+ 52 L,

6. 1EiR. iR BIABEAORE

(DEEAR SUTHEHR LT 2 ATREME O & 2 I NSIXTRE Lo A 38R
falRtEZ L5 S E N EEICoR T2, [T
Nay Ty MIEELZEZ A, B MEARFIZHREG LI L&
DHEENRE DA 6.5 £5 D MAEFIREEIZ IS W TS A BMEIL
LIRS, UHXETIE, b FTOHEFIRBEREDOR 1.4 50
AP B W C R B B (R E R OB B O E) 125
W25 &B X BAILDIEKR ORI RE « RO 72 IR 23 7
bz, Flo, Ty MEOY Y T EERR OB L0 A
i L CRIBICOMT A ERRESN TS, Yers 7=
Vo Ty RO XOR - JRRFBEAICET 2R TIE. k|
MAEDZNEH 20 KT 40 mgkg/ H (b MEEREROK 125
KX 1 EICHY) OBGICE > THEZEIIRD SR oTz,
F v b OHAER - BORAEROBHAEEICET 5 RBR TR, &
16 mgkg/ A (b MEERFEEOR 1/50 (%) O HIZLD
EEEIIRD LN hoTz, ]

QAT O ANTIE, ARG IR cRT s e, [T
hoRay B ER(T v N TAHTICBITT 2 2 L3l sh
TW5, 7a77=) bt MLHHFICBITT L2 N
whEEN TS, ]

QARANDOEER S THH TR T =ik, ~Z7 UV T7FEOTE R
n#EfpL 47 % —+¥ (DHFR) ZMET S Z EICk R4 58
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T 5, ¥RV TV AL MTE O ERBOHRNBEIHT 52 & &R
TT =X IR, WRERBOTOZDIZERY ) A b
ZRG RO HERRAER O L tEIE, AFEEF LYY A2 b
AR L TR,

7. MNREADES
IR I, B AR VSR Skg AR/ NI 2 etk
RS L TR0,

8. BRmEE
0%« FER 0 7 b3z 31500 mg E T O ERGIERI 2 WS
EhTWb, ZO5H YT 7=V ALKy (BEERH) b
RIRHZIRM L7clmx 5-BE 1 fIClk, A e r EUME
DB LTz, BEESHRIIEZbHRESL WD, TrrT =
LTI, 100~200 mg/H D7 v 77 = Vs O B> T
g2 JL 530 2 DA PRgONE M 7 & O F F RGBT 2 Al
END D, Fio, FAHHORE, FHK ORI K IEHE.
WO T 7 Z RS R D NS MR FEMENER @A S hTn

2

AE  AH OB G ROMEANTH S TWRY, Eo, 1
WEHT O RITRATH D, BWEEKGFHITEE 2 HEIC B
L. BEER R SRR 21T 9 2 &

9. BAEDIEE
RHZMEE . LTI W TIREST 52 L,
PTP W DIRANL PTP > — FSHBY H L CIRAT S Z &,
[PTP > — hORAFKIZ LY | BOSIA IS REREA~TIA L, &
IR EB I L THERIRAR SO EERAIHEL IR T 52 &
BEShTWD, ]

10. ZOHMDERE

T "RaryROT a7 = VEBEOA XIZk1T5 6 » ARDE
AHBERBICE VT, 7u 7 = VHEEBEE SISO (5D
5) DR AR R R OSPVRTME A Je DB FE S 7 BTz,

Q7 bNarO=y ZADORAFEERERICI W T, FEFRNEE X
DIV D ITEED (R ATEE SR O FE 1 B U 7= PR 5% O B N A3 4 &
ni-.

BT I T =NAOFEENBHH TH 5 cycloguanil (DHFR BHE1EH
EHT) ITMEE ROV EREAERRBR CRETH 5708,
~ AV NEMRE A VTR T ERAERRBRE N T A %
e/t E2 R Lz, L L7ZRA 5. cycloguanil
WCEDINLOREX, 74V VBOBRINC X - TE LMK
XIS L7z,

@)~ 7 U 7 URAT Hid~ O PEMTH DI AAN & T BE AL 5 BRI,
FHOERIT~T Y TEHAMIZ L ZHLER 2 ETH D20,
OTHFE AT L— WIROMERZRE) bLETHS
ZLEVHIL, BEERT L,

[EmEE]

1. BRR -

TERERR A 10 B2 S RICAF 4 58 (7 b/ 7 a s 7 =i
et & LT 1000 mg/400 mg) % BZRICHER ARG L&D
MmAEF 7 hoxay Fua s 7 =)V cycloguanil 2 EHER % [X-
L2, SEMBENRE ST A — 4 B R-11TRT,



Qm T hsa 5007 —e JOZFI
£ <= Cycloguanil
oo
3 8 ~ 400
el A |
1 " £
® 5 s 2 1300
Ay 8 %# E
il T % ]
<4 Y T E‘ 200
L [
~ —
g 2 a5 o u g 100
e | G s NS
T —
H g E -0 g
0 100 200 300 400
5B (hr) T5EEAE (hr)
T RN 7047 =)l K Ucycoguanil

H-1 BERACEFF4E (P rRav/7od7PoEREE L
T 1000 mg/400 mg) FRHRICHEEREORE L& EDMmIF
hiREEHR (FHEFRERE. 104D

F-1 BEBRANZEH4GE (ZMRavy/Tnd7oiEmEE L
T 1000 mg/400 mg) #BRICEERO/E LI-LE0miE
FOEMENE/ S A —4

RS ES HYBERE N T A — 4
Crnax (ng/mL) 73 + 29
. tina (hr) 32,4
VA =4
AUCy..., (pg-hr/mL) 466.7 = 200.6
ty2 (hr) 69.5 = 19.6
Cinax (ng/mL) 3645 + 93.1
tmax (hr 3(2,6
S ax (Br) 2,6)
AUC,.., (ng-hr/mL) 4837.2 = 1573.8
ty2 (hr) 180 + 34
Crnax (ng/mL) 86.0 £ 52.1
. tmax (hr) 6(4,8)
Cycloguanil
AUC,.., (ng-hr/mL) 1396.8 + 603.7
ty» (hr) 18.6 = 4.8

T+ BRHERE (10 ), PR ()

SREN HIV B3 9 Bl T b33 8 750 mg 2 B%ICHEER D
BH LI OIS AT ATV T 413 23211%TH
STz, AMENMERERCA 16 BT k3= PN IR 750 mg %
AR O L7z & F 0 Crox XLV AUC) o [ THE R THY 2.5~3.5
fElcHm Lz (3F-2) . £/, MR 7 bz o, 1359 69
~75 B CTH -7,

£-2 BEBRABEICT b/ RABRERK 750 mg #HRETRY
BRICHEEOKRE LI L EZDOEDHE/ITA—4

Cinax tmax AUC,.., tin

(1 g/mL) (hr) (1 g-hr/mL) (hr)
Mol T 3.34+0.85 9.6+16.0 | 3243+1150 | 75.2+225
1% 11.61+3.00 49+1.7 800.6+319.8 | 69.1£19.8

2. &%

T hoNa O MR ARSI 1~90 u g/mL OFPH T 99%il
Th b, HIVEF 9BIZT bz D) 37 mg % HEFFARN
L7z 8 & OSMARIT 0.6220.19 Likg TH o 72,

a7 =V OMmEEE AR AEIT 1% TH D, R 9 Bl
Tu 7T =V 200 mg A HERAES Ll & Tu T
Z/UWEMER &GS U MR iR A PR EE OF 5 fiF & 72p o
- 2)

Fo. B MUEICBWT, 7 RN a KO e ST =i ER
ENOFREE I BE KT S 2ho T,

. AREH - Bt

SMENHIV B 9 BT k32 OF) 37 mg % BRIk 5
L72& &?® CLIZ 104£5.5 mL/min, 0% 62.5+353 B TH
o7z, SMEAERER A TO[MCUTEME DB ERBUC ISV T, 1F
LA EOYERE TEE 21 BHLIAICE G- 2D 94%LL EAs#ET
WCREERE LTHRES TR Y, RPICITIZEA EPEHES
otz (0.6%AK4) . 7v 77 =/VIZJFE T cycloguanil (21X
B, RENTITEIC CYP2C19 ABEE-95 2, ShE AR A
T? CYP2C19 @ poor metabolizer (4 f5il) ZAH| 1§ (7 k3=
vITa T =R L LT 250 mg/100mg) Z 1 H 1@ 13 |
MR O Uiz & & o fiEF cycloguanil £ (X extensive
metabolizer (9 %) XV HAEL . F o r 7 = AREITDTMIH
Motz 9 —J5, invitro RBRICBWT, 77T = U O
BAZENIT ST = e T bR O HESIC L b~ T
U T RIS BEE RIS RN MRS TWS D, AAEA
fEEERRC A 6 Bl 1 77 = VHEREHE 200 mg % 1 A 1 [5] 7 A R
A5 Lz & &, RG24 Bl & Tlc 7 a7/ 7 = i3 s
B?D 24.4%+7.5%, cycloguanil I 11.224.2%3 R I HE S iz

8)

o

4. HAGBRE GHEAN)

(H/IMR

Z A NDOBWEEN~ T ) 7T O/NREE 5~1275%) 9 FlExt5
W27 b3y (9 17 mgkg) ROT'm 77 = VIR (87

mgkg) ZEH%IC 1 H 113 AMEAEE L & omfEhicid,

7 hokay Fa s 7 = KO cycloguanil MR Sz (-3) .

£-3 AMRFRISUTZOMNEEE G~ IS7 A3y

(#117 mg/kg) RUTAT7ZIVIERRE (H7mg/kg) &8
®I=1 8 1[E3 BEHRAES LI-L ZORNHIE/NS A —

FHE £ RRAERE (16 B1)

SMENERERR A 5 BICT b /8= 8 25~450 mg % Z AL E AR
TICHERRO#EE Lz & & OMIEHRT b3 0 Che XY AUC
WG L CHEIN L7228, 750 mg CUX i 5-&Hno
FIE % Tl TN L7z, SMELEERRRA 9 filic 7 = 77 =L
KR 200 mg Z BRI O S Lz & & olifEh 7o 77 =10
toan V5 2~4 BERITH Y | WIUTHRLTIH - 72 2, KA 3
Bl v 77 =)V EEH 50~500 mg Z BER OG5 L &0
WEEE B B EORPACHMEEZ R L2 Y, 72, TrsT =
ORI B FORE I EEx b Y,

Fio, T hRa kO a s 7 v E RS LIZBEoT ko
oy, Ia s T =V KO cycloguanil D3R EhRE X HAME 5 & b
NTH BN REITH BTN,

Feb 08 2016 17:41:10

&
I x5 W ERE T A — 2
Cinax (pg/mL) 281 = 1.44
timax (hr) 114 £ 76
VYA =g
AUC;... (pg-hr/mL) 161.8 = 126.9
ty> (hr) 31.8 = 89
Crnax (ng/mL) 244 + 92
tmax (hr 8.0 = 3.0
Ta T =) e ()
AUC,..., (ng:hr/mL) 4646 £ 1226
ti (hr) 149 £ 33
Cinax (ng/mL) 356 = 233
. tinax () 75 + 238
Cycloguanil
AUC,..., (ng:hr/mL) 787 = 397
tyz (hr) 146 = 2.6

I = EREREE (9 B



Flz, BATE~ 7 U T OmiA TSI AEA T /MRS T hoRa
vl Tu T S VRRRE A GE T DA% 6 XIE 12 Wik O &S
Lic EomEfics, 7 hnay, Zn 77 = ET
cycloguanil MR S (£-4) .

F-4 BERTSYF7OERTHBICEETH/MRIZT /3oy
IR 7oERBE SR T HRAE 6 XX 12 AMED
BE L EEDmEEDERE

T hRay | Fas 7= | Cycloguanil
BEME | E yelogu
(u g/mL) (ng/mL) (ng/mL)
10~20kg | 28 = 14 | 128 + 88 | 92 + 39
. 21~30kg | 33 * 20 | 161 = 85 | 79 + 23
6 1
3l~40kg | 49 = 19 | 241 * 128 | 98 + 65
41kg I E| 36 £ 18 | 220 = 90 | 96 + 28
10~20kg | 22 =+ LI 133 =76 | 67 = 18
. 21~30kg | 32 = 17 | 162 = 72 | 83 + 44
12
31~40kg | 3.0 = 1.6 | 372 * 37.1 | 11.0 = 5.7
41kgUlE | 22 = 13 | 213 + 123 | 90 *+ 24

THE £ RS (6~36 B)

BB~ TV T ORI~ Z V) T OTRICB T 5
SEANDHRAKRONED SEFT h N2 ROTa FT7T=1D
RHEF S B RBMNT OFE R D FRERT N RO a7
T=NDOREAZ YT F A (CLF) ICKRELEHEERIF LT,
7 b8z o CLF W U TR, AfE, SRR OT FF 4
A7V D, 7 M aroSfEE (VIF) Ik LTiE
K&, 7o T=10 CUFIZH L CUIRELCAR, 7a s
T =/v D VIF IR L CMEE R O¥FEl (15 0B & O 15 7%Lh
) A, ZhThER L U GRIRE -,

%5 BRARGMROAZL - BERICHWZ Mo/ Fad7=n
ERIEERE L= EZDFH PK/ISA—4

7 ho3a D Zu 7 =Y
e Cmax | AUC*Y | #hg Cmax | AUC ¥
(mg) g/mL) |(ug-hr/mL) (mg) ng/mL ng-hr/mL
iﬁﬁﬁ 4)
169.6~ | 2611~
Wi (5~40k 125~750 [2.47~4.29 [ 52.2~86.7| 50~300
R ( 2) : 3287 4706
60.5~ 2120~ | 3642~
B (40~80 kg) 1000 [278~526| o 400 338 26
?’B}j” 5)

62.5~

/AN (20~40 kg) 0.81~1.3917.1~29.8 | 25~75 |42.8~82.4|659~1180

187.5

A (40~80 kg) 250 1.06~1.85]23.1~39.8 100 54.7~84.8 | 940~1574

ED FPEARO~ L— AOBYBRE (F - FHA 7V VIR (S0 5 Pl
2 HEEAOBEICHIT D THIfE CNETE 1S T, B THE 15 %)

TE3) IEHE : IR G- 48~72 Wi D AUC, TP : i IRIEF O AUC

Ed) 7 hRay/Fars7 = igkEs 1 A LE 3 ARG LZE &0 3 A HO TR PK
RNTGA=Z

S5 7 hm /a7 = Vi
PK/NTA—H

Z 1A 1A 21 ALzl o2l HHOTH

Q &k
fERE T (65~T79 m%) 13 Bl e OMEREAAEHE (30~45 %) 13 fl
ERBICAKI 288 (7 Moy /7a s 7 =)V & LT 500
mg/200 mg) % N EINREEICHER NG LIZBICFEERE T
MAEF T F X3 D AUC FHHEE & TR 29%m < | tipld
M8 Loz, mlE COMIEN T 77T =D AUC...I%
HAEE LK) 23%, Conae [TFEFE & HEASKI 31%35 0L, i
cycloguanil @ Cpay & Y AUC ool ZE I FUKI 83 K TN 136%H00 L
7=

Q)EHEETSE
EEOBHMIEK T EE (Cle: <30mL/4y) 13 IR OMEERERA 13
Bzt G AR 2 88 (7 hoiay /7 a 77 = )UiERgE & LT 500
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mg/200 mg) % TN ZINEZRICHRERE O #E L72BRIC, BREREIT
THEE TIHEBERA L ENTT b3 v ORERIIAFICKTL
Too F7o, BEEOBGERTES COMEr 777 = VRO
cycloguanil ® AUC.. XA EICHIM L, tp BIEE LT,
(4 EETH
42 (Child Pugh /0% : 5~6) ~"%%E (Child Pugh 778 : 7~
9) DFFEREIR T BB 13 B S OMERERR A 13 Bl 2 %G AH 2 §E
(7 "z /7a 77 = Vi & LT 500 mg/200 mg) % F 4L
FTNRBICHERR NEE Lz & &0 mEF T oo v ORERIC
B BB ITR Do Tz, £z, ISR TS Tolm
a7 a 77 =10 AUC). o FAEREAL AN L~ THY 85% M5 L 72
B Coae K tip (T D NRZITRD e otz 7ol &
OISR FREOT —Z TH 5 TR0,

5. XWMEEER

HZT= b 2 BT hoNa RRETE 1000 mg % 7 = =
A2 600 mg & HEIGHAER G L7z & D7 == b v ORYH)
REIZT bR TR E RIFE S o Tz,

QUIFYEYY  HIVEBHFIZY 77 B 600 mg & 24 5
Tz, 7 R oNT UBREIE 750 mg & 12 BE Z & IR 0 S
Liz& EofiEhy hxaro Cave,ss XA TR S3%IE T L. tin
1K 33 REREENGE L 7=,

G IZF7FTFY R AICT b2 BB 750mg 2 1 B 2 [[]
EON 7779 300mg #R%IC 1 H 1E 14 ARPHARO#ES
L7z &omiEh T bNa 0 AUC, IEHFH THI 34%E T L,
tip 1K 14 BRI AEHE L 7=,

BOHFYARTYVLA/RILI 7 A XYY —)L  BRE~PEED =
2 —F VAF AWK EFIE LT AIDS BHEIZT koS a U IRE
1000mgZ 1 B 1[E, PVAXARTYLSANLVLT 7 A RFH Y —)L

(320/1600 mg & 1 H 3 |\) ARG Lz EomiEhr b
D Copg s [THAMBETIL 107259 pgmL, PHRABETIT 10.6
7.7 wgmL THoTz,

GYPEITDY  HIVEFICIT bRz U750 mg & 12 e &
¥ RT V200 mg & 8 W Z LI HFAEZ G Lz k %@7 Pt
VD Crax,sv Cnin,ss RO Cagg 55 (T T AL S OFFIC K D BT A D
niinotz, —FH, PRI DIBD fmfﬂu 7 U T T AN
FIZ X 09 25%%TF L. AUC 13559 33%8800 L 7=,

O 2 SFEN : R AT b33 UIRBIK 750 mg 2 RHEIC 1
H2[E, A>T L 800 mg & 8 M@ CHaR TIc 1 A 3 [
14 BEEOEG L EoMmfEFR 7T h 32D AUCx. Crax, ss X
O Conin, s 1O TEILEIVT 11, 14 KON 14%0N L, A > ¥F
E LD Coin, 5 1359 23%38040 L 72,

DT FSHL OV IRVGA IR TS S Mgy hos=z
BEEZT TV A2 VOO TR 40%IK T Lz, £7-, Mg
T hRard Culd, A h7urT7 I RO TR 58%KT L7z,

®MIREEFHEAENT CABEOBWOESR . 7 F =3 sy
MAEEAREAE (99%8) ZRTZE&nn, MERAMEERERS
TR OPNMEOFEH L T LA ITITEEIATO 2 &, 72
B, 7 haijix=—R, TJxz=hrAfv, ULT7 I, AL
T7A MY =)L, AV RRAF L DT ERAD invitro Il
IEOBAICEBE KSRV D, EAKAOMAERIC
L0 ELWEYHEERNRET 2 ARt RN E B2 55,

6. £YFHMREFHE
SAEAEEERRA 43 B, v T u UEiAEE 2 ek~ T r /R
HECAEE 8 S84 TN TN RBZBICHEIR OKRS LI iR, TED
LB Thote (R-6) .




*-6 BEBAICYSOVEERRUISAV/NEAREHRE
BRICHEEZEORELELEZD PK/ISA—4

WENS  |HEPBERT [z T7u fild | v 7o bl | &EL
A—H BE (41 4) | HELASE (41| _(90%(EHX
m ﬁ:ﬁ) k1)
7 bz |Cmax (ug/ml) 3.40 4.23 1.25 (1.14, 1.36)
AUCq, (ug* 265.3 353.1 1.33 (1.25, 1.42)
hr/mL)
v/ 7 =)L |Cmax (ng/mL) 177.2 167.2 0.94 (0.89, 1.00)
AUCy. (ng* 1811 1923 1.06 (1.00, 1.12)
hr/mL)

die/N R
ED =7 v WA 5~ T o o /pARTELE §E D R P35 b

|(::1735% )|
1. I3V 7HRE GRoMERRFABRRH)

Chloroquine it & O AIMIES I SV TN D~ T U T IR THER,
XZFE~ T U T IRATHIRIC T HEME S T,
BOHEDZRWAMERE A~ Z U 7B (12 5% Lo/ %

SHA~TZVTRFERGE LT, T RN 1000mg & TR ST
= VGRS 400mg & OOFAZ 1 B 183 B#ESL Lz, 236105
H, &5 7 B 21 I CRIBOEEPRD Hiviess, K528 A

% FE TIT 13 I TR DR STz,

II~T VT HAHWIMAR~T U THREEZXGE LT, 7 A
=12 1000mg & 71 77 = VRS 400mg & DA 1 B 183
ARES Lz, 6 B G BINUAE~T VT, 2 BINIE~T U T,
1 BN~ Z V) 7 LI~ T U 7 OIRGEYE) O2BIATEE L
77

2. 75V 7FH (GBS ERIREHERFHE)
Chloroquine MM EI SN TWND~ T U 7 HAT iR O fEFERR A
272 A RIS L L —HEEMBEAER_(1 A 18] 10 HEEES5)
BT D TR ZE U TICRT (£-9) .

£-9 PP, RRFIBERUVAR ATT)

GiEe) AXHE L TRBRICT, 7 k33 1000mg & 7w — RS
. [ 5 BB A I3 ik
7 = IR 400mg & OOFR (- EERBRCIXEAS) %1 H 1 AR il TR T I I
3 H F'ﬂ&‘q‘-l,f:ifﬁ%%uTL:%’d‘ &1 . AFA 134 100 (75) 2 0 32
77 R 138 70 (51) 41 0 27
&7 AREE CAEfIR) SR LR LB, TR T AT C b - 7,
EN e PR BhHE R B TR B E (%)
A 80 80 (100) BB~ T ) T YR OIERIMED B D 4~16 1k OEEE/ N 264 4
e EYAFIVIA %0 79 983) Bl L EEREERB_(1 Q1 E 12 BE%G) (B
77 KE . . .
S BT A L FICRT (#-10) .
e AF 79 79 (100)
s A BB~ T )T
PO A7a¥x 79 68 (86.1) .
o A 74 73 (98.6) #-10 PRI, KBABZRTVAR (ITT)
) . (Semi-immune ")
TIIN F=—F+7 b 6 76 (100) - BES VT
YA peEe | PR ”’(o/; i G T
o0 S HILAE
SR AF 63 62 (98.4) (HHHR) (Z oAt
amodiaquine 63 51 (81.0) AFH| 124 114 (92) 0 0 10
B~ 7 VT AF 21 21 (100) 7R 140 109 (78) 25 0 6
77 PABE L ofantrine 18 18 (100) FE A L BB FE, TRBERAT B 0 BT C d o T
(Non-immune *?))
AH 54 54 (100) _ . . .
. <7V TICx L CHRIE A LR WERERRA 175 & 4 L Lz
chloroquine 23 7(30.4) h
T4 VBV S5 )7 chloroquine+ £° ékif%ékg*ﬁﬁﬁ%ﬁ (1 H 1M 10 J@Fﬁﬂ&ﬁ‘) C:j;a\l/‘(\ 1 WVJ‘%
(12 25U YAZ I ¥RV 32 28(87.9) HUMAE 2 89 L7223, Z 0 1 BlIIIREGESF R DK > T2,
SRR _ o . I
ROWAEE | . — e, P~ T ) TR OfBED i 2 HEHE L 330 (1% %
e (Semimmune ) chloroquine 13 1(7.7) Sl L EHEREERR (1 1F 12 #EERS) KBTS F
EVAruA| o R AU FloRd,  (@11)
NT7 R¥xvw

1) Semi-immune : ¥ 7 U THATHUIR CAENE L, MEL~ T Y TICRE L THIH

TS T AR =-11  FRAAIHIE. LBEBR VSRR ATT)
7£2) Non-immune : =5 U 7 JEFATHIIC 1 A TV TRl 272 2200 R BUUVSIIE S
pun | wmay | CDEA0R m"f/w”‘ﬁ . e G
A L — -
BOHEORVAIBER~ ) T NRBE (G125 &% — e
e N N . ~Z U TICH L THRIEZA L7V MR
L Ui 3 RBoBigia T ITR T (#8) . —= |‘”5 G S N
BB~ T ) TR OfEBRMED 3 5 4~16 RO/ (RE 11kg YL E 40kg LLT)
=8 AEHE CAEHAR) A 165 149 (90) 1 0 I
e W T TRE | TR ZZER 165 113 (68) 31 0 21
B~ U 7N (5 * e o FR OB AE . IRBR IS F I O A MSTF Th o e
s A ~12 %) A (Semi- A 26 26 (100)
imune ) ~ 5 U TIERATHIR D &~ T ) 7 AT HURIC R L 7=~ 5 U 7
ser | i s i 1O (R LRI R A LARVREHENGE 3 REBA 1) RORA 254
= ~12 %) B (Semi- X e WY o
‘e halofantrine | 83 75 (904) I, AFNE AT 0% L L B RO R B i S
BB~ 7 ) 7 A 2 87095) Nz, 976 PINAFIJ RA 7 v D525 ), V51
s <W2;i§”k* RlIZZ 2028 BRONS3 HChoTo, MREE bR HUMSE %%
B i) & amodiaquine 78 41(53) L )
emidmmune ™) | LIt o, ATERRIR S & 725 72 951 B « kA

1) Semi-immune : ¥ 7 Y THATHIK CAEZINE D, (MEL~ T U TITHRE L THOH
IR AT LT N
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®-12 =/ - ZKXEHE ITT)

EMEZ RS, 20X DT, AL 2 FREO SR 2 ER Ik

I Bk SEHI~ TV TR RIEEE R,
S HUGR 22 60 |/ VTR ERED | i RAT RS P, .
wn | e |0 [ngoFos | osums | osu VS UTRREE - o
o wEgsTH | R ) 7 ba KO eycloguanil (£ 7 U 7 BH O MEH SRS
7R\l T BB~ 7 U 7 JFRERICRT LT, in vitro TENRENHK 1~2
o P ] ; 2.5 9.4 B9 K ) ¥8~36 M @ 1950 THi~T U Tﬁﬂ‘f‘&@éuib
(24.5,91.5) | (98.2,99.9) 7=, fEx OIEFIMHEAGE~ F ) 7 RARICHETHT bz
e s 0 s 50.0 98.9 BT a7 T =D in vitro TOHi~ 7 ) 7 RBIEEIX, PHHIC
(187,813) | (97.6,99.7) L0 ARREIC R LT 19,
ED ~5 0 7 R R T~ 5 U 7 (e LT & Fu i il AP A T
) BUMESIE=100% [1- (5 T;éaﬂmzu S~ 5 ) T HATHNGRE 60 A %D 3. MHIf %
AIMET — 2 D B TOARVIEBY 2 R 1 Y 4 MBS 2327 Bk o~ 5 KA DOIIERIT~ T U Z TR LT 2 40 BED S AR 5T

U T ATHIEGR S 60 B AR DANMET — X BME STV IERD) ]
TE3) RRAZHR=100X [1- (=7 V) 7RIEGIE T~ 7 U 7 HifTHGR % 60 A0

HIERHT N~ 7 U 7RI i s Ty MY wWho

BT — 2 DB TOARVER~ T ) 7 HAFHIGRE 60 A O A e —
2 REER TSR ]

~ 7 U 7 IFATHIR D D~ Y TIATHUISIC R L=~ F U 7
2% Lo 2 LR/ R (14 3R B0 ) RO &5 81T

AF & chloroquine/ 7" & 77 =)L & 0> T S HR FE G IR LR

MENE S Tz, 1022 B34 K O chloroquine/ 7' 7 77 = /L0

B a2, FERGHMIETEN TN 26 AKX 47 A ThoTz,

AABECIT 1 GIN R RIEZFIE L., IIE~F UV TICED b0

FHELTF hrr—2A b BEFICT hNa UmitEE R (Y268N
KUY Y2688) 2B &dv, 1 BRTIEE HIT cycloguanil it
DHFR Bz TAR b iz,

7 hoNa U OBMIGEE O FRBEDN ST b2 AT B i
zmifﬁ% KTFL, FhZua—24 b BETOT bRafEs
FEIRICH — DR (Y2688) #FF27 b \a UHEEE A~ T
v TEMM BEhiz 0, e s 7= IcB LR
DHFR #5112 cycloguanil [t DB IR 125 52 % KO IR 7 %ﬁﬁ
W< Z U 7 FUREREINL TRV . SI08N DOH—L R A >
BRIZHSEEEMMPE AR L, 2O RIC NSIL, C59R XiE 1164L @
ZERAS 1 R BN % & M oM & R Lz 22

T&H o7z, chloroquine/7" 1 77 = /LFETIL 3 Bl 23 il H L iE 2 %

. e B (BRSBTS BIEENAR]
LTz, AMERHIIRE R & 725 72 1013 BlD e/l - e AR % % 7 b= (Atovaquone)
AT (F£-13) . b4 : 2-[trans-4-(4-Chlorophenyl)cyclohexyl]-3-hydroxy-
phenyl)cy: y ydroxy
1,4-naphthoquinone
VAN .
®13 B/ - BAEDE (TT) AF: CalliCIOs
— o 366.84
~ 70T RIE HEEL -
iy | P S o
m&ww Y 7 AT IS | e N D | R A H
LR st | T iR 60 g | (95o%fEHK | (95%fEEEK
LT d B
) oF—sE R )
STV OH
I o
Al 507 13 6 m?;w m?;@ PR ARITEEORRTH .
Bl R 221°C
chloroquine/~" 58.3 99.0 45 H _ -
wry=n | % 12 5 217,848 | 677,997 Retel: 53 (A7 5 ) —VIAR)
ED ~ 50 7 A R T T~ 5 U 7 (R LT B & 17 iR e e 4 : v s T =AM (Proguanil Hydrochloride)
2 HoVERE=100% [1- (7 Y 7REFHUTI~ T U 7ifTiisels: 60 A %O oy L
: 1-(4-Chlorophenyl)-5-(1-methylethyl
S — 2 B AL TN AR NEBI A R T A R RS /82 Bk Ao~ 5 4 m(()no(}:] (;’rr(?fhlzrrli};is (I-methylethylbiguanide
Y 7 WATHIRRE 60 F % DA BIET — 2 33 BT B AR ] ST CLH élN “HCI
. 111116’ 5

1 3) WRAE=100X [1- (v7 V) TRIEGHE T~ 7 U 7GR E 60 A%
HINET — 2 3G B TORVER/~ 7 U 7 AT HIGR % 60 B #%OA T —
BB LN TV DHE) ]

T 290.19
G
H

H H
No N _N_ _CH,
75 Y 7 IEFATHIR ) &~ T U 7 HATHUSC B LT~ T ) T /©/ \ﬂ/ W/ Y
R LTS8 %A L72\> 3~16 BEODEEHE/N (7 11~50kg) o NH NHCH, e
221 WJ%_’XT% |2, AFAl & chloroquine/ 7' 11 77 = ViRt & DFE R ARBIEAAORREOR R TH D,
SR OIS A 110 B, chloroquine/Z M- 290-255C
5 7 =V HEERHERE 111 & IR U A R L7 e R (log P
[a%]
~Z oo HELESE © 100 §E O
~7u EAEE 20 8 (10 #Ex2) PTP

|

22.5 (1-A27 & ) —)VKHR)

[Exh3EE]
1. fEFARF
7 hRa v OfEEFIE~ 7 U TERRI by RU T OB R

ERESEI (5 7 7 —2A bey, complex M) OEHRAYEE T [RE&#G4T EDIEE]

B BB S Y FEENLSME LI Py RY 7 OF k KA ZTBEERTHEM L a., R ShvET A,
Ja—hc L4 —BEEEZR 1 nM O ECsy THE L7 10

COMEERES LTS by KU TEIARERE Y v 7 L (EE=ER]

1) JRRFEE A 71F >« HALHRSEE, 61, 335-342 (2013)

2) Wattanagoon Y, et al.: Br J Clin Pharmac, 24, 775-780 (1987)

3) Maegraith BG, et al.: Am Trop Med Parasitol, 40, 493-506 (1946)

4) Patel SN, et al.: Expert Rev Anti Infect Ther, 3(6), 849-861 (2005)

5) Rasmussen BB, et al.: Eur J Clin Pharmacol, 54, 735-740 (1998)

6) Thapar MM, et al.: Eur J Clin Pharmacol, 58, 19-27 (2002)

7) Edstein MD, et al.: Transactions of the Royal Society of Tropical
Medicine and Hygiene, 90, 418-421 (1996)

Ye Rade hNgTe Farr—EE2HEL, EUIVUOD de
novo AREMET L Z LI Vii~T U 7IRAEEZ RS Y,
Tu 7= VoERKFIIYE FeERL X7 ¥ —F

(DHFR) BEETH Y | GG TH 5 cycloguanil (3 0.78 nM
O Ki THEEMRZRLE P, a2 7 =113 DHFR LEER
12XV dTMP G k7e SIS ERM#RE THHT 7 & K ZER
DOFEEZIKR T SH, DNA G ZHEFETLZ L ThivT U 7R
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8) Edstein MD, et al.: Chemotherapy, 34, 385-392 (1988)
9) Boggild AK, et al.: Am J Trop Med Hyg, 76, 208-223 (2007)
10) Fry M, et al.: Biochem Pharmacol, 43, 1545-1553 (1992)
11) Painter HJ, et al.: Nature, 446, 88-91 (2007)
12) Ferone R, et al.: In: Peters W, Richards WHG, editor. Handbook of
Experimental Pharmacology Vol.68/I1 Antimalarial Drugs II. Berlin
Heidelberg New York Tokyo:Springer-Verlag, 207-221 (1984)
Gay F, et al.: Am J Trop Med Hyg, 56, 315-317 (1997)
14) Basco LK, et al.: Am J Trop Med Hyg, 53, 388-391 (1995)
5) Watkins WM, et al.: Ann Trop Med Parasitol, 78, 273-278 (1984)
16) Canfield CJ, et al.: Exp Parasitol, 80, 373-381 (1995)
7) Fivelman QL, et al.: Malaria Journal, 1, 1-4 (2002)
8) Schwartz E, et al.: Clin Infect Dis, 37, 450-451 (2003)
9) Looareesuwan S, et al.: Am J Trop Med Hyg, 54, 62-66 (1996)
20) Korsinczky M, et al.: Antimicrob Agents Chemother, 44, 2100-2108
(2000)
21) Basco LK, et al.: Mol Biochem Parasitol, 69, 135-138 (1995)
22) Sirawaraporn W, et al.: Prot Natl Acad Sci USA, 94, 1124-1129
(1997)

[&EHERE]

TTU YV ARAI AT T4 RS

T 151-8566 HEUABEEA X TBK 7 48 4-6-15
HAB— e T « B H—
TEL : 0120-561-007 (9:00~18:00,+ H ¥ A &K VMK A % Bk
<)
FAX : 0120-561-047 (24 B§f3Z1F)
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T30V - R2RY 54 vHReit
RRHER X Tk 574 —-6—15
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1.8.2. ZhEE - R KOF O ERIL

1.8.2.  ZhiE - HRRVZORERN

1.8.2.1. ZhEE - R
~7 U7

[ZhiE - ZVRICBNES 26 H EoiEE]

AANFe 7 VA b (=7 U THREORIRIE) (ZIFZRB N2, <~ T U TR OKRIR
BB END Z A~ T VT ROIE~ 7 U 7 DIRRICHWL5E81E, #RICEZEL, <
7 U 7 R ORI D1 2 s T 3RANC L 5 1BIR e BT 5 Z L.

1.8.2.2. BEEN

1.8.2.2.1. 25 7hak

T hoRay /S Ta sy = i (R o/NERARASEDO~ T ) TIRRIZB T 568
PE « BERWETHET 2720, ~T7 U THITHICHL AR (77U H) I8\ T, (Kl
S5kg Ll b, 11 kg KD/ N~ Z U 7 BF 25605 WA (MAL30013 #5R) 4 Fhi L
7o ARBRIIIEFEMT v &4 MMEESSIRLRGABR CH 0 | Ao/ N HELESE &
amodiaquine DIRWEZN R A MET L7z, FEFHNEE Th 54529 A B OIEH=RIE per-protocol
LM (PP M) 128V TARERE 95%, amodiaquine #f 53% TH 0 . AZEEE L amodiaquine
DRI D 7= 42% (95%(E X[ : 30-54%) (FHEHFIIICAE (p<0.001) 72HDTH-7-
(254.14) . ARBROFER, AOHED RV NEO BB~ T U 71Tk L TAREKITH )
IIRIFEHE T D Z LIRS,

LIERY . ARIEONEHEESEIZIB DT H AL OMAE 11 kg UL ED/NRIZHW S LA §E
ERRRIZ, =7 U TIRIRICARRIBIRIE TH 5 Z LR EnT,

1.8.2.2.2. TSUT7FR

ARIEO/NEHBLGEED~ 7 ) 7 TSR T 2 HE « LML 57012, RIS
BUWTE/NE 2562105 TFEBR (MALB3003 30BR) K OV IV FHEBR (MAL30015 3%
BR) ZFEME L7z, £72. ~7 U 7IEFATHI CH BN L O FF BT, ~F U THAT
I~ PEMTS 2 /N 2 b 5125 T AR (MAL30012 #kBR) % 206 L 7=,

MALB3003 i{BRIL “EEMR T > &4 ML 7 7 B AR TH Y . PRI intent-
to-treat EF (ITT $EM) TAIKEE 2%, 7T BREE 18% TH 1 . AEHEDTHHRIRIZIT F
TR L CHEICE -7 (ITT#£H : P=0.002) (2.5424.1.) ,

MAL30015 i —HEMR T ¥ AMb7 7 B RARLERBR CH Y . THREET ITT £
FCAIERE 90%, 7T B REE68% ThHo7= (2.54242) , ZEMEICHONWTH, FHHICE
JARIEREEL 7T B AR HOAERFRBIRIL, TNEN 4%, L% EFRRETH- T
(2.5.53.13.) .

ING2RBRIZEY, ~ TV TREO Y R P H/NEEBRE IR LT, A0 1 H 11[E]
B GIIBH BN~ T U TR T D TR AR T D Z LR E T,

May 19 2015 17:28:38
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1.8.2. ZhEE - R KOF O ERIL

MAL30012 FRERIFFIEE R T o & MMEEI RGBT H 0 | BICARIED LM & Tl 7
DI Stz RBRER G OAFEFHERIRIL, AFKEE 35%, chloroquine,” 7' 1
7T = NVEFEEOFHRE 41% EFRRRETH Y | ~ T U TSk 2 0E 2 R 7o 22 NRPERTE O
~ 7 VT TPHHICEBIT AARIEDOEEMEN RE N (2553.14)

LLEE Y AREO/NEHARGFEICE N THRAKUAE 40 kg 2 2 5/NEICHW D BLE
FELFRRIC, ~T VTSR LTIIIREA L TVD 2 EIVRENT,

May 19 2015 17:28:39
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1.8.3. L - ABNOZF O EMRIL

1.8.3. & - ARRUTOBRERR
1.8.3.1. A% - ARk

PATIC, REO/NREHEASE L OBLASEDO AL - HEZIRE TR R LT, /N AL
AHEOBINC LY | FEHEZEE N E U7 FERTI T2 2 7,

TR

BN

WE. 1R 1ET hay / 7a sy =g s LT 1000 mg/400 mg % 3 HIfH., B#HICHE
N#E53 5%,

AN

WE. KEISCT hRar /Ta s T = R S U C R0 ES 1A 1A 3 AR,
BHICROREGT 5,

5~8kg : 125 mg/50 mg

9~10kg : 187.5mg/75 mg

11~20kg : 250 mg/100 mg

21~30kg : 500 mg/200 mg

31~40kg : 750 mg/300 mg

>40 kg : 1000 mg/400 mg

WE. LR 1ETY hay/ Fa 77 =)Vl & LT 250 mg/100 mg Z2, ~ 7 U 7 {itfTHE
B 24~48 IFRHIAT & 0 BAAA L. WRATHUEGH(E T R OV T sk A2 it 7-#% 7 REL, R A
BITREAKGT 5,

=

Wi, REIS LT bRay /a7 o uEigEl LT TFaoks5E2 1 1FE, ~F)Y
T PRAT IR S 24~48 BEAT L W BARA L. AT U AR B R OV Tk A iU 7= 4% 7 BRI

fEHEBICROKS5T 5,
11~20kg : 62.5 mg/25 mg
21~30kg : 125 mg/50 mg
31~40kg : 187.5 mg/75 mg
>40kg : 250 mg/100 mg

Feb 04 2016 07:18:25 1.8.3-p. 1



1.8.3. L - ABNOZF O EMRIL

FE - HEICEET 5 EoEE

(1) BHEIZS T CREEDE DR RO MH A RINT 52 &

(2) AREOEEHKITTH DT bz TR T TR ENME T 5720, B UIILAR
EEBIZIHIEEAED LN SE5 2 L,

(B) FHIUIEMZ K L TV ABRETIET My OWIROME T3 2 ATt n s 5, AED
5% 1 RERIDINICIEY: L 7258100, BiGSE5 2 L,

1.8.3.2. BERN

SMENOBIER B~ T ) 7 O/NRBE xR & U RHERIEEYEE (PK) fEFTIZE D,
RENRT bR BT a 7= VORA7 VT 7R IRELSEETHZENREINTE
V(25323 . LANCHE SHAAEAORMEEEE~ 7 U 7 O/NE R O BE % x5
& U7 RHEM] PR T OFE R R — L Tz, 2 b ORMEM PK T O H, WO
~ 70 OEEVEROFEIEN S, AT 2 HEIIEREICKSERE LT,

1.8.3.2.1. BRICBIT5HE - AR

NRIZEIT D HEIEL, RE 50 kg DA DIERHE (7 32221000 mg+ 71 77 =1
WA 400 mg) (THY T A HETH DT M3 20 mghkg+ 7 1 /7 = VIR 8 mg/kg %
FBICTRE LT, T72bb, {KHE Skg Lk 9kg RiiD/NRIZIZRA D 1/8 15HEH R, 9kg LA
b 11 kg R O/NITIZRAD 3/16 1 HEEZ 1 A 103 AMKEO#KGT 51U A THRHEK
STHIEERRER (TR MAL30013 #lR) 4 %0 Lo/ 5. A OHED R W ETEEE 2~ Z
U 7N BB B AR O 1R 1E amodiaquine £ L W & < . PP AEMIZI W TASKRE L
amodiaquine FEDTEIIR DL 42% (95%(FHXH : 30-54%) &AM FRICAE (p<0.001)
REDOThoTe 254) . ZOZ b, RIEDO/NRHBLEFEDEH & 72 o HESEHE - H
X, RE 5~8 kg D/NITITRRA D 1/8 1hEHE CNEHELASE 2 8E) . 9~10kg D/NE
WZIERRA D 3/16 15 AR ONEAEGEE3 §8) 2. 1 H 1[\3 AfRO#&EG & Lz,

1.8.3.2.2. FRICBITSAE - AR

NRIZERT 5 H&EIE, KE 50kg DR ADOTIIH®E (7 F/33 250 mg+ 70 77 = )UHE
FEYE 100 mg) (AN T DHETH DT bz Smgkg+ 71 77 = VIGEEYE 2 mg/kg % K&
ICRE LT, 37205, KHE 11~20 kg D/NRIZIXRA D 1/4 TR, 21~30kg D/MRIZ
IERRA D 172 TREAE, 31~40 kg O/NRIZIZRRAD 3/4 THHHAEZ, 1 B 1[0 12 HF X7
HMAZICROBET S LA TilBrgd £ L7,

~ 7 U T ATHIR T d B B AR AN TRERE/NE A x5 550E L 72 26 T AHERER  (MALB3003
RER) MOV IV AHRER (MAL30015 #8B8) 1238\ T, AEBEO PRI RIT ITT M T
TNENAEKEE 2% KO 7 v REE 78% (P=0.002) , AFKEE 90% K% V7 7 L AREE 68%& .
TR BBl (254) o F£7o. BICAEKD/NEREA D AN E Rl 5 70
(2~ T U T URATHUB AT 2 e/ N 2 b S Ik L 72 26 T AREER (MAL30012 #5%)
TlE, ASHKRE L EBE (chloroquine, /7' 11 77 = /VIGERHE OFRE) DA EHELEHRIT, A

Feb 04 2016 07:18:25 1.83-p.2



1.8.3. L - ABNOZF O EMRIL

FEHE 35%, chloroquine /7' v 77 = VIR F R BE 41% & RIFRETH Y . /NEHBLEHED A
MENRINT (255)

ZDZ b, RIEO/NRHELESEDEH & 7 HHESEHE - &I, RE 11~20 kg O/)
WIZIFRRA D 1/4 T HE CNEHABCGEE 1 58) . 21~30 kg D/NRIZIZEA D 172 TBIH &
CUNVEFBLASE 2 88) . 31~40 kg O/NRIZITER A D 3/4 PRI & CNERECASE 3 §8) &
L7,

1.8.3.2.3. AEDVNEARERLEERDEMENRFY

HMNEN OREFER AN AIED /N RBLGEE (7 b3y 62.5mg N v 77 = )VIRFE
25mg) 8 FEXIFELEHE (7 b N2 250 mg KON v 77 = )UIEEEHE 100 mg) 2 §E% E 2
VHER OG- L- & &, gD T o o @ ETEE (Cmax) . EREFME TO
AR — R R AR A (AUC(0-inf) e ONRA&TINE sl C oD I HR i B — R[] Bl R T
EifE (AUC(0-t) Dkt (90%CI 1LENZEIAI 125% (90%CI : 1.14, 1.36) . 130%
(90%CI : 1.21, 1.40) F N 133% (90%CI : 1.25, 1.42) & /EW=2RIZEM: D EHEE O3
B L= b o0, fifEh 7 m 277 =L 3 Cmax, AUC(0-inf) &2 T} (AUC(0-t)) DEk
(90%CI) 1XZALZFHH) 94% (90%CI : 0.89, 1.00) . 104% (90%CI : 0.98, 1.10) KX
106% (90%CI : 1.00, 1.12) &EEDOHFHNTH -7 (2.7.1.1.2)

L7z3o T, /NRERBAEE L Bl A 8ED AMER 288 5720, FE - HEICBEE T 568
A EorEEIC, #5EIG U THEDNR D2 2RI 2 RIRT 55450 H T2 L L
776

1.8.3.2.4. BRERUVEHOEE

MR T R OEZOEBR N B 16 BlICT hoxa o 2 FEEORA] (BRER K& OBEA])

750 mg & FIENHERROBE Lz & 2o ffEF 7 h3=2 2D Cmax &Y AUCO-0l TE R4
(Z13H9 2.5~3.5 15 (FLATEAME) 128, BHEEIC X DWINEOHEMNAATRD Hivlz
(1.13.1.3.2. T=Fa "BAsE (WIEAGRE) M) ©2.7.1.1.1) o HARAERRAB
PE1O BICECASE 4 88 (7 boNay /a7 7 =)LiEEeE & LT 1000 mg/400 mg) % &%
HEE O LeBomiErorT hxay 7a 77 =V R OZEOREY TH % cycloguanil
DOIMENREZ MRFT LIFER, 7 hxar | a7 7 =1 kO cycloguanil @ tmax (4 YufE)

X, FNENR3, 3RV 6K TH 7= (1.13.132. =T U asE (WIRKERE) @k
BEEE) 02.72224.) , 207, 1REHUANTIERE:L TS, SIEEMPREZ EF Ly
ZEND, RIEEEG 1 FFREDINICIEY: L7258 13 FR GBI E B 2 6T,

~ 71 U R A SRR FE R U 7 S IR R AR I B W Tk, 7 b=
DWINA~DEEZ /LI T 5720, T hRar+7 a7 7 = VERERECE Y T b=k
Fix, AIEEZRIRV ABE L LIFER., ATy, S a2 8 8% 45 5 LINIC#
B4 nz bl L (113132 I=F 0 "liasE (MREZRE) SRS 0 2.7.3.1.22.
(R 1, Fi=. AT 1B 183 BEOEYRORETHY . RHZICIELZ LZ5E.
WS TIZ L 0 R8T D A ietEn H 25 2 Lnn, ERROFHBECEI Y 10 S 7= B3,
Pe51% 1 BRI LIPICIERE L7233 R 595 2 L S HE L [1.13.132. =T o “ia

Feb 04 2016 07:18:25 1.83-p.3
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B (FIEDAFRIRE) EEHMEEE ) 0 2.7.3.1.22. (&%) 1 . —J. THHICEET 25 I FHERR 2
AER (MALB3001 #5 & OY MALB3003 #6#k) (ZRIL TH, &% 45 5 LANICASEZ IR 3%
Ll L (113132 T=F U BAsE (FIEUKGRE) BEEHEE) ¢ 2.73.122. (P

B5) 1.

PLEXY, 7 bR ar ORIUIRFICLDEENALIL, BRFECHKEGIZLAEMFITED
KIEDIENR R ENTND LMD, T FAT DRI ~DEE L7 575 -
FEICHET 56 EOEBIC TRRONEZil# 5 2 L0824 & T LT,

o AREDOEAITHDLT b33 UATER T CTIHERIEME T T 5720, Btk LA
EEDBIZTHIEHHED LN SED Z L,

o  TFHIITNEMHAK L TWAERETIET M OWINIME T35 mlfettnd 5, AED
BeH% 1 IR L2 358120, BRGs85 2 &,

Feb 04 2016 07:18:25 1.83-p. 4



1.8.4. FHEDEE () KUZEDOHTHERIL

1.84. FRALOIE () RUTOHRERRD

KA EOEE () 13, BARO~ 7 v VA SO SCENRFICARIRGET 5NED
EEZIZOWTEBIELEZLDTH S,

SEIOHGERF RO~ 7 1 AR SCE 201543 AWET - 83 M) LV EET L
AR E#R) . HIBRT A —EIDIE LR (—=5) ITTORLE, 2B, ARl

HEER, v 78 VAR E Q016 421 AMGT - 4R & LTER LI-Efgd &
TR () . HIBRT SEPTAE EIRVIE L (—=) I TRl

FEALDIE (R) eI
[BR] (KkogBEHITES LRI L) 2015 4F 3 H e TURAF SCEH
(k@ (BRELOTBL) ) HAEER L,
AFND RS x WS OE OBEERE D & 5 B
(PBD BT ET 554)

HEDEEEDH D BHAANOUERY THDHT 07T =D
PEMESEAE U, P iREEDS ERA-$ D eEtEn H 5 ( MEEEK
G THEZREAWER] KO THEDERE) OEZH) | ]

ZheE - SIRICEET SEALDERE 2015 4E 3 H eETIRAS SCE D
(1) AHNTE T VA b (7Y TFREORIRE) (RN |5 gmmre L,

RN, =T U T EROERIREDS R SN D = A~ T
U7 KOOI~ Z U7 OIREIZHWA G, BRBICHER
L. ¥ 7 U 7 E R ORIKIC T AIEMEE2 R 35AIC L 5
BREEZBETHZ L ( THEERERNEE] OHESH)

Q) BEEOEEEDDHBHEITIBEO BN THRET A, K
KIOBAR S ThH D70 77 =)L OHEISEIE L,
JEN ER35 2 L CRIWERNREET D ERIENEmO T2,
A OE G2 BET 570 E RGO G EEICHE L, 15
W L DA WMEDNERIEZ BRSSO S5 85AIC DA
w545 E ((MEERSE) | [EERERNERZ] KO
e DHEBM) |

Feb 04 2016 07:21:47 1.84-p.1



1.8.4. FHEDEE () KUZEDOHTHERIL

FERALDOZER (X) BB AL
A& - ARICEEYT 2ERALOER
(1) BRI U CHEANR b D7 fe B ARG 5 2 |(D
Lo Bl s o R A e g e (B RIS U TR b
MeptlyEa oz e e wea gy (DRKRDEAIZRAT S
BB A N7 = L ( [gsiae gupgeng) |2 EBHER SN D TCORGE
Q‘Z‘LX‘%JY FEI]' \ w{%/g\ LTC_O
; @E
'7}\)°—1‘l/’7°v’7v':77—7‘ —= 2
— A -
B R T
Ltk e
S5~8ke | 25melSOme 245 =
9=10ks (8T SmelISme| 3£ —
i He20ke | 230me H00me = £
© | 24=-30ke |500me200ma = 25
H=-A0ks | 750me/300me — &£
=40ke |[1000meM00ms| — ad
e = 1000me/400ms = 44
- E_/\
'7!\1‘\*—1‘1/—70 = 7> :;”‘@%
el . -
e — I A | e
s Lo
H=20ks | 625me25me g =
2=a30ks | 25ms/S0me o R =
e aeat! ™
3—40ks | H8ESmeTISme 3 =
=40ke | 250meHoomy = Hht
HA = 250meH00me = L
2 AFIOBEHS Th DT b33 TR T CRBIEDE (o), (3)
T o), BRITASEE EBIC1 HIBEAED S 2015 4 3 A kZTIRA T2
NIZR ARG &SE 0 2 & 5’EDLITH,
() FHESUTIRM% 3 LT 2 BETIET k3= s OB AME
T LAREMEDR DD, AFNOF G 1 R LINIZIES: L7
LElcik, gREsEs 2 & (TEERIEAWEERE] O
ZH)
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1.8.4. FHEDEE () KUZEDOHTHERIL

ERLOIE ()

BERR

(62

RALDEE]

MEHE ROBEICITHEEICEGTH L)
BEEOHHEE (EEOEEEDHHEEICTHOEY
TERET LGRS [(RHOEEKRD? THDL T 7T
=V OPRIENIEIE U, M PRES EFT 5 RN & D
( M= o T2h6E - D RICESET 26 EoEE] |
MR FEARREE ] KO TSRy ERE ] OESR) ]

2015 = 3 A SGTIRA SCED
HEHERL,

(D

@)

€)

4)

)

(6)

0

EELGERNERE
AFIOMHIZEE L TiE, 7 U 7ICB LT 2 il & %
B A FE ORI X2 OFRED FTITH Z &,

AR Z FHICHWDGEIZIL, EiZED~ T ) 7GR
LI E 2T, AR OMEEAEEICRFN T2 E [ 20
thooEE) OESE]
EARbEESCIRE R 22 L) HAE~ 7 U TERFITB VT,
AFNIDNED TGS NRWATREME N B D720, ik
WEBETDHZ L,

AENOE G~ T VT BN LIZEA. UL TR L
PAEN KR L2561, ~ 7 U 7 OFRIMERIIZ A 27251
DHEAN OG- A2EETHZ L,

“HAS T UTICKR LT hRar RO a 7T =& B
BhH L&, EEALELIZHRESN WD, ZHE~
Z V7 I~ T U TGS SN RATE KR H O
FHRIZED~T U TRIER I, ~7 U 7 JRAOKIRIAKIZ
T DIEM A R THANC L DGR EBET D2 L,
HEEOHHBEIZBNT, KEIOE GRS THDLT 1T
T =V O ERIE U, iR B S ATREE B
%, BEOHREEDHLBFICTHOAMTEE LN
L, B, BEOREEDH HBFITIRROBMNCTHEHY
L6, BWERADNREET DfatEn @iz, EEIChHz
ST, PRIz (2] . EE - 2RI
BE oM Eoikgl . MEEES] KO T5EYEhE)
DIHEZM)
THOUTRM2AFRD 5TV DR~ T U 7 OBF T,
KRBT EZ MG X&E TH DM, KHlIEZHWLGEITIE,
MEHPDO~Z V) TREEEEEICE=4—7T5Z &,

2015 4 3 HGTIRA SCEMN
HEHERL,

Feb 04 2016 07:21:47
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1.8.4. FHEDEE () KUZEDOHTHERIL

EALOEE (R ERER A

3. {HEEH 2015 4= 3 H ERTisfT SCEM
ThIVA 2V AT TIR, U770V R|IBETERL,
WY 77 7 F RGBT ORE T, 7 haro
MAFRENMETT2Z 00, MiETO~7 ) 7R B %
BEICE=X—T5H2 L, £/, 7077 =L LI
CYP2C19 T#E &b,
PFRERE (DFHICEETD L)
XFlaE |BEKRER-EEAE | BF - EBREF
HTYVR | Tu s T oo N ([ BEFIERTH
R EHF 5 OFEFNOHEEEE | 5.,
TV 7 | HEBEERT D ATRENE
V% NdHD, Zhbnik
Fll 2 e LT D R
FHizBWC~TUT
DT e OB xF

UAH 2 BAGE X 1X
BT 25E121E, E
BTbHZ L,
V7y7re | VT77oes o [BFEIEIAHTH
v PEHICE D 7 Xz | B,
U757 7F | O K
g S3%IET L., tip 349

33MFMEMI L=, £
7. V77 T7F ok
ORI LY 7 FAR

= DI A

34%IKF L. tin 135

14 R JREAE L 7=,
T hIYA | T bRaroigEd [HEIIRATH
7 BEXT 8TV A 7 | 5,
ArruaZ | UrOfHTR 40%
N KFLe, £, A

7ZA=07A72N NVsYi 5
HTT bz ol
BRI 13K 58%(K
T L7

CVRTVr |(PRTDOHRDT | EFIIARHTH
OROATZ VT T A | D,

X7 RNz L Dff
FIZ L 0K 25%(KF
L. AUC 13 33%3H#
mei,
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FEREDEE (R) EBRER s
Ao Fe | T hRar ot | BFITIAETH
JL koA ooFen | A,

D Cmin, ss b‘ﬂﬁéﬂiﬁi
LT (K 23%%
Py . AT e
D kT 7 PR
T 5720, JFHICHE
=N AR

4. EMEA
TBE NRESGE Lz~ T )T
~ 7Y T ORARO 12 L EO/NRRHE AR & LT | PTRRROTT B OMEAMEIR
PRABRIC I\ T, RER] 436 IR, 202 4] (46%) (CERAME  [PUBRER OB 285 L
BREZETRNERARRESh TS, Z0ERb01E, HF [

7460 (17%) . HELsal (12%) . WS4 6] (12%) | B | £70. 7 U T ORELAT
4441 (10%) Thotm, _CEERIE) THiE RS LT PR
< Z VT ONREE B~125%) ERtEL LW ERRER I (PO R OB & 185
FUNT, RER] 115 B, 27 5l (23%) (CERR R a2 | LT,
DRIERZHREINTWD, Z2OFEZLLOIE, TEH 11 4] F 7o, BIEAEE OFLERE
(10%) . & DFEIE 761 (6%) Thoto, _UKFBIE) AL L=,

~Z VT o/NRERFE (RE Skg UL I Lk AKil) x5 b Lo
WA R BRI VT FRERT 100 B, 11 61 (11%) (ZRIVE
HPRHESN TS, ZONERIE. THT6 6 (6%) . MEH- 2 4
(2%) . "Wk, % O FENE, (HRAS 1] (1%) Thoto, K
FolE)

~Z UV 7iaE (AN kg PLEO/NRD) (281 D2
= [E PN R R IS BV T 761 3 1 (42.9%) \ZEIEM
D SN, EONFIT, EH:2 6] (28.6%) . Hl, T
W, HFASRERE . SIBA 1 6] (14.3%) Thoiz (CF 4 [HI%
VEEHRERE)

Bid I

TR AN Z S e L~ T U 7 PO M EERER (%5110
10 ) 128V T, KEER 381 B, 64 B (17%) (ZERRMRA
EREZE0RERPRE SN TS, TOEREOIL, T
18 %5 (5%) THhotz, (KGREER)

fERENE ~167%) Xl Uiz~ T U 7 PO EEER
Br (BeGHART 12 M) (2B T, RRIEER] 125 B, 52 4]
(42%) ICEEARMRAEME R 2 S ORIERARHRE SN WD, £
DOERLOIE, IEIF 396 31%) . 96 17 61 (14%) | W&
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1.8.4. FHEDEE () KUZEDOHTHERIL

EALOEE (R ERER A

9% (7%) ThH-otz, UKRHE)

fEHe/ N (A~168) RIS Lie~T7 U 7 PO ERR
B CE¥# 5 86 HIM) (23T, IER] 165 B, 1 4
(1%) ([CRIEAE L@t 161 (1%) 2HEshiz, Ok
i)

R/ R Bkl ) RO ZE TG L Lf:v?UT%Bﬁmﬁ
SRS IR IRER CE#& G-I 28 H) 1T\ T, #RIERF]
493 Bt 149 Bl (30%) | A AR AT S %a@mwmﬁﬁ%
SINTWD, TOFERLDIX, THI3T7TH (8%) . B 725 33
Bl (1%) . DENEEER 29 61 (6%) . 85 27 61 (5%) T
Hote,  UKFEER)

R E (1450 ) KON ZX G L Lo~ 7 U 7 FRioH
AN FEH RERIREER  CEE G-I 26 H) 2B\ T, MIAER]
S11 M, 110 61 (22%) (ZRRPRIR A S 2 & de RIVEH 25 s
INTWD, ZOFERLOIX, TR 276 (5%) Thoiz,
_OKGRIEF)

R/ N (3~16 5%) %:ﬂ%sé: Lic~F V7 T O R
Br CES RG] 23 HIF) (28T BIER] 110 B+, 9 f
(8%) ’”M’Eﬁﬁ#i&ﬂ:émﬂ\é ZTOERLOF. T4 6]
(4%) Thotz, EKFEEE)

~Z7 V7T (RAKRTD 40kg 22 D/0NR) (281 H4E484
L= [E N A AR IS BV T 339 Bl 24 1] (7.1%) (ZE
ERARSE SN, ZOEZRLOE. TH 11 6] 3.2%) . 54
Ji . HEEBATUERA 3 61 (0.9%) THhotz (8 4 M1V E
HEE)
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1.8. 4.

M EOER (8) KU OBERL

ERLOIE ()

BERR

(1) EXTEMEA

DEMEEIRABEEMEEE (Stevens-Johnson E#REF) (0.3%) . B
RIBE (HEEARITEY ) . RRREEARIE R, SRR S 5
PNAHZENHDHDT, BEELTHITATV, BEPHEO LI
ARG AR IE L, EYRAEEITY 2 &,

DEEOFHEERE. Fi. B> % wErm*)) &
FEOFHEREREE . TR, B2 oW H LN D 2 &N H D
DT, BB UITHEREREZ1TS 2 &,

NTFI7453F%9— (03%)  TFH747Fv—Nbbbhb
ZERHLHDOT, BEETHIITV, BENSRBDOONIZGE
WZIEARF OB 2L, EWURLEEZITI Z &,

HMBMADEE G RPED ) | RERIEREE, B BRI
A EEARED ) i BRI E, SERERIERE i BRI
DRBHLONDZERHDHDOT, BEE STV, REN
RBOOLNTHAIITEG A2 IE L, EYRMEZITH Z &,

(1)

1. 3)
BIVEFH O FE B 2D
T, 7 U T ORERIT
Bh% Bg & U 7= [E P Rk
TEAR AL DRGSR 2 R LTz,
¥, Bl RIER OB
ETAAAR

2)
2015 4 3 AGT (B 3 W)
AT SCENSEF R L,

4)

MEEURIERSE ,  F i Bk

Dok, BAEG A R -
TG AR Ry 2 R R R 8
HCERAEZRIE 028 1 5,
VR 2841 A 12 A I
PENET LTz,
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RIVEF OFEBBHEE 2O
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TR A O R 2 Sk LTz,
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A 12 B IZEOHEIBR L
776

1.84-p.7




1.8. 4.

M EOER (8) KU OBERL

ERLOIE ()

BERR

FEEN 2wl R
LMSE, B
AR, 7
T T7—FE
. TSR
A3
ok
E DB REHRE XTI O A TRO LIV TV D EITERIZ OV
TIHERRHE LT,
HE2)EEOEEEEE THE SN TND,

Ot

mRE~OKRE

ARHN DY RERFRIC BT, ElE OGRS & HEN
L7z ( TIEYERE) OHEBMR) , —KICHEEE I - &
FERESE DA FIMERE MK T L TV A DT, A DIRREZ B 22
LM BEEICRETSHZ L,

2015 4 3 HGTIRA SCEN
HEHERL,
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1.8.4. FHEDEE () KUZEDOHTHERIL

ERLOIE ()

BERR

(0

@)

€)

R, EiR. RILBE~ORS

TEIT SUTIENR LT 5 ATREME D & D87 NICIZTE R OB
PERMfEtEZ BRI & S A HEAICOREEE 35 2
o [T hRay: Ty MIEELIZEZA, B MOARAIE
BH LT L X OHEFEIRBEEDOR 6.5 (FOMmEREE TN
THAFERATEE A DN, U F T, B T
OHEEMRE R DK 1.4 £5 O MR I ISV CREEM) 3
(RE K OB REOE) ([ZRET 5 L& X DD IEK
ORI E - REOREREEN A~ LN, £72. Tv b
ROV B IR EERR O #5014 EiE L CHRIRIC
DT DI ENHREIN TS, Tul 7= Ty b Kk
N X - JBIBAICET 28R TIL, ZemHEDZ
NEN 20 KT 40 mg/kg/H (b MHEERTEEDOK 125 KO
1 f5ICAY) OEEIC X - THEREIRD SN o
72o 7 v N OMART « B ORE K OFHAFEEEIZ B3 2 3Bk
TiE, s 16 mgkg/H (b M HEERTE EOK 1/50 (2
M) OV EFEITIRO OGN 0T, ]

BB O NI, AFIE G IR A R S5 2 L,
[7 RNz BERR(T » M THHTICBITT 5 2 &N
WESNTWS, s 7=/, bFMnict LI
T2 enMEEN TN, ]

ABIOELER S THDH T a7 T =t, ~Z7 VT RBEOY
b No#EfgL # 7 #—+¥ (DHFR) %#PETDZ L2k Y
ChREFBLT D, BV T U A 2 M X0 ARBIOBHE )
9995 2 L ART T —Z IR0, FRE KB O T D0
(ZIERRY 7Y A v N BRSO HPERREER O LXK
FBH LY U A2 R &G L TRV,

2015 = 3 A SGTIRA SCED
LEFERL,

INREADEE
ARV, FrAEV UMK E Skg Kim O/ NIk 5%
EMEVIREST. L TR,

2015 = 3 A SGTIRA SCED
LEFERL,
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1.8.4. FHEDEE () KUZEDOHTHERIL

ERLOIE ()

BERR

BREs

#4E - FER - 7 F 33031500 mg F TR GAERA
WEINTWD, TOHIBLYT 7=V ALKy (REE
B SRR L7z & 5858 1 I TlE, A F~E
7 a B CMAENIEEL LT, WmERGHICEEbHRESINT
Wb, a7 =/ T, 100~200mg/H D7 1 77 =L
WEFRYE O FH BT THREA B B AL D D AN PRI M- 72
EORFEFEGPHEBLT LN S 5D, £, AIEOM
B, FERKORIERO LSRG, "Trko 7 7 2 HEg 72
BN FHIRIER b @G ST s,

WE : KA O R S ROMEANIE STy, F

7oy MEENT OFIIARATH 5, WERGRHITEE %
PEERICEIZE U, YRR SCRIIRIE 21T S 2 &,

2015 = 3 A SGTIRA SCED
LEFERL,

BHLEDIE

AL : LT OAICHOWTIRET S 2 L,

PTP GldEDIANTL PTP > — M HV H L TR+ =
& [PTP v — M OREEKIZ LV | OSSR T R~
AL, BICIFZRILE B Z L THEMRRR SO EE 2 A 0HE %
PERT 2 Z ERMES TN D, |

2015 = 3 H SGTIRA SCED
LEFERL,
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2

€)

4

10.

TO/MDERE

T hRarRONTa T = AR OA X285 6 1 A
MOFH&E SRR ICBW T, 7 'e 77 = VIR 5T
g (A053)  ODMRAHE M I A REL R 5 R ONTRY R P i 2 0D 1
MBI,

T bR ar D=y ZADONSPERBRIZI N T, R R
B2 DAL AT RS OB B U 72 FTIREES o 1Y
YIRSV Wil

a7 = VOIEHEREY) ThH D cycloguanil (DHFR FHE
ERZAT) TR 2 W= EIR 2R L BB CRETH
ST, 7 U R L NERE A O TR 22 RS SRR
F O~ 7 A% T ERBR CIEbs e A2 R Lz, LinL7
236, cycloguanil IZ XD 2O DEEL, 7+ U VRO
I LT L < THRUTE LT,

~ 7 U 7 GATHUIS A~ O VR DA & T A T 2 BRI
E. PRIOERIT~Z U 7B X DRI A< 2 & T
b, MOTHFE FHhRAT L— Bk 72

E) bMETHLZ EAUAL, HEERT I L,

2015 4 3 HGTIRA SCEN
HEHERL,
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1.10. BE - IRLEOHBEFERHOF LY

wIE - B O EFREEOE LD

<BUT>
b4 - B4 | 2-[trans-4-(4-7 v 7 = =)Wy 7~ |1-(4-7 a8 7 = =))5(1-A F/V=F
X3k Ruexild4-F 7 hx /v [ MWEST=FR Bla7Taers7=1L) |
Gl T bz RO oAl Z OYIE K O D iLH|
HE1E 0y
- N. N N _cn,
| T
ol NH NH CH, g
o}
BhEE - R | =T U T
L - H& | 1%

HWEL, RANIZIZ LR 148 (7 bRaw/7a 7y =il e LT
1000 mg/400 mg) % 3 A, BBICEOEET 5,
WE . NI BEIZSLTCT hayv/ a7 o L LT
250 mg/100 mg (1 $£) ~1000 mg/400 mg (4 #&) % 1 H 1[5 3 HfH., BEICHE O
595, KEMNOKGEIX, FTitoEBh ThHDH,

11~20 kg : 250 mg/100 mg (1 )

21~30 kg : 500 mg/200 mg (2 )

31~40 kg : 750 mg/300 mg (3 &)

>40 kg : 1000 mg/400 mg (4 £E)
D2
WE, AR ORE 40kg 282 2/NUCIZ 1B 1B 18 (7 hav/7al 7
=)VHEIEHE & LT 250 mg/100 mg) &, ~ 7 U 7 AT HUECE] A 24~48 IRFfETRT L D
Bifs L. AT HUSOH(E o R ONRAT il & AL 72 7% 7 BI#L, A BRIk NG54
%

BIEESE DIRE

R R (a7 = iRtE) | B AL O SKS  RA

il kO

SISy - 5y

B : 7 hRa RO 1 7T = VR
BE . v o A (LEETT M3 250 mg ROV 1 Z T = ViERERE
100 mg & 47)

I

<7 hRar>

H[E%E BN OELE (mgke) |
AN >1825
Ty & >1825
XE&E  whE BE5 &5 h& T FeFT A
M BEK (mgkg/H) (mgkg/H) (mg/kg/ H)
> b 133 JREE 50,200,800 12800 >50: #EEOHEA(L
200 : JHFigE s iE
800 : FRIMERFR/NT A —H
B fE
Zv b 3xH O 20,100,200, 1 R500 =20 : FREE, #EHkEL 1B
500 Ak, FDEAL
500 : fEARARIMEREL - FeR D
15 e fiF
vk 6xH O 20,100,500 NL500 >20 : MmAFOHkEL

>20 (), 2100 () : FARIMER
SARA, AR IR M BRE = i
500 : FHEA[H
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1.10. 3K - BEREOREFAEROE LD

W
ok O

=

fea)

4 X 3xHA &1 20,100,200, HL500 >20: #FHEA(E, RIMERR T
500 A —HKAE
>100 : EEFNCGEE/ME
k), RMLERFRXT A —FZ K
&, #RTRIMEREL - FE RO
&
A4 X 6xH O 20,100,500 N R500 =20 : FEOIHE, KKK~k
FRAE
<77 = R >
HERe s IO BIER (mg/kg) w
<~ A 20
7w b 200
4 X >400
o >400
KEgs w5 &5 B AT A
WK &K (mgkg/H) (mgkg/H) (mg/kg/H)
Sy h 248 O 30,40,50 30 >40 : AREEEINMH]
50 : FETE
A4 X 63/64 f&r 10,20, 40, 10 >20 : SETC, FRUE, MR,
H 80, 160 IR, R RHE, TR
K, B RS
F oL 63/64  &no 10,20, 40, 20 >40 : SETC, T, (R FHRD,
H 80, 160 R A, SRR K
<~ Tu At (7 hRayv/7a 77 =) ViERE) >
KE&E @ BE5 &5 Bh& T FeFT A
W RRRE (mg/kg/ H) (mg/kg/ H)
Svh 1xA O 20/8,100/40, 20/8  500/200, 0/200 : KL, HRHE,
5007200, MEENAE %, EE S, R
100/0, 0/200, 100/40, 0/40 : FEB) I,
0/40 W HAMI, ALT AST-BUN
R I - R e A
BB, BOWD A, BIRE
PER - 9L A
Ty h 6wnH &N 10/4,20/8, - APERE - REARAE, AR
50/20, 0/20 FEME RN, B I hh R
|59
A X 1w A f&o 20/8,50/20, 50/20  100/40, 0/40 : H FEEBEL
100740, T, Bk, EEANEM-Y), TR,
100/0, 0/40

XTI, YR, AT, SE
U, B R (R ERD, FRifn
BRR/$T A — A - MR
Efl, ALP-BUN: 2 L7 F
=T ) A R =
— A~ I K- fR AR o &
&, fiLHF Na-Cl Of&AiE, & -
JERL I - A3 - H O O
B A, 7N K%, TN - i
i U o NEZEHE, BB
BT, SRR AT,
PRAMAE PEAE, 4 FL M R

&
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1.10. 3K - BEREOREFAEROE LD

Z'i?‘ri A X 67 H & 10/4,20/8, - 50/20, 0/20 : M-, JREE, T
(i) 50/20, 50/0, 5, 561, FE A - (R,
0/20 R L BRABG A, /B A 5
DIET, BHE%- U oSk
FERE, AL TR BRI ifn R
Tk A, R e
20/8 - HRARCIRAE, AR BRI
&
10/4, 20/8, 50/20, 0/20 : fHAE
AT Ak, NEZERENE L Rz e
ES i MALES
mIEH [159%]
RN BE~ T U TG NE (12 5% 0L E) ROV ANBRE RS L LSS A
ARERDFAHER)
BIVER (BRRMEMERE 2 &) RBIIR : 46.3% (202/436 4)
BIVER (BERMRAEMER 2 5Te) OFEE : I8 74 1], B0 5451, WE 54 41,
SHR 44 1511, R 36 BI5E
cNR (BRSO T RYONR 3~1275%) BE AR L LB IERRES
AR
BIER (BREMEMERE &) BBE 23.5% (27/1154)
BIWEH (REIRMA R 25 T) OFfE WGk 11 6], # 5 FEE 7 4,
JEUIE 4 51, 3895 3 B, RARIEGE 2 1, SE%E 2 1. EhiE 2 B, fEE 2 .
T 2 P4
Sd%)!
PN
BIER (BEMEMERE ZET) BBE  16.8% (64/3814)
BIVER (BRRMEMERE 2 &) O  88m 1861, 1w 1341, B 760,
TS, TEIEARE 440, BEEK 4 (515
c RAKOVNE (ERE/NE Brgbh ) KO A Z x5 & U7z 5 FERER)
BIEA (ERRMAM R 25 Te) 5B 0 30.2% (149/493 4)
BIVER (REEEMAE R 28 Te) O « TH 3761, BEem 334, nfe
ISR 29 1], MEJR 27 B4
AR OVNE (BEFE/NE (145800 ) RO A 2 %5 & U= A RER)
BIEA (BRARMAM R 25 Te) 5B 0 21.5% (110/51144)
BIER (BRRMREMEBRE &) OfEE : TH 27 F%
< /NE (BERRNR (A~167%) Zxtg L L7 B MARRER)
BIWER (BRMREMEREZET) BILE : 41.6% (52/1254)
BIVER (BRIRMAE R 2 & de) OFEEE : I8 39 41, SEY% 17 1, WEMH: 9 Bi%
Eagan TIU Y e AI AT TA RS A A
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1.10. 3K - BEREOREFAEROE LD

<:Bhn>
54 - B4
i
WhHE - BhR
Mk HE | 1B%
FRA

W, 1 E 1|7 hay/ 7 a7 7 =) & LT 1000 mg/400 mg % 3 H .
BRI 2,
N
WE . KEIELT oy Ta s T o VR S LC FEOB5ESY 1A 1H
3HM, BZICROKEET 5,

5~8kg : 125 mg/50 mg

9~10kg : 187.5 mg/75 mg

11~20 kg : 250 mg/100 mg

21~30 kg : 500 mg/200 mg

31~40 kg : 750 mg/300 mg

>40 kg : 1000 mg/400 mg
T8
BRA
WEL. LR 1ET a7 a7 = L LT 250 mg/l00mg %2, ~F U

T AT HUIER B 25 24~ 48 FERART L 0 BAAA L.
72t 7 A, mHERICROKRET 5,
/N
W, KEIGCT hxav /a7 oG igE L L CFRofk5E4 18 1
B, ~ 7V 7 AT s 5 24~48 B[] ET L 0 BHAR U, JiRAT HUs(E % ONRAT
i 2B 7ot 7 A, R BRI &RE5 15,

11~20 kg : 62.5 mg/25 mg

21~30kg : 125 mg/50 mg

31~40 kg : 187.5 mg/75 mg

>40kg : 250 mg/100 mg

AT MU AL P M OVREA 7 ek & B 4L

BIEESE DIRE

TR KL OE | A 7 a7 a 77 = ViR

hAGy « v | B . ~ T e UELAEE (1EEFRT FXa 250 mg KOV 1 7 = VIR EEHE 100
mg & H)
~Z o/ NRHAREEEE Q8EFT bXar 625 mg RO 0 7T = ViR
i 25 mg & A7)

ik
BIER [159%]
RN (BEN~ T U TGN (12 5% 0L E) ROV BRE A xfgi L LSS A
RER DR

BIWER (BGERMAEMET 2 &T) IR : 46.3% (202/436 44)
BIVEH (EEMREERY 2&Te) O  8F 74 6], .l 54 4,
SEYR 44 1), T 36 fi15E

WAt 54 41,

N (B~ 7 U TG
i )
AIEN (R

W G~12%) BEZMRLE LIHIERRIS

RS 2 &te) FEBIE : 23.5% (27/1154)
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1.10. 3K - BEREOREFAEROE LD

Rl 1EH RIVER (RRRM AR 25 de) OFREE « R 1161, % 5 FE 7 6,
(Fi ) JRAE 4 B, &2 3 B, RARIBOE 2 1, BRTE 21, EhEE 2 B, MEDR 2 .
TR 2 %

ONR (=Z U 7RG NE Bk Ll E 11 kg Kii) A2 & L HHAHERE)
BIEA (BAMEMEE 2 E&Te) BIE  11.0% (11/1004)
BUWEM (BEMEERE ZE&T) O . TR 6, g 2 fi4s

c~ 7 U TR E HRY & U TARAIZ 35 L 72 [EN ] i i A

BIEA (BAMEMEBEEZETe) ORIIE . 42.9% (3/74)
BUWEH (BARMRAEERE A2 E5T) O  mH 2 615 (CF 4 Bt E g
)
[755]
o UN

BIER (BB 2 &Te) IR 16.8% (64/3814)
BIVER (R MRS 2 & de) OfEE « U8 1841, 8w 1361, Bk 741,
RSB, B 45, BEk 4 514

c BRAKOVNE (ERE/NR GrEll k) KON E x4 & L7z 5 AR ER)

BIVER (BRRMEMERE 2 &) RBIEK : 302% (149/493 4)

BIER (BERMREMER 2 5Te) OFEE : FF 3761, Bee® 336, OEN
ISR 29 1], MEJR 27 B4

c A OVNR (RN (14500 E) RO A& x5 & U8 A RER)
BIER (BARMRAEMRE 2 5T) LK : 21.5% (110/511 4)
BIVER (ARMRAEMRE 2 5Te) OFEE : H 27 Hl%

<N (RN (4A~167%) Zxtg L L7 MARRER)
BIWER (BRRMREMEBREZET) BILE  41.6% (52/1254)

BIVER (BERMAM R 25 de) O : I8 39 411, S8 17 1, WEAH: 9 B2
< (RN (3~16 %) ZxtG & U728 I AHEUR)

BWEH (BEREEREZET) ORBIE . 82% (9/1104)

BUWER (MAEREEREZET) OFE . TR 46)%

PR RN A~1658) E RIS L U5 TV AHEER)
BIEA (BAMREMREE 2Ty ORIE : 0.6% (1/1654)
BIWER (MAEREEREZET) OFE : EH: 1 4]

I VT TRiEEEE UTORAIE B 5 U7 E PN o i A
WEH (BERMREMREEZET) ORBE . 7.1% (24/339 4)
IWEA (AR ER 2 8T) OfE . TR 1L FI% GF 4 LM 3w

=
5]
=
5]

53]
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1.12.1.

RTEH—E
HTEH—E

WATERHIT SN THNERZ ATV D720 FEERITHIFR L,

1.12. RfAHER—%

F3E (BRI 2 30F)
INTRRE S 44 b mEcRiNm | stmomeser | weem | elas | 0
L . 19884F1 H . . ; e =5
3 (Malarone Paediatric Tablets)Quality 4t GlaxoSmithKline MiZA FANE R AT
MR
F558 GFRRARGBR RS )
TR 44 b seEinm | wmisr | wom | el | 0
5.3.1.2
A study to evaluate the bioequivalence of MALARONE tablets with
. . . 19967F11 | 11 ; W
MALBI1002  |proguanil hydrochloride supplied by (reference) or and a 996111 Glaxo Wellcome HEF- FANE R B
o ~199741 H (UK)
quarter-strength paediatric tablet
53.32
Pharmacokinetics of atovaquone, proguanil, and cycloguanil after 1994476 H Glaxo Wellcome : e S
15-123 combination treatment of acute P. falciparum malaria in Thai children ~19944:12 H (UK) 1St FEPIERE 25
5.3.3.5
Population pharmacokinetics of atovaquone and proguanil in children and 20024E12 A
CM2002/00013/00]adult subjects with either acute malaria caused by P. falciparum or at risk of s GlaxoSmithKline N HNEE BE
developing P. falciparum infection .
5.3.5.1
An Open-Label Comparative Study to Determine the Safety and Efficacy of
MALARONE (Atovaquone and Proguanil Hydrochloride) Versus 199941 H . . 5 - Y
MAL30013 Amodiaquine in the Treatment of Acute Plasmodium falciparum Malaria in ~2000412 H GlaxoSmithKline i+ FEPIEDR 25

Children Weighing 25 and <11kg in Gabon
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1.12. RfAHER—%

TR R 5 YA b it | wwsr | wmm | e | 0
5.3.5.1

A Randomised, Double-Blind, Placebo-Controlled, Parallel Group Study to

Evaluate the Suppressive Prophylactic Activity of MALARONE 199741 H Glaxo Wellcome N [ S
MALB3003 (atovaquone/proguanil) in Children at Risk of Developing Plasmodium ~19974-7H (UK) 151 FEPIERL z5

falciparum Infection

A Randomized, Double-Blind, Placebo-Controlled, Parallel Group Study to

Evaluate the Safety and Efficacy of MALARONE (Atovaquone and

Proguanil Hydrochloride) for the Prevention of Plasmodium falciparum 200041 H . . N e g
MAL30015 Malaria in Gabonese Children, and the Effect on Antibody Response to ~20004-6 H GlaxoSmithKline 4 FEPIEDRE 55

Typhoid and Cholera Vaccines, Using MALARONE Pediatric Tablets

Manufactured in Canada

An International, Randomized, Open-Label Study to Compare the Safety and

Efficacy of MALARONE (Atovaquone and Proguanil Hydrochloride) Versus 199945 H . . N o .
MAL30012 Chloroquine and Proguanil Hydrochloride for Chemoprophylaxis Against ~2000411H GlaxoSmithKline 7 FEPYEDRE %

Malaria in Non-Immune Pediatric Travelers

1.12-p. 2
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1.12.2.

AL

REHEIARESEMNLGVIERE—E

FE BRI SRR

FHSED 5 B, LT OHEHA

5.3.1.1
53.1.3
53.14
532
5.3.3.1
5333
5334
534
5352
5353
5354
5.3.6
5.3.7

May 20 2015 09:59:35

INAFT RAZEVT 1 (BA) kB 5 £

In Vitro-In Vivo®D B E#H % 5t L 72 B 15 &
R B OB L 2R TR R S

b N AEARGE & H O 72 SR B E RS O R BR
TREREHE ST 12 31 2 PK L O I R M B 15
IR PEELA 2 Bt U 7 PKGRBR 15 3
SMAIMEELR 2 B L 7o PRERBR A

IR 3R 1) (PD) SRBR R 5 2

FExt PR ERBR A

B ORI % ff - CRENT L 72

Z DO OB L

MR OfFE HARER I BE T 2 @t &

BET —H R K OVE G Fe sk
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