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African-American (50%), Hispanic (30%), median age of 5.4 years, baseline CD4 cell percent
>15% (median = 27%), and median baseline plasma HIV-1 RNA of 4.6 log;o copies/mL. Eighty
percent and 55% of patients had prior therapy with zidovudine and lamivudine, respectively,
most often in combination. The median duration of prior nucleoside analogue therapy was

2 years. Proportions of patients with plasma HIV-1 RNA levels £10,000 and <400 copies/mL,
respectively, through 24 weeks of treatment are summarized in Figure 3.

Figure 3. Proportions of Patients with Plasma HIV-1 RNA
<10,000 copies/mL or <400 copies/mL Through Week 24 in

Study CNAA3006
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1Missing data were considered as above the HIV-1 RNA threshold.
2No significant difference was observed at 24 weeks for the <10,000 copies/mL threshold.

After 16 weeks of therapy, the median CD4 increases from baseline were 69 cells/mm?’ in the
group receiving ZIAGEN and 9 cells/mm’ in the control group.

CONTRAINDICATIONS
Abacavir sulfate has been associated with fatal hypersensitivity reactions. ZIAGEN
SHOULD NOT BE RESTARTED FOLLOWING A HYPERSENSITIVITY REACTION
TO ABACAYVIR (see WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS).
ZIAGEN Tablets and Oral Solution are contraindicated in patients with previously
demonstrated hypersensitivity to any of the components of the products (see WARNINGS).
ZIAGEN Tablets and Oral Solution are contraindicated in patients with moderate or severe
hepatic impairment.
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WARNINGS

Hypersensitivity Reaction: Fatal hypersensitivity reactions have been associated with
therapy with ZIAGEN. Patients developing signs or symptoms of hypersensitivity (which
include fever; skin rash; fatigue; gastrointestinal symptoms such as nausea, vomiting,
diarrhea, or abdominal pain; and respiratory symptoms such as pharyngitis, dyspnea, or
cough) should discontinue ZIAGEN as soon as a hypersensitivity reaction is first suspected,
and should seek medical evaluation immediately. To avoid a delay in diagnosis and
minimize the risk of a life-threatening hypersensitivity reaction, ZIAGEN should be
permanently discontinued if hypersensitivity cannot be ruled out, even when other
diagnoses are possible (e.g., acute onset respiratory diseases, gastroenteritis, or reactions to
other medications). ‘

ZJAGEN SHOULD NOT be restarted following a hypersensitivity reaction because
more severe symptoms will recur within hours and may include life-threatening
hypotension and death.

Severe or fatal hypersensitivity reactions can occur within hours after reintroduction of
ZIAGEN in patients who have no identified history or unrecognized symptoms of
hypersensitivity to abacavir therapy.

When therapy with ZIAGEN has been discontinued for reasons other than symptoms of a
hypersensitivity reaction, and if reinitiation of therapy is under consideration, the reason for
discontinuation should be evaluated to ensure that the patient did not have symptoms of a
hypersensitivity reaction. If hypersensitivity cannot be ruled out, abacavir should NOT be
reintroduced. If symptoms consistent with hypersensitivity are not identified, reintroduction can
be undertaken with continued monitoring for symptoms of a hypersensitivity reaction. Patients
should be made aware that a hypersensitivity reaction can occur with reintroduction of abacavir,
and that abacavir reintroduction should be undertaken only if medical care can be readily
accessed by the patient or others (sse ADVERSE REACTIONS).

In clinical trials, hypersensitivity reactions have been reported in approximately 5% of adult
and pediatric patients receiving abacavir. Symptoms usually appear within the first 6 weeks of
treatment with ZIAGEN although these reactions may occur at any time during therapy (see
PRECAUTIONS: Information for Patients and ADVERSE REACTIONS).

Abacavir Hypersensitivity Reaction Registry: To facilitate reporting of hypersensitivity
reactions and collection of information on each case, an Abacavir Hypersensitivity Registry has
been established. Physicians should register patients by calling 1-800-270-0425.

Lactic Acidosis/Severe Hepatomegaly with Steatosis: Lactic acidosis and severe
hepatomegaly with steatosis, including fatal cases, have been reported with the use of nucleoside
analogues alone or in combination, including abacavir and other antiretrovirals. A majority of
these cases have been in women. Obesity and prolonged nucleoside exposure may be risk
factors. Particular caution should be exercised when administering ZIAGEN to any patient with
known risk factors for liver disease; however, cases have also been reported in patients with no
known risk factors. Treatment with ZIAGEN should be suspended in any patient who develops
clinical or laboratory findings suggestive of lactic acidosis or pronounced hepatotoxicity (which
may include hepatomegaly and steatosis even in the absence of marked transaminase elevations).

PRECAUTIONS
General: Abacavir should always be used in combination with other antiretroviral agents.
Abacavir should not be added as a single agent when antiretroviral regimens are changed due to
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loss of virologic response.
Therapy-Experienced Patients: In clinical trials, patients with prolonged prior nucleoside
reverse transcriptase inhibitor (NRTI) exposure or who had HIV-1 isolates that contained
multiple mutations conferring resistance to NRTIs had limited response to abacavir. The
potential for cross-resistance between abacavir and other NRTTs should be considered when
choosing new therapeutic regimens in therapy-experienced patients (see MICROBIOLOGY:
Cross-Resistance).
Fat Redistribution: Redistribution/accumulation of body fat including central obesity,
dorsocervical fat enlargement (buffalo hump), peripheral wasting, facial wasting, breast
enlargement, and “cushingoid appearance” have been observed in patients receiving
antiretroviral therapy. The mechanism and long-term consequences of these events are currently
unknown. A causal relationship has not been established.
Information for Patients: PATIENTS SHOULD BE ADVISED THAT A MEDICATION
GUIDE AND WARNING CARD SUMMARIZING THE SYMPTOMS OF ABACAVIR
HYPERSENSITIVITY REACTIONS SHOULD BE DISPENSED BY THE
PHARMACIST WITH EACH NEW PRESCRIPTION AND REFILL OF ZIAGEN. THE
COMPLETE TEXT OF THE MEDICATION GUIDE IS REPRINTED AT THE END OF
THIS DOCUMENT. PATIENTS SHOULD BE INSTRUCTED TO CARRY THE
WARNING CARD WITH THEM.

Patients should be advised of the possibility of a hypersensitivity reaction to ZIAGEN that
may result in death. Patients developing signs or symptoms of hypersensitivity (which include
fever; skin rash; fatigue; gastrointestinal symptoms such as nausea, vomiting, diarrhea, or

-abdominal pain; and respiratory symptoms such as sore throat, shortness of breath, or cough)

should discontinue treatment with ZIAGEN and seek medical evaluation immediately. ZIAGEN
SHOULD NOT be restarted following a hypersensitivity reaction because more severe
symptoms will recur within hours and may include life-threatening hypotension and death.
Patients who have interrupted ZIAGEN for reasons other than symptoms of hypersensitivity (for
example, those who have an interruption in drug supply) should be made aware that a severe or
fatal hypersensitivity reaction can occur with reintroduction of abacavir. Patients should be
instructed not to reintroduce abacavir without medical consultation and that reintroduction of
abacavir should be undertaken only if medical care can be readily accessed by the patient or
others (see ADVERSE REACTIONS and WARNINGS).

ZIAGEN is not a cure for HIV infection and patients may continue to experience illnesses
associated with HIV infection, including opportunistic infections. Patients should remain under
the care of a physician when using ZIAGEN. Patients should be advised that the use of ZIAGEN
has not been shown to reduce the risk of transmission of HIV to others through sexual contact or
blood contamination.

Patients should be informed that redistribution or accumulation of body fat may occur in
patients receiving antiretroviral therapy and that the cause and long-term health effects of these
conditions are not known at this time.

Patients should be advised that the long-term effects of ZIAGEN are unknown at this time.

ZIAGEN Tablets and Oral Solution are for oral ingestion only.

Patients should be advised of the importance of taking ZIAGEN exactly as it is prescribed.
Drug Interactions: Pharmacokinetic properties of abacavir were not altered by the addition of
either lamivudine or zidovudine or the combination of lamivudine and zidovudine. No clinically
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significant changes to lamivudine or zidovudine pharmacokinetics were observed following
concomitant administration of abacavir.

Abacavir has no effect on the pharmacokinetic properties of ethanol. Ethanol decreases the
elimination of abacavir causing an increase in overall exposure (see CLINICAL
PHARMACOLOGY: Drug Interactions).

The addition of methadone has no clinically significant effect on the pharmacokinetic
properties of abacavir. In a study of 11 HIV-infected subjects receiving methadone-maintenance
therapy (40 mg and 90 mg daily) with 600 mg of ZIAGEN twice daily (twice the currently
recommended dose), oral methadone clearance increased 22% (90% CI 6% to 42%). This
alteration will not result in a methadone dose modification in the majority of patients; however,
an increased methadone dose may be required in a small number of patients.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: Abacavir was administered
orally at 3 dosage levels to separate groups of mice (60 females and 60 males per group) and rats

(56 females and 56 males in each group) in carcinogenicity studies. Single doses were 55, 110, —

and 330 mg/kg/day in mice and 30, 120, and 600 mg/kg/day in rats. Results showed an increase
in the incidence of malignant and non-malignant tumors. Malignant tumors occurred in the
preputial gland of males and the clitoral gland of females of both species, and in the liver of
female rats. In addition, non-malignant tumors also occurred in the liver and thyroid gland of
female rats. These observations were made at systemic exposures in the range of 6 to 32 times
the human exposure at the recommended dose (300 mg twice daily). It is not known how
predictive the results of rodent carcinogenicity studies may be for humans.

Abacavir induced chromosomal aberrations both in the presence and absence of metabolic
activation in an in vitro cytogenetic study in human lymphocytes. Abacavir was mutagenic in the
absence of metabolic activation, although it was not mutagenic in the presence of metabolic
activation in an L5178Y mouse lymphoma assay. At systemic exposures approximately 9 times
higher than that in humans at the therapeutic dose, abacavir was clastogenic in males and not
clastogenic in females in an in vivo mouse bone marrow micronucleus assay.

Abacavir was not mutagenic in bacterial mutagenicity assays in the presence and absence of
metabolic activation.

Abacavir had no adverse effects on the mating performance or fertility of male and female rats
at doses of up to 500 mg/kg/day, a dose expected to produce exposures approximately 8-fold
higher than that in humans at the therapeutic dose based on body surface area comparisons.
Pregnancy: Pregnancy Category C. Studies in pregnant rats showed that abacavir is transferred
to the fetus through the placenta. Developmental toxicity (depressed fetal body weight and
reduced crown-rump length) and increased incidences of fetal anasarca and skeletal
malformations were observed when rats were treated with abacavir at doses of 1,000 mg/kg
during organogenesis. This dose produced 35 times the human exposure, based on AUC. In a
fertility study, evidence of toxicity to the developing embryo and fetuses (increased resorptions,
decreased fetal body weights) occurred only at 500 mg/kg/day. The offspring of female rats
treated with abacavir at 500 mg/kg/day (beginning at embryo implantation and ending at
weaning) showed increased incidence of stillbirth and lower body weights throughout life. In the
rabbit, there was no evidence of drug-related developmental toxicity and no increases in fetal
malformations at doses up to 700 mg/kg (8.5 times the human exposure at the recommended
dose, based on AUC).

There are no adequate and well-controlled studies in pregnant women. ZIAGEN should be
used during pregnancy only if the potential benefits outweigh the risk.
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Antiretroviral Pregnancy Registry: To monitor maternal-fetal outcomes of pregnant
women exposed to ZIAGEN, an Antiretroviral Pregnancy Registry has been established.
Physicians are encouraged to register patients by calling 1-800-258-4263.

Nursing Mothers: The Centers for Disease Control and Prevention recommend that
HIV-infected mothers not breastfeed their infants to avoid risking postnatal transmission
of HIV infection.

Although it is not known if abacavir is excreted in human milk, abacavir is secreted into the
milk of lactating rats. Because of both the potential for HIV transmission and the potential for
serious adverse reactions in nursing infants, mothers should be instructed not to breastfeed if
they are receiving ZIAGEN.

Pediatric Use: The safety and effectiveness of ZIAGEN have been established in pediatric
patients aged 3 months to 13 years. Use of ZIAGEN in these age groups is supported by
pharmacokinetic studies and evidence from adequate and well-controlled studies of ZIAGEN in
adults and pediatric patients (see CLINICAL PHARMACOLOGY, Pharmacokinetics: Special
Populations: Pediatric Patients, INDICATIONS AND USAGE: Description of Clinical Studies,
WARNINGS, ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION).
Geriatric Use: Clinical studies of ZIAGEN did not include sufficient numbers of patients aged
65 and over to determine whether they respond differently from younger patients. In general,
dose selection for an elderly patient should be cautious, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

ADVERSE REACTIONS

Hypersensitivity Reaction: Fatal hypersensitivity reactions have been associated with
therapy with ZIAGEN. Therapy with ZIAGEN SHOULD NOT be restarted following a
hypersensitivity reaction because more severe symptoms will recur within hours and may
include life-threatening hypotension and death. Patients developing signs or symptoms of
hypersensitivity should discontinue treatment as soon as a hypersensitivity reaction is first
suspected, and should seek medical evaluation immediately. To avoid a delay in diagnosis
and minimize the risk of a life-threatening hypersensitivity reaction, ZIAGEN should be
permanently discontinued if hypersensitivity cannot be ruled out, even when other
diagnoses are possible (e.g., acute onset respiratory diseases, gastroenteritis, or reactions to
other medications).

Severe or fatal hypersensitivity reactions can occur within hours after reintroduction of
ZIAGEN in patients who have no identified history or unrecognized symptoms of
hypersensitivity to abacavir therapy (see WARNINGS and PRECAUTIONS: Information
for Patients).

When therapy with ZIAGEN has been discontinued for reasons other than symptoms of a
hypersensitivity reaction, and if reinitiation of therapy is under consideration, the reason for
discontinuation should be evaluated to ensure that the patient did not have symptoms of a
hypersensitivity reaction. If hypersensitivity cannot be ruled out, abacavir should NOT be
reintroduced. If symptoms consistent with hypersensitivity are not identified, reintroduction can
be undertaken with continued monitoring for symptoms of hypersensitivity reaction. Patients
should be made aware that a hypersensitivity reaction can occur with reintroduction of abacavir,
and that abacavir reintroduction should be undertaken only if medical care can be readily
accessed by the patient or others (see WARNINGS).
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In clinical studies, approximately 5% of adult and pediatric patients receiving ZIAGEN
developed a hypersensitivity reaction. This reaction is characterized by the appearance of
symptoms indicating multi-organ/body system involvement. Symptoms usually appear within the
first 6 weeks of treatment with ZIAGEN, although these reactions may occur at any time during
therapy. Frequently observed signs and symptoms include fever, skin rash, fatigue, and
gastrointestinal symptoms such as nausea, vomiting, diarrhea, or abdominal pain. Other signs
and symptoms include malaise, lethargy, myalgia, myolysis, arthralgia, edema, pharyngitis,
cough, abnormal chest x-ray findings (predominantly infiltrates, which can be localized),
dyspnea, headache, and paresthesia. Some patients who experienced a hypersensitivity reaction
were initially thought to have acute onset or worsening respiratory disease. The diagnosis of
hypersensitivity reaction should be carefully considered for patients presenting with symptoms
of acute onset respiratory diseases, even if alternative respiratory diagnoses (pneumonia,
bronchitis, pharyngitis, or flu-like illness) are possible.

Physical findings include lymphadenopathy, mucous membrane lesions (conjunctivitis and
mouth ulcerations), and rash. The rash usually appears maculopapular or urticarial but may be
variable in appearance. There have been reports of erythema multiforme. Hypersensitivity
reactions have occurred without rash.

Laboratory abnormalities include elevated liver function tests, increased creatine
phosphokinase or creatinine, and lymphopenia. Anaphylaxis, liver failure, renal failure,
hypotension, adult respiratory distress syndrome, respiratory failure, and death have occurred in
association with hypersensitivity reactions. Symptoms worsen with continued therapy but often
resolve upon discontinuation of ZIAGEN.

Risk factors that may predict the occurrence or severity of hypersensitivity to abacavir have
not been identified.

Therapy-Naive Adults: Selected clinical adverse events with a >5% frequency during therapy
with ZIAGEN 300 mg twice daily, lamivudine 150 mg twice daily, and zidovudine 300 mg twice
daily compared with lamivudine 150 mg twice daily and zidovudine 300 mg twice daily from
CNAAB3003 are listed in Table 2.

Table 2. Selected Clinical Adverse Events Grades 1-4 (>5% Frequency) in Therapy-Naive
Adults (CNAAB3003) Through 16 Weeks of Treatment

ZIAGEN/Lamivudine/Zidovudine | Lamivudine/Zidovudine
Adverse Event (n=283) (n=281)
Nausea 47% 41%
Nausea and vomiting 16% 11%
Diarrhea ' 12% 11%
Loss of appetite/anorexia 11% 10%
Insomnia and other sleep disorders 7% 5%

Selected clinical adverse events with a >5% frequency during therapy with ZIAGEN 300 mg
twice daily, lamivudine 150 mg twice daily, and zidovudine 300 mg twice daily compared with
indinavir 800 mg 3 times daily, lamivudine 150 mg twice daily, and zidovudine 300 mg twice
daily from CNAAB3005 are listed in Table 3.

13
330




Table 3. Selected Clinical Adverse Events Grades 1-4 (=5% Frequency) in Therapy-Naive
Adults (CNAAB3005) Through 48 Weeks of Treatment

ZIAGEN/Lamivudine/Zidovudine | Indinavir/Lamivudine/Zidovudine
Adverse Event (n=262) (n=264)

Nausea 60% 61%
Nausea and vomiting 30% 27%
Diarrhea 26% 27%
Loss of appetite/anorexia 15% 11%
Insomnia and other sleep 13% 12%
disorders

Fever and/or chills 20% 13%
Headache 28% 25%
Malaise and/or fatigue 44% 41%

Five subjects in the abacavir arm of study CNAAB3005 experienced worsening of
pre-existing depression compared to none in the indinavir arm. The background rates of
pre-existing depression were similar in the 2 treatment arms. )

Pediatric Patients: Selected clinical adverse events with a >5% frequency during therapy with
ZIAGEN 8 mg/kg twice daily, lamivudine 4 mg/kg twice daily, and zidovudine 180 mg/m” twice
daily compared with lamivudine 4 mg/kg twice daily and zidovudine 180 mg/m? twice daily
from CNAA3006 are listed in Table 4.

Table 4. Selected Clinical Adverse Events Grades 1-4 (5% Frequency) in
Therapy-Experienced Pediatric Patients (CNAA3006) Through 16 Weeks of Treatment

ZIAGEN/Lamivudine/Zidovudine | Lamivudine/Zidovudine
Adverse Event (n=102) (n=103)
Nausea and vomiting 38% 18%
Fever 19% 12%
Headache 16% 12%
Diarrhea 16% 15%
Skin rashes 11% 8%
Loss of appetite/anorexia 9% , 2%

Laboratory Abnormalities: Laboratory abnormalities (anemia, neutropenia, liver function
test abnormalities, and CPK elevations) were observed with similar frequencies in the

2 treatment groups in studies CNAAB3003 and CNAA3006. Mild elevations of blood glucose
were more frequent in subjects receiving abacavir. In study CNAAB3003, triglyceride elevations
(all grades) were more common on the abacavir arm (25%) than on the placebo arm (11%). In
study CNAAB3005, hyperglycemia and disorders of lipid metabolism occurred with similar
frequency in the abacavir and indinavir treatment arms. '

Other Adverse Events: In addition to adverse events in Tables 2, 3, and 4, other adverse
events observed in the expanded access program were pancreatitis and increased GGT.
Observed During Clinical Practice: In addition to adverse events reported from clinical
trials, the following events have been identified during use of abacavir in clinical practice.
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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 either their seriousness,
frequency of reporting, potential causal connection to abacavir, or a combination of these factors.

Body as a Whole: Redistribution/accumulation of body fat (see PRECAUTIONS: Fat
Redistribution).

Skin: Suspected Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN) have

been reported in patients receiving abacavir primarily in combination with medications known to
be associated with SJS and TEN, respectively. Because of the overlap of clinical signs and
symptoms between hypersensitivity to abacavir and SJS and TEN, and the possibility of multiple
drug sensitivities in some patients, abacavir should be discontinued and not restarted in such
cases.

There have also been reports of erythema multiforme with abacavir use.

OVERDOSAGE
There is no known antidote for ZIAGEN. It is not known whether abacavir can be removed by
peritoneal dialysis or hemodialysis.

DOSAGE AND ADMINISTRATION

A Medication Guide and Warning Card that provide information about recognition of
hypersensitivity reactions should be dispensed with each new prescription and refill. To
facilitate reporting of hypersensitivity reactions and collection of information on each case, an
Abacavir Hypersensitivity Registry has been established. Physicians should register patients by
calling 1-800-270-0425.

ZIAGEN may be taken with or without food.
Aduits: The recommended oral dose of ZIAGEN for adults is 300 mg twice daily in
combination with other antiretroviral agents.
Adolescents and Pediatric Patients: The recommended oral dose of ZIAGEN for
adolescents and pediatric patients 3 months to up to 16 years of age is 8 mg/kg twice daily (up to
a maximum of 300 mg twice daily) in combination with other antiretroviral agents.
Dose Adjustment in Hepatic Impairment: The recommended dose of ZIAGEN in patients
with mild hepatic impairment (Child-Pugh score 5 to 6) is 200 mg twice daily. To enable dose
reduction, ZIAGEN Oral Solution (10 mL twice daily) should be used for the treatment of these
patients. The safety, efficacy, and pharmacokinetic properties of abacavir have not been
established in patients with moderate to severe hepatic impairment, therefore ZIAGEN is
contraindicated in these patients.

HOW SUPPLIED

ZIAGEN is available as tablets and oral solution.
ZIAGEN Tablets: Each tablet contains abacavir sulfate equivalent to 300 mg abacavir. The
tablets are yellow, biconvex, capsule-shaped, film-coated, and imprinted with “GX 623” on one
side with no marking on the reverse side. They are packaged as follows:

Bottles of 60 tablets NDC 0173-0661-01).

Unit dose blister packs of 60 tablets (NDC 0173-0661-00). Each pack contains 6 blister cards
of 10 tablets each.

Store at controlled room temperature of 20° to 25°C (68° to 77°F) (see USP).
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ZIAGEN Oral Solution: It is a clear to opalescent, yellowish, strawberry-banana-flavored
liquid. Each mL of the solution contains abacavir sulfate equivalent to 20 mg of abacavir. It is
packaged in plastic bottles as follows:

Bottles of 240 mL (NDC 0173-0664-00) with child-resistant closure. This product does not
require reconstitution.

Store at controlled room temperature of 20° to 25°C (68° to 77°F) (see USP). DO NOT
FREEZE. May be refrigerated.

ANIMAL TOXICOLOGY

Myocardial degeneration was found in mice and rats following administration of abacavir for
2 years. The systemic exposures were equivalent to 7 to 24 times the expected systemic exposure
in humans. The clinical relevance of this finding has not been determined.

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2003, GlaxoSmithKline. All rights reserved.

July 2003 RL-2030
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MEDICATION GUIDE
ZIAGEN® (z-EYE-uh-jen) (abacavir sulfate) Tablets and Oral Solution
Generic name: abacavir (uh-BACK-ah-veer) sulfate tablets and oral solution

Read the Medication Guide you get each time you fill your prescription for Ziagen. There may
be new information since you filled your last prescription.

What is the most important information I should know about Ziagen?
About 1 in 20 patients (5%) who take Ziagen will have a serious allergic reaction
(hypersensitivity reaction) that may cause death if the drug is not stopped right away.

You may be having this reaction if:

(1) you get a skin rash, or

(2) you get 1 or more symptoms from at least 2 of the following groups:
Fever
Nausea, vomiting, diarrhea, abdominal (stomach area) pain
Extreme tiredness, achiness, generally ill feeling
Sore throat, shortness of breath, cough

If you think you may be having a reaction, STOP taking Ziagen and call your doctor
right away.

If you stop treatment with Ziagen because of this serious reaction, NEVER take Ziagen
(abacavir) again. If you take Ziagen again after you have had this serious reaction, you
could die within hours.

Some patients who have stopped taking Ziagen (abacavir) and who have then started taking
Ziagen (abacavir) again have had serious or life-threatening allergic (hypersensitivity)
reactions. If you must stop treatment with Ziagen for reasons other than symptoms of
hypersensitivity, do not begin taking it again without talking to your health care provider.
If your health care provider decides that you may begin taking Ziagen again, you should do
so only in a setting with other people to get access to a doctor if needed.

A written list of these symptoms is on the Warning Card your pharmacist gives you. Carry
this Warning Card with you.

Ziagen can have other serious side effects. Be sure to read the section below entitled "What
are the possible side effects of Ziagen?"

What is Ziagen?
Ziagen is a medication used to treat HIV infection. Ziagen is taken by mouth as a tablet or a

strawberry-banana-flavored liquid. Ziagen is a medicine called a nucleoside analogue reverse
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transcriptase inhibitor (NRTI). Ziagen is only proven to work when taken in combination with
other anti-HIV medications. When used in combination with these other medications, Ziagen
helps lower the amount of HIV found in your blood. This helps to keep your immune system as
healthy as possible so that it can help fight infection.

Ziagen does not cure HIV infection or AIDS. Ziagen has not been studied long enough to know
if it will help you live longer or have fewer of the medical problems that are associated with HIV
infection or AIDS. Therefore, you must see your health care provider regularly.

Who should not take Ziagen?
Do not take Ziagen if you have ever had a serious allergic reaction (a hypersensitivity reaction)

to abacavir (as Ziagen or Trizivir® [abacavir, lamivudine, and zidovudine] Tablets). If you have
had such a reaction, return all of your unused Ziagen to your doctor or pharmacist.

Talk to your doctor if you have liver problems, as some patients with liver disease should not
take Ziagen.

How should I take Ziagen?
To help make sure that your anti-HIV therapy is as effective as possible, take your Ziagen
exactly as your doctor prescribes it. Do not skip any doses.

The usual dosage for adults (at least 16 years of age) is one 300-mg tablet twice a day. You can
take Ziagen with food or on an empty stomach.

Adolescents and children 3 months and older can also take Ziagen. Your doctor will tell you if
the oral solution or tablet is best for your child. Also, your child's doctor will decide the right
dose based on your child's weight and age. Ziagen has not been studied in children under 3
months of age.

If you miss a dose of Ziagen, take the missed dose right away. Then, take the next dose at the
usual scheduled time. Do not let your Ziagen run out. The amount of virus in your blood may
increase if your anti-HIV drugs are stopped, even for a short time. Also, the virus in your body
may become harder to treat.

What should I avoid while taking Ziagen?
Practice safe sex while using Ziagen. Do not use or share dirty needles. Ziagen does not reduce
the risk of passing HIV to others through sexual contact or blood contamination.

Talk to your doctor if you are pregnant or if you become pregnant while taking Ziagen. Ziagen
has not been studied in pregnant women. It is not known whether Ziagen will harm the unborn
child.

Mothers with HIV should not breastfeed their babies because HIV is passed to the baby in breast
milk. Also Ziagen can be passed to babies in breast milk and could cause the child to have side
effects.
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What are the possible side effects of Ziagen?

Life-threatening allergic reaction. Ziagen has caused some people to have a life-threatening

reaction (hypersensitivity reaction) that can cause death. How to recognize a possible reaction,
and what to do are discussed in "What is the most important information I should know about

Ziagen?" at the beginning of this Medication Guide.

Lactic Acidosis and severe liver problems. Ziagen can cause a serious condition called lactic

acidosis and, in some cases, this condition can cause death. Nausea and tiredness that don’t get

better may be symptoms of lactic acidosis. Women are more likely than men to get this rare but
serious side effect.

Ziagen can cause other side effects. In studies, the most common side effects with Ziagen were
nausea, vomiting, malaise or fatigue, headache, diarrhea, and loss of appetite. Most of these side
effects did not cause people to stop taking Ziagen.

Changes in body fat have been seen in some patients taking antiretroviral therapy. These changes
may include increased amount of fat in the upper back and neck (“buffalo hump”), breast, and
around the trunk. Loss of fat from the legs, arms, and face may also happen. The cause and
long-term health effects of these conditions are not known at this time.

This listing of side effects is not complete. Your doctor or pharmacist can discuss with you a
more complete list of side effects with Ziagen.

Ask a health care professional about any concerns about Ziagen. If you want more information,
ask your doctor or pharmacist for the labeling for Ziagen that was written for health care

professionals.

Do not use Ziagen for a condition for which it was not prescribed. Do not give Ziagen to other
persons.

@GlaxoSmith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2003, GlaxoSmithKline. All rights reserved.
July 2003 MG-019

This Medication Guide has been approved by the US Food and Drug Administration.
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(1 FF DR 5 UBBEDEERN S 5 BE

(2)E 0 B BEREE (eGFR<30mL/4}/1.73m?) RIL EHT
EPEE T 3BREOERE ((EUBHE]OESR)

BRDEFREH/ERDERE : HILATEEY, 7z=F
L2, U772 BV, 439 F M EYYY (Y
beYa—->X-TU—MNEERS(HEEERIOES

§gu?@&%%¢i?%%ﬁﬁ\Kﬂ@ﬁ%%*i?é?
P |

[EBR DS

1.EELEFNIEE

FHENTV NE Y v ERAKRE T B0, YNEY L ORA
TERRINL TS, B3, BERS. EELRER
FiEE. EXZBERSOFERLoRE] # L THETS
k.

2. {HEER
VKRATENVME T Y AR— ¥ — (PHEEY (P-gp). AJE
it ZH (BCRP)) X E TH 5 ([EWEE] 0EZBR),

iic)] *(VHAZZ @HALEVNI L)
ERAE BRRER - BEFZX| BF - ERETF
. . JIrTYEYY FHOMPAJ|E| N L OEH DI
(472 - #4K] (779 ) FET L. RHO |7 %2P-gp0 FEE
e VSV T 4 §E400mg HIUNTEE Y MEFBMBTEIB | ALY, BHD
7%7?]}3‘253’ . %ﬁ_‘ e (.7_7*1/ }\ ““)I/) %ﬂiﬁ%%o Iﬁlﬁ‘:‘“?ﬁ%Eﬁ@T
(1&) VERATEN 400mg SYETEYT TEBENKD S,
BEEAT AB. JUAANAT—RF FY Y Fyverss)
Ly ATFTYVYBIIFV T A, D-v 2 b - tAITFEEFT Y
ko) W, EEENVNT—A, w70 T—)14000. R y(ey b TVa—v
o7 ha— v (Ea AL . yvr, B X 7= MEEER
b5 Y RUEB= "B e . -
B JE | BROITEABO T4 NATI—T 4 VTR (megjgfzm‘”i:;f&“ iﬁﬁ‘ﬁ A ARET
" HEAN * f= P M
i R FHOMEFRE| 1 6 0 EH O
KEEZ E&20mm. & 9Imm, EX 7mm, EX1236mg Sz onner—p |PEFTL. AHO | P-opd FHEERIC
@A~k |GSI- 7977 PHELBETLIBE| LY. AHomE
FhADH b, FRESMETT S
N BENWEH 5,
[%h8EE - RIE]

3.81ER

Vx5 4 T20CEBMIFEE UICEABEFEL R
FEredFICAHE )N YR L-ERNE 3 EER
BERIC BT, 1406156161 (43.6% ) ([ BIVEA (BRIRIRZME
REZEU)FRD NIz, EREWERA L, BliiENE
Fu ¥y gA2H(150%) . BE 76(50%) . BRE6 F
(43%). BL68H1(43%). €HIEE6BI(U3%)FETH >
720 (RRLE)

a S N—T2AY 7 54 T2) OCRBRMEFIRIICEAE
HEFEEICBIT B 7 4 VA MEOHEH

(zhEE - HRICHIET BEALORE) ;
AFIOMBAICE L Tid, HCV RNADBHETHLZ L% |
BB B, T, M. BREREREC I D ER |
BUFEE TRV L2 ERT A &, =

(B - HE] , AF ROV SEY > OBETRD bREERIR, LT
YRy EOFRHIIBWT, BE. RAKKIZVFEATEN LB TH b,
L LT400mg# 1 B 1 |, 12:BRHEOHST %, (NEXBEMER

# (B% - BECEET3FERLOEE)

AR EBATHINEY) Y 0ZE5RIZ. VY VOFR
FXFCED ONAE-AEICE) T L RISz
T3 BEBBEICANE B v B4 12g/dLUETH
BHILEMRTAI L, Tz, BREFIZINEY YOR
BRECHRS PRI LELTIEERNER LZEEAIC
., UNE) Y oORNXEERSETAI L, B UN

1M (11.4%)

BMAHobNAZEDRHLEDOT, NESFUVYVEEE
BRCHET 5% YBER 0T, AT v E
DOWLEIDEEIL. VNEY ORISR
NEY VoOBHEYRASHTAILRE, BUYLRMEZITFH &
Lo BB, UNEY OFEEFIETZEEE. FHD
#E5IFIETEE,
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(2)2 DHEDEIER [ZEYEhRE]
UTo X 2EWERAPED bRLHEIE. ERICST In viroRBIZBVWT, XZLAFFTORI v S THEVARRT
THEEZUEERITIZ L, VIR TEER B ICRB S NE Z LRI TEY, &
RESE| 5%ELE | 1 %BILE5 %R | 1 %k | EERED PommFy s REEREWEHEE ST Tw 2w, FHE2ROHRS L
ey BEAA 7o &, VARATENVRBERLHICRE R T, FOKAES(90%5E)
- PNy Iy W EEABWGS-3310078 L CHFRICHETE L. REMED 5D 28
U INE v BB A% TH o700 FEOEWEBENT ClX. VEATENVRY
e S oM. AR GS-331007% 2BV TEEM L 720
b - . — 1. MmPRE
s ME T CTNCED BERIHE O —
mER ELE B AR R AEERE 8 6112, AH400mg% 2R - 8 EE
R W 0 R B O35 Lz 80V kAT ENRUGS-3310070 EETEE <5
A4 —
- . - )(_‘57 %il b\-ﬂ_\.j‘o
s §¢%£§%ﬁ§§ HILRR 1 RERACEAA0mgE TS EERE L - & % ORMEE/ 5 A — 4
4 fFﬁ‘ﬂ 5 % b TERATENC GS-331007
Crmax 639 1440
397 BYYNY U E (ng/mL)? (286) (322)
gy 5. e 05 21
BE HE%&E% & &5 B (1) (05, 10) (15, 30)
AUCq-int 649 11,000
% - B8 P REE | EEE A (ng - h/mL)? (465) (219)
A (B 04 250
BER. Al vz (03, 06) (218, 343)
ZOft e a: I (EHEE). b IO, c: 84 P

E)VERSER. BNBERBREICET AT L. BAOBRREERIC
BWCORRE SN EWEHEEREL Lz (REREITOT—¥)
4. SBEADERE
EMNE 3HBRREBE T, AF LYY YRR LAE
&M, —AROBEY) VY VIESORERISFEEEH
BILHRBNE[TH o 7o —RICHEE TIIAEERS
BTLTBY., BEERRCEHEL > TWaE I EPEV0
T, BEORBLEE L 2FOBEECRSE TSI L.
5.11%. ER. BILRFEAOES
(WARFNIYNEY ¥ EPERT 5720, HIFEXIIEERL T
ZHREMOHEBAKIE. BELRNI L, T2, HIR
LTWiRWZ E2EET A0, BEBBICELL, YV
NEYyOFATELSRL. HRERETEBTS 2

(2)CEMEMT X BEICH T 3 BEMEYBIERT

Tz ) ¥4 T20CRIBHIFRBEIOR ZRRICER & Y
Yy eAL-ERE SHEBRABR TR EREYERBEIT 2 E
FEL7ER, EFREICHE T 5AUCWE UCun® FHE (£H)
FE) T, VERRTE N (EH) TENRENS3(27.8)ng - h/mL.
529 (34.2) ng/mL. GS-331007 (140%1) T % 1. 2110491 (26.9)
ng - h/mL. 824(265)ng/mLTH o720 VEHEAT YN RUGS-
331007 DI BIRZ xS Bl ). BML RUEMFEZED
K, siER IR ESREOFEIED SN2 o7,

BRBOFEGBEADT—4)7

SENERER AR E IS, AH400me s B R AR
HEZORS L2E E0, VEATENVRUGS-3310070 Y
BIRENS XA —F #FE 2 1R T,

x2 BERACERIOMgEZERRUARICERERSLLLED

Lo [VARTENVOBMER(T v FROTHE) LB BOBENTA -5
WTIE - RS KT A BBER LA TR LAY, s TR
AL PEST B USE Y OBYERTREBER Gom) | @sE) | Gow) | ()
Ut - BRIRBIEVER DR TV 5,] Cinax 675 764 1230 909
(QEARORAMERET B & AR, SOEETES e T B B R
TAGEIEEAE PSR [BWER(S v ) tmax (h) (03, 20) (05, 60) (15, 40) (20,90
s 3 x < _ 2 3 4T ASEW AUCp-ins 646 1230 13,500 13,800
;Cb‘% i%l{ffﬁf@]—( A0S SO TN OB E (ng - h/mL)? (40.2)¢ (49.1)¢ (284) (236)
° ta()b 04 ] 08 \ 241 269
6./NEEADERS (03,07) (04,45)¢ | (102,469) | (114 458)

a FEHE(EBRE). b PREGEE). ¢ 3860, d: 346

(A)BEERERECH I 2EVEE GIEAOT —-4)9
HCVE A bR WA BEABEEEEE O 5 2 BERE TR #1400
megx %5 Lz e &, BREEEHBEE (eGFR>80mL/4/173
m?) I LT, B (eGFR=50%4 2 <80mL/%/1.73m?), H&
B (eGFRZ30%* 2 <50mL/4/1.73m?) X3 E & (eGFR<30mL/
7/173m%) OEBREBEOWERE T, VAR TENDAUCrnt
I ZF N ZFN61%. 107%. 171% & < . GS-331007D AUCo-undd
FNFNE5%. 88%. 451%Bhol. T2y MWEENZET
LRBEAEOBBEIIBITLVFATENVDOAUCHmE, &
BWREEHEREICIL T, BITHES T28%. ENHBEST
60% Ao 72 DIZH L. GS-331007D AUCo-nstd BATEIIRS T
1280%. BITHIE LS T70% BV EEZ R L. RPEBTAEDOH
B TIXGS-331007 DB I MBI SR ETH D, 4B
DM ENT TR 5B DH18% DGS-3310074 K FE & hiz,

SIFEEESEEICH I 2EVEE GEADFT—2)8
FREE X EE (Chid-PughSEBXIIC) D eEE 2 A ¥
BHCVEBEERE A L, A#400me% 7 HBZE L2 & &,
FREEFEEICHEL, VEATENVDAUCEFNREFR

EHAEER. FrER. 3R, PRENRICHT 224
PEITFEN LTz (ERREERD 2 \v) o
18815

BE. EIR BRSPS AH1200me % BEES L7
LEOEEZROFEIEE., EEEIL. FAH400mgXiE 7
TR ERICRESNDOLERTH Y, FHOBE
REIC L ABEERIIMER I ATV 2N,

WE  AFOBEFRS T A RNRBERII V. BE
BEOBEIE NAFVFA DTS )V TRBED
BRRREOBESEO— RN L XRERIERTAIZ L. &
B, BRIMHAE RO EERHY TH 5GS-331007id, MikEE
IZI 3% AEEINDL L OHETDH 5 (4B OME
FEITIC L DR EBHETHISY)Y, ([EWERE]nESBE)
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126%. 143% 7 <+ GS-331007DAUCIE # N2 N18%. 9%
BP0l
2.9%. 8. BEEGHEAOT—4)Y
UCHE# Y R A T ¥ V40mg x BEEABHHRE CEREOKRE
L7z &, FHNIEL P ICRINE N, GS-331007(X 7 LA+ K
HBE)E LTEICRFPICHRES N/ze VARRATEVOL | HEE
B4 RI3M61~65% GS-331007D & b MEEEE A RT3~
72%TH Y, 01lug/mLd 5 20ug/mLOSER THEFRBREORE
52T % o 7210, BRGHRED &1/ MR EEEIEH0TTH Y |
VAERATENVRTZO/REYE, MBS LY E& LThigEdic
DHTDH I LAITRBENTz, MMEEFBHETEEO KBTI EERH
W TH HGS-331007H E D TV 7z, FHRENERIZ2% % EE Y,
R EE, BREPICENFN0%. 14%. 25%25HRE S hiz,
3. EYHEER
(1)in vitroXBRRLEE1Y
VR AT ENVIZP-gp K UBCRPOEE TH 5 %%, GS-3310071F
INSOEETRRV. BERNOP-gp HETLERN L OHH
LD, VERRATENOMEFRENSRITEBENITH 5,
A H % P-gp X IIBCRPORRER] & fFF L7z & &, GS-3310077
MEFREEDOFREIFDLNL VA, VEAATENVOBENL
BTABFNN D5, FFIIP-gpLIZBCRPOEH & 4 &
NATEEMEND 24, VKRR T ENRIGS-33100713P-gp B U
BCRPOREEHI T WV EATRENT WS,
2EEEE HBEAOT —5)
®£3 YVEATENRUGS-331007OEYEEICRIEFTHAEORE

- V&R T EVEUGS-3310070
‘ BHAERO | A0 BB (5 A5k
R BER | BER R e s 0o BTN
(mg) | (mg) o AT
254 453
SOF
Y 70R ;jf 1 } :/12) ;3% ;0% 19 (182};345) (3261’2.‘230)
6s (053~069) | (0.90~120)
097 113
SOF
5 40 (065~143) | (081~157)
12)
[ ZADEYS #E i 16 - i %
(083~114) | (087~113)
SOF 145 13

FuFEN(7—A|800/100 | 400 (110~192) | (112~159)

Sy b FEMB | 1H1E| BE s 097 124
(090~105) | (118~130)

sy 1y | 60
rITEVYY 1B1E op |08 094
el m | W | (060~110) | (076~116)
ILMN)VEE S IR1@| A
SRRV TOE] 30 = o7 08t
Yu7eEE Y | 1E1E (070~084) | (076~092)
087 0%
SOF
. 0 | w0 071~108) | (082~109)
515 o
FVTFTTEN 1626 #E 19 " %8 15
099~120) | (097~108)
o 19
SOF
- % 400 (090~162) | (094~127)
~13)
Iveeyy 181@| wm | 7 o 1% o1
(099~114) | (097~104)
05 T3¢
- i I SOF | (0gs~138) | (100~169)
2y a | 9w = .
on |18 = 073 104
(065~083) | (089~1%2)
0B 0%
SOF
, 600 | 400 (019~029) | (024~032)
w¥y, 18
V77 vy 1e1@| &@ | 7 o 13 0%

(114~134) | (088~103)

SOF : VARXTE N, GS: GS-331007
o EYHEEESRBII RS TER, b BRI (ERREAT) ELT
WE cieAMYANLITY  NE— A TOHE

F4 GHREOEPHEICRETVRIATELOZE

BRED | Ao BHEOEMEENT -1

PEAIE #5R | &58 | A% B AR/ BB SR (0% S ER M)
(mg) | (mg) Conax AUC Cain

. 00 | 40 106 098

B Hyld)

VARV | wm | P | s~ | oo |

5| 40 0n 109

)

FrEYAAE L g | oam | | os~o00) | sty | Y
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BRE0 | A0 BREORMEENS 2~ T ],
HAE k58 | %58 | BF AR/ B 50 (0% BER )
(mg) | (mg) Crnax AUC Crin
e | @ | | ow 097 086
o 1R 1E| % 0%4~10) | (034~100) | (078~096)
— 50 0% 0% 0%
wh 13
TITEVIR B g g (085~106) | (091~108) | (093~098)
o m 07 099 104
S B
TAREEA B e g g"é, 16 | (088~107) | (034~105) | (098~111)
7 g;g ;;é 30 1% 098 0%
o 1B1@ (108~145) | (091~105) | (091~107)
TR B 05 | om 0%
13)
TVIITEVE | 1 gom| mm | P | oa~0m5) | ©9~09) | (081~112)
. %5 | &0 105 106 099
~1
IVERVFE e m | 7| oo~ | o109 | (09t~104)
0% 100 094
- s/ 14)
RAFEASeRmE (085~116) | (085~121) | (077~114)
~130 | 14
sarrom | py |1B1E 0% 0% 0%
©079~113) | (077~119) | (074~122)
JVINVF AT )V RF 107 106 107
) -t (094~122) | (092~121) | (089~128)
Q82
) | a0 | | 18 119 123
16)
IVPARVE v | 1eiE| P | oss140) | (0s8~145) | (100~15D)
FIE-W
1FznAby| 005 115 109 099
S 161@ 097-138) | (094~126) | (080~123)
NA:Z&%zL

a: EYEE/FAHBIIRRESRE CER. b AN (BRRER ELT
#®5

4 LBRICHT ZHEY
SLEI BB ERE SR & WU AFI400mg R U 1200mg B Bl
S Y LERICHT A RBERFM LA & & FHIZQTHBD
EE%%% RPoTz,
() AFORBENLBE - BEZ1 B 1 B40mgk5Th 5,

7355
BEAC S 3 EERAE (55 3 R0
FIBBLIATEBOH 5V 2 ) ¥ 4 T20OCEBIERF 4 B8 LISCH
RBEFBEBREORAZNSEE LT, KFEIAYY Yo 12
BREEES)IC L 545 SMERABGEERIEN BRE) 2 EMH L 7
FEFMEE X, FERT2H12BHBOHCY RNABHFEE TR
MR 7% O 214 (SVR12%E) T, SVR125E1396.4% (135/14081) T 1 .
Rib#E D BE OSVRI2E 3976% (81/83H)) . BIEBEDOH 2 BED
SVRI251394.7% (54/5781) T@ o 7= MAEFIC BT 2SVRIZES
51257 F, ’

x5 BMAERICSITHRERTHIZADSVR(SVRI2HE)

BERE HA%m SVRIZE
26 97.6% (31/8361)
. . L 97.3% (73/7581)
THYRE)

RRETRE Y 100% (8/850)

. N I 98.6% (68/6951)
shgE

MEREE i BSBULL | 929% (13/1461)
Hig 97.2% (69/71%%)

IPNEEHE A 1009 (5/51)

IFNZ % §° 100% (7/761)
2t 947% (54/5761)
] - %L 96.0% (48/5081)

IRiE,

AtErEES EY 85.7% (6/750)

L SRR 949% (37/3981)
g5

HEROH 5 EE il B 94.4% (17/185)
e Eig 100% (13/13%1)
a é’g}g\g“’ BR/T VA 7 A= | 92.7% (38/4181)

IFNARE 100% (3/381)

E)FBEEOWELEICI, FEBRLIEFibroscanD & & (>125kPa) & B v
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1. ER#EE
VERATENVE, FRBACTEEREW CHL Y V=Y VBRE
KEBENLRXZVFFFTOFRFS v 7 ThHY., BERBEWE. C
BfF4y 4 VA HCY) OEEICHETH LHCVIEEESY V37 B
SB(NSSB)RNAKEFHRNARY 2 7 —E%BET 2, HEAHDO
HCVY =/ # 4 Flb, 2a. 3afk P4afi3ENSSBR Y X 5 — ¥ k¢
550% A E HLEE (ICsofl) 120.36~3.3umol/LTH » 7210, & B
it FDNAKURNAFY X5 —E%BESTY, I barFY70
ZEHLIBEL VI,

2.In vitroJtHC V&M
VERATENE, HCVY 2/ ¥ 4 71~60 L 7 2 Y B
LRNABREFEEL, HCVY =/ % 1 71a, 1b. 2a. 2b. 3a.
4a, 5k U6ad L 7)) a VHIREIIHTT A VR AT E NV D50%ELD
VEFE (ECsoofl) 1 Z 210040, 011, 0050, 0015, 0.050. 0.040.
0015% UF0.014umol/L T » 720, Fjz, HCVY = /) ¥ £ 71a(67
). 1b(29B1). 2(1561) K& U°3a (106%1) B bR 4 B4k B & ONS5B
BREEL 7Y 2 VBRI 5V AR T Y NVOECsHE (FF5fH)
i3, FNEN0062. 0.10. 0029% UR0.081umol/LT & o 72, v
RATENVEYNEY ¥V, A V¥ — 7207 q, NSSARREH.
NS37nu 77— EREHR, ikIEMBRRINSBIEEHR & OB &
Y. AEISUIARSRAG R LY A OV AE AR b2,

3 FERImHE
HCVY 2/ % 4 71~6D L 7Y 2 v #laE BV ERATELD
in vitrolf ERBABRRICBWT, @Toy= /34 7V yary
MR TNSSBIEBDSB2TE R M R0 b /B, S22TEE 2 E
ALZTRTOV 2274 LT aVHBETY R TEIVICH
TEHREESET L. WIS T 2 8HEH & B L 2H4. S282TE
ERNH T AECeofE 1324~ 18185 M L 72, F/z. YNE Y &,
FEMERRINSSBREEH], NS37 17 7 — ¥ EH IINSSARHEH]
OWECHELAEREZELL Y avflECBNT, VKRS
ELVOERIIRFINLN. B, ZFLINE) VOFBICEVE
SR OREMEE FHE L /- ENE 3 BERRREE TIL1408% 5 Fic
A VAZERERE BDHA, HEHEFOT VA 7 AN—13F
Dol BHRLISHIOBETIE. NSEBEBRNS282TH%HE
BERPVFRATENVIIHTHRERBT 24 EE2KEIRDON
o ls,

(BRI HCBE Y BB EAAER]

—fi%  VAATEN
Sofosbuvir (JAN)

1b%4% : 1-Methylethyl N-[(S)- {[ (2R 3R4R5R)-5-(24~dioxo-
34-dihydropyrimidin-1(2H) -yl) -4-fluoro-3-
hydroxy—4—methyltetrahydrofuran—Z—yl] methoxy}
phenoxyphosphoryl]-L-alaninate

FR, ¢ CozHaoFN3OgP

SF8 - 52945

B

0
NN w
N o] . .P. > CH
HN\H/ \!i :!.-*\o/ \N/Qﬂ/o\r 3
. H
OH;C"] ~OH o] CHs
F H

H R BEErOHERRORE

CBEM Xy -V, TRV, TENSMIAMNEZY -
(995) eI R T &, 2-7a N — pizReRBited L,
FEBE L F WiZ R BTz . vy, Yr0uxy v
RIEANTE ITIFEAEBIT

B = H125T

SERE : log P=162(1-F 7 ¥ 7 — )V/015mol/L ¥t % 1V 7 A1)

(&S24
Bk A7 EEEHEEHEO L BOCERT S L,

(@ #]
V2NV 4 $8400mg ¢ 288EHR

[(EEXE RO XEREER%E]
EEXE :
DHAEE : v PR FOERHESEEERER (SA-PSI-7977-
10-0008. SA-PSI-7977-11-0006)
DMAWEE: T v FAHBITHCET 2 55 (SA-PSI-7977-11-
0009)
NHAEE  QT/QTcHB~DEEICE S 5 Bk (P7977-0613)
DRRES B EEREICB ) BB (P7977-0915)
SYRLPIER | EEERAIC BT B BB RE S BR (GS-US-334-0111)
6)FEPERL - EINE 3 HIERRR 3R (GS-US-334-0118)
NHFER  BEOREICET 5 H B (P7977-1318)
Q) FLPIE R, - FRAREEREE BB 1T 331 F 5 BB SNER (P2938-0515)
)RR AT v ARER(P7977-0312)
10)HEE - MIEEHHEAICE T 5 # B (PC-PSI-7977-11-0001)
IDHPREE : P 5 v AR—F — 12T 5 RER (8215026, AD-334~
2002, PC-PSI-7977-11-0006)
I2HRER Y7 R) YR 70 LR L OEYHEEER
ER (P7977-1819)
1MER L by 4 VAL OEYHE FEH R (GS-US-
334-0131)
1R © A9 ¥ & ORI E R 38 (P7977-0814)
5)AAER : V77 v ¥ Y L OFEYHEEHRE(GS-US-334-
1344)
16)FLPEER © R OB & OFYHEE 5 FI 348k (GS-US-334-0146)
17D REE NSEBAR Y £ 5 — BIEHIREICHE T 5 A8 (PC-334-
2010)
18)AEPIREE © B R R Y X 5 — Xt 2EH O#E (PC-334-2013)
19HIEE: 3 bay FY 7283 268 0BE (PC-334-2012.
PC-334-2015)
20)AEPIEEL - FUHCVIE IR % 348 (PC-334-2005)
QARER BRSO MR TORACVIESIC ¥ 5 3Bk (PC-334-
2016)
22)3:PEH 1 FRHCVEE & o> 34 B /R F 3088 (PC-334-2004, PC-
334-2018)
23)H PR - I ERTIC T 5 3B (PC-334-2010)
24) TR | NSEBREIR DS282TE R R R =M I BT 2 %5 (PC
~334-2006)
25) A PURA 1 SEM IS BT 5 18E (PC-334-2017. PC-334-2020)

XEEEKE
FEBRICEBRORAERIOZ I LTH TRICTERT E v,
FUT ¥ 2y v AEAAH
ATAANVFR- PV —
T100-6616 AMTAHRAOA—-TE 9% 2%
T I XRa T IR T -
7Y — %4 7 v 0120-506-295
FAX 03-5958-2959
2SR 1 9:00~17:30(k - B - MARVPEHAKAZE )

BHSEERFESE ¢
FUPROGALIOZIBREH
ERHBFRERAOAL-9-2

IS5 MIEa YR T—

+100-6616

340 ®: BHEHE

05-GS




R AR 5
XOK20154E 10 A BET (3 7 HR) AEAERAEE S
%20154F 9 HEkET 87625
i % BIRARFE = £
R ¢ 34 (EAEEOE A M ERE AT E4,) KRES | 22600AMK00764000
EMDR | 2014% 9 B
71V ZXEI/HCV NSSAEHESHEER BB | 20149
- - - E#EE | 2014478
B, BHEEES 7 7 J lff / 'H' - MEEEI | 201543 A
ER-ENEOLTBICEY ® ﬁ 60mg ,
wETsCL Daklinza, Tablets
(4754 A VIEEESR)
[ ] [RERVHE]

FHNE, VA NVAEFRBOBRBRIC TSR0 - BREE
DEMDD LT, AROBSIED & AT E I D BEICH
LTOAEETHI ko

B Z(ROBECEBELENIE)]

(1) AFOBEFIT LBEEOBREEND 5 BH

(2) ROERZERPOBE V77 vEYY, VT
TFY, T b4V, ANWNRREEY, TN
WEF =V, FEHFRAIVVEFHRE, k4avF
F¥FY V7 (St John's Wort, £+ + Va—vX -
77— MEFER(HEERIOBEER)
HRNEERL TWATEERD D 21BN [B1EER
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b: BEADF—¥ 1 E60mg% 1 B 1 BEOHRESTH 2, J 5
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