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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

FAMVIR (famciclovir) tablets, for oral use
Initial U.S. Approval: 1994

------------------------- INDICATIONS AND USAGE
FAMVIR, a prodrug of penciclovir, is a nucleoside analog DNA polymerase
inhibitor indicated for:
Immunocompetent Adult Patients (1.1)
o Herpes labialis (cold sores)
o Treatment of recurrent episodes
e Genital herpes
o Treatment of recurrent episodes
o Suppressive therapy of recurrent episodes
o Herpes zoster (shingles)
Human Immunodeficiency Virus (HIV)-Infected Adult Patients (1.2)
o Treatment of recurrent episodes of orolabial or genital herpes
Limitation of Use
The efficacy and safety of FAMVIR have not been established for:
o Patients less than 18 years of age
o Immunocompromised patients other than for the treatment of recurrent
episodes of orolabial or genital herpes in HIV-infected patients
o Black and African American patients with recurrent genital herpes

Immunocompetent Adult Patients (2.1)

Herpes labialis (cold sores) 1500 mg as a single dose

Genital herpes
Treatment of recurrent episodes
Suppressive therapy 250 mg twice daily

1000 mg twice daily for 1 day

Herpes zoster (shingles) 500 mg every 8 hours for 7 days

HIV-Infected Adult Patients (2.2)

Recurrent episodes of orolabial or genital | 500 mg twice daily for 7 days
herpes

Patients with renal impairment: Adjust dose based on creatinine clearance.
(23)

Tablets: 125 mg, 250 mg, 500 mg (3)

CONTRAINDICATIONS
®

Known hypersensitivity to the product, its components, or Denavir
(penciclovir cream). (4)

Acute renal failure: May occur in patients with underlying renal disease who
receive higher than recommended doses of FAMVIR for their level of renal
function. Reduce dosage in patients with renal impairment. (2.3, 8.6)

ADVERSE REACTIONS
The most common adverse events reported in at least 1 indication by greater
than 10% of adult patients are headache and nausea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Probenecid: May increase penciclovir levels. Monitor for evidence of
penciclovir toxicity. (7.2)

Nursing mothers: FAMVIR should not be used in nursing mothers unless the
potential benefits outweigh the potential risks associated with treatment. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling

Revised: 9/2016
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
11 Immunocompetent Adult Patients

Herpes labialis (cold sores): FAMVIR is indicated for the treatment of recurrent herpes labialis.

Genital herpes:

Recurrent episodes: FAMVIR is indicated for the treatment of recurrent episodes of genital herpes. The efficacy of
FAMVIR when initiated more than 6 hours after onset of symptoms or lesions has not been established.

Suppressive therapy: FAMVIR is indicated for chronic suppressive therapy of recurrent episodes of genital herpes. The
efficacy and safety of FAMVIR for the suppression of recurrent genital herpes beyond 1 year have not been established.

Herpes zoster (shingles): FAMVIR is indicated for the treatment of herpes zoster. The efficacy of FAMVIR when
initiated more than 72 hours after onset of rash has not been established.

1.2 HIV-Infected Adult Patients

Recurrent orolabial or genital herpes: FAMVIR is indicated for the treatment of recurrent episodes of orolabial or genital

herpes in HIV-infected adults. The efficacy of FAMVIR when initiated more than 48 hours after onset of symptoms or
lesions has not been established.

Limitation of Use

The efficacy and safety of FAMVIR have not been established for:

e Patients less than 18 years of age

o Patients with first episode of genital herpes

e Patients with ophthalmic zoster

e Immunocompromised patients other than for the treatment of recurrent orolabial or genital herpes in HIV-infected
patients

e Black and African American patients with recurrent genital herpes

2 DOSAGE AND ADMINISTRATION

FAMVIR may be taken with or without food.
21 Dosing Recommendation in Immunocompetent Adult Patients

Herpes labialis (cold sores): The recommended dosage of FAMVIR for the treatment of recurrent herpes labialis is 1500
mg as a single dose. Therapy should be initiated at the first sign or symptom of herpes labialis (e.g., tingling, itching,
burning, pain, or lesion).

Genital herpes:

Recurrent episodes: The recommended dosage of FAMVIR for the treatment of recurrent episodes of genital herpes is
1000 mg twice daily for 1 day. Therapy should be initiated at the first sign or symptom of a recurrent episode (e.g.,
tingling, itching, burning, pain, or lesion).

Suppressive therapy: The recommended dosage of FAMVIR for chronic suppressive therapy of recurrent episodes of
genital herpes is 250 mg twice daily.

Herpes zoster (shingles): The recommended dosage of FAMVIR for the treatment of herpes zoster is 500 mg every 8
hours for 7 days. Therapy should be initiated as soon as herpes zoster is diagnosed.

2.2 Dosing Recommendation in HIV-Infected Adult Patients

Recurrent orolabial or genital herpes: The recommended dosage of FAMVIR for the treatment of recurrent orolabial or
genital herpes in HIV-infected patients is 500 mg twice daily for 7 days. Therapy should be initiated at the first sign or
symptom of a recurrent episode (e.g., tingling, itching, burning, pain, or lesion).

2.3 Dosing Recommendation in Patients with Renal Impairment

Dosage recommendations for adult patients with renal impairment are provided in Table 1 [see Use in Specific
Populations (8.6), Clinical Pharmacology (12.3)].



Table 1: Dosage Recommendations for Adult Patients with Renal Impairment

Indication and Normal Dosage Creatinine Clearance Adjusted Dosage
Regimen (mL/min) Regimen Dose (mg) Dosing Interval

Single-Day Dosing Regimens
Recurrent Genital Herpes

1000 mg every 12 hours for 1 day > 60 1000 every 12 hours for 1 day
40-59 500 every 12 hours for 1 day
20-39 500 single dose
<20 250 single dose
HD* 250 single dose following
dialysis
Recurrent Herpes Labialis
1500 mg single dose >60 1500 single dose
40-59 750 single dose
20-39 500 single dose
<20 250 single dose
HD* 250 single dose following
dialysis

Multiple-Day Dosing Regimens
Herpes Zoster

500 mg every 8 hours > 60 500 every 8 hours
40-59 500 every 12 hours
20-39 500 every 24 hours
<20 250 every 24 hours
HD* 250 following each dialysis

Suppression of Recurrent
Genital Herpes

250 mg every 12 hours >40 250 every 12 hours
20-39 125 every 12 hours
<20 125 every 24 hours
HD* 125 following each dialysis

Recurrent Orolabial
or Genital Herpes
in HIV-Infected Patients

500 mg every 12 hours >40 500 every 12 hours
20-39 500 every 24 hours
<20 250 every 24 hours
HD* 250 following each dialysis

“Hemodialysis
3 DOSAGE FORMS AND STRENGTHS

FAMVIR tablets are available in 3 strengths:

. 125 mg: White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “125” on
the other side

. 250 mg: White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “250” on
the other side

. 500 mg: White, oval film-coated, biconvex, debossed with “FAMVIR” on one side and “500” on the other side

4 CONTRAINDICATIONS

FAMVIR is contraindicated in patients with known hypersensitivity to the product, its components, or Denavir®
(penciclovir cream).



5 WARNINGS AND PRECAUTIONS

Acute renal failure: Cases of acute renal failure have been reported in patients with underlying renal disease who have
received inappropriately high doses of FAMVIR for their level of renal function. Dosage reduction is recommended when
administering FAMVIR to patients with renal impairment [see Dosage and Administration (2.3), Use in Specific
Populations (8.6)].

6 ADVERSE REACTIONS
Acute renal failure is discussed in greater detail in other sections of the label [see Warnings and Precautions (5)].

The most common adverse events reported in at least 1 indication by greater than 10% of adult patients treated with
FAMVIR are headache and nausea.

6.1 Clinical Trials Experience in Adult Patients

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

Immunocompetent patients: The safety of FAMVIR has been evaluated in active- and placebo-controlled clinical studies
involving 816 FAMV IR-treated patients with herpes zoster (FAMVIR, 250 mg three times daily to 750 mg three times
daily); 163 FAMVIR-treated patients with recurrent genital herpes (FAMVIR, 1000 mg twice daily); 1,197 patients with
recurrent genital herpes treated with FAMVIR as suppressive therapy (125 mg once daily to 250 mg three times daily) of
which 570 patients received FAMVIR (open-labeled and/or double-blind) for at least 10 months; and 447 FAMVIR-
treated patients with herpes labialis (FAMVIR, 1500 mg once daily or 750 mg twice daily). Table 2 lists selected adverse
events.

Table 2: Selected Adverse Events (all grades and without regard to causality) Reported by Greater Than or Equal
to 2% of Patients in Placebo-Controlled FAMVIR Trials*

Incidence
Recurrent Genital Herpes-
Herpes Zoster' Genital Herpes* Suppression® Herpes Labialis*
FAMVIR Placebo FAMVIR Placebo | FAMVIR | Placebo FAMVIR Placebo
(n=273) (n=146) (n=163) (n=166) (n=458) (n=63) (n=447) (n=254)
Events % % % % % % % %
Nervous System
Headache 22.7 17.8 13.5 54 39.3 42.9 8.5 6.7
Paresthesia 2.6 0.0 0.0 0.0 0.9 0.0 0.0 0.0
Migraine 0.7 0.7 0.6 0.6 3.1 0.0 0.2 0.0
Gastrointestinal
Nausea 12.5 11.6 25 3.6 7.2 9.5 2.2 3.9
Diarrhea 7.7 4.8 4.9 1.2 9.0 9.5 1.6 0.8
Vomiting 4.8 3.4 1.2 0.6 3.1 1.6 0.7 0.0
Flatulence 1.5 0.7 0.6 0.0 4.8 1.6 0.2 0.0
Abdominal Pain 1.1 3.4 0.0 1.2 7.9 7.9 0.2 0.4
Body as a Whole
Fatigue 4.4 3.4 0.6 0.0 4.8 3.2 1.6 0.4
Skin and Appendages
Pruritus 3.7 2.7 0.0 0.6 2.2 0.0 0.0 0.0
Rash 0.4 0.7 0.0 0.0 3.3 1.6 0.0 0.0
Reproductive (Female)
Dysmenorrhea 0.0 0.7 1.8 0.6 7.6 6.3 04 0.0

*Patients may have entered into more than one clinical trial.

7 days of treatment
*1 day of treatment
Sdaily treatment




Table 3 lists selected laboratory abnormalities in genital herpes suppression trials.

Table 3: Selected Laboratory Abnormalities in Genital Herpes Suppression Studies*

Parameter FAMVIR Placebo

(n=660)" (n=210)"
% %
Anemia (<0.8 x NRL) 0.1 0.0
Leukopenia (<0.75 x NRL) 13 0.9
Neutropenia (<0.8 x NRL) 3.2 15
AST (SGOT) (>2 x NRH) 2.3 1.2
ALT (SGPT) (>2 x NRH) 3.2 15
Total Bilirubin (>1.5 x NRH) 1.9 1.2
Serum Creatinine (>1.5 x NRH) 0.2 0.3
Amylase (>1.5 x NRH) 15 1.9
Lipase (>1.5 x NRH) 4.9 4.7

*Percentage of patients with laboratory abnormalities that were increased or decreased from baseline and were outside of specified ranges.
n values represent the minimum number of patients assessed for each laboratory parameter.

NRH=Normal Range High.

NRL=Normal Range Low.

HIV-infected patients: In HIV-infected patients, the most frequently reported adverse events for FAMVIR (500 mg twice
daily; n=150) and acyclovir (400 mg, 5x/day; n=143), respectively, were headache (17% vs. 15%), nausea (11% vs. 13%),
diarrhea (7% vs. 11%), vomiting (5% vs. 4%), fatigue (4% vs. 2%), and abdominal pain (3% vs. 6%).

6.2 Postmarketing Experience

The adverse events listed below have been reported during post-approval use of FAMVIR. Because these events are
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure:

Blood and lymphatic system disorders: Thrombocytopenia

Hepatobiliary disorders: Abnormal liver function tests, cholestatic jaundice
Immune system disorders: Anaphylactic shock, anaphylactic reaction
Nervous system disorders: Dizziness, somnolence, seizure

Psychiatric disorders: Confusion (including delirium, disorientation, and confusional state occurring predominantly in the
elderly), hallucinations

Skin and subcutaneous tissue disorders: Urticaria, erythema multiforme, Stevens-Johnson syndrome, toxic epidermal
necrolysis, angioedema (e.g., face, eyelid, periorbital, and pharyngeal edema), hypersensitivity vasculitis

Cardiac disorders: Palpitations

7 DRUG INTERACTIONS
7.1 Potential for FAMVIR to Affect Other Drugs

The steady-state pharmacokinetics of digoxin were not altered by concomitant administration of multiple doses of
famciclovir (500 mg three times daily). No clinically significant effect on the pharmacokinetics of zidovudine, its
metabolite zidovudine glucuronide, or emtricitabine was observed following a single oral dose of 500 mg famciclovir
coadministered with zidovudine or emtricitabine.

An in vitro study using human liver microsomes suggests that famciclovir is not an inhibitor of CYP3A4 enzymes.
7.2 Potential for Other Drugs to Affect Penciclovir

No clinically significant alterations in penciclovir pharmacokinetics were observed following single-dose administration
of 500 mg famciclovir after pretreatment with multiple doses of allopurinol, cimetidine, theophylline, zidovudine,
promethazine, when given shortly after an antacid (magnesium and aluminum hydroxide), or concomitantly with
emtricitabine. No clinically significant effect on penciclovir pharmacokinetics was observed following multiple-dose
(three times daily) administration of famciclovir (500 mg) with multiple doses of digoxin.



Concurrent use with probenecid or other drugs significantly eliminated by active renal tubular secretion may result in
increased plasma concentrations of penciclovir.

The conversion of 6-deoxy penciclovir to penciclovir is catalyzed by aldehyde oxidase. Interactions with other drugs
metabolized by this enzyme and/or inhibiting this enzyme could potentially occur. Clinical interaction studies of
famciclovir with cimetidine and promethazine, in vitro inhibitors of aldehyde oxidase, did not show relevant effects on the
formation of penciclovir. Raloxifene, a potent aldehyde oxidase inhibitor in vitro, could decrease the formation of
penciclovir. However, a clinical drug-drug interaction study to determine the magnitude of interaction between
penciclovir and raloxifene has not been conducted.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy category B. After oral administration, famciclovir (prodrug) is converted to penciclovir (active drug). There
are no adequate and well-controlled studies of famciclovir or penciclovir use in pregnant women. No adverse effects on
embryofetal development were observed in animal reproduction studies using famciclovir and penciclovir at doses higher
than the maximum recommended human dose (MRHD) and human exposure. Because animal reproduction studies are
not always predictive of human response, famciclovir should be used during pregnancy only if needed.

In animal reproduction studies, pregnant rats and rabbits received oral famciclovir at doses (up to 1000 mg/kg/day) that
provided 2.7 to 10.8 times (rats) and 1.4 to 5.4 times (rabbits) the human systemic exposure based on AUC. No adverse
effects were observed on embryo-fetal development. In other studies, pregnant rats and rabbits received intravenous
famciclovir at doses (360 mg/kg/day) 1.5 to 6 times (rats) and (120 mg/kg/day) 1.1 to 4.5 times (rabbits) or penciclovir at
doses (80 mg/kg/day) 0.3 to 1.3 times (rats) and (60 mg/kg/day) 0.5 to 2.1 times (rabbits) the MRHD based on body
surface area comparisons. No adverse effects were observed on embryo-fetal development.

Pregnancy exposure reporting. To monitor maternal-fetal outcomes of pregnant women exposed to FAMVIR, Novartis
Pharmaceuticals Corporation maintains a FAMVIR Pregnancy Reporting system. Physicians are encouraged to report
their patients by calling 1-888-NOW-NOVA (669-6682).

8.3 Nursing Mothers

It is not known whether famciclovir (prodrug) or penciclovir (active drug) are excreted in human milk. Following oral
administration of famciclovir to lactating rats, penciclovir was excreted in breast milk at concentrations higher than those
seen in the plasma. There are no data on the safety of FAMVIR in infants. FAMVIR should not be used in nursing
mothers unless the potential benefits are considered to outweigh the potential risks associated with treatment.

8.4 Pediatric Use

The efficacy of FAMVIR has not been established in pediatric patients. The pharmacokinetic profile and safety of
famciclovir (experimental granules mixed with OraSweet® or tablets) were studied in 3 open-label studies.

Study 1 was a single-dose pharmacokinetic and safety study in infants 1 month to less than 1 year of age who had an
active herpes simplex virus (HSV) infection or who were at risk for HSV infection. Eighteen subjects were enrolled and
received a single dose of famciclovir experimental granules mixed with OraSweet based on the patient’s body weight
(doses ranged from 25 mg to 175 mg). These doses were selected to provide penciclovir systemic exposures similar to the
penciclovir systemic exposures observed in adults after administration of 500 mg famciclovir. The efficacy and safety of
famciclovir have not been established as suppressive therapy in infants following neonatal HSV infections. In addition,
the efficacy cannot be extrapolated from adults to infants because there is no similar disease in adults. Therefore,
famciclovir is not recommended in infants.

Study 2 was an open-label, single-dose pharmacokinetic, multiple-dose safety study of famciclovir experimental granules
mixed with OraSweet in children 1 to less than 12 years of age with clinically suspected HSV or varicella zoster virus
(VZV) infection. Fifty-one subjects were enrolled in the pharmacokinetic part of the study and received a single body
weight adjusted dose of famciclovir (doses ranged from 125 mg to 500 mg). These doses were selected to provide
penciclovir systemic exposures similar to the penciclovir systemic exposures observed in adults after administration of
500 mg famciclovir. Based on the pharmacokinetic data observed with these doses in children, a new weight-based dosing
algorithm was designed and used in the multiple-dose safety part of the study. Pharmacokinetic data were not obtained
with the revised weight-based dosing algorithm.



A total of 100 patients were enrolled in the multiple-dose safety part of the study; 47 subjects with active or latent HSV
infection and 53 subjects with chickenpox. Patients with active or latent HSV infection received famciclovir twice a day
for 7 days. The daily dose of famciclovir ranged from 150 mg to 500 mg twice daily depending on the patient’s body
weight. Patients with chickenpox received famciclovir three times daily for 7 days. The daily dose of famciclovir ranged
from 150 mg to 500 mg three times daily depending on the patient’s body weight. The clinical adverse events and
laboratory test abnormalities observed in this study were similar to these seen in adults. The available data are insufficient
to support the use of famciclovir for the treatment of children 1 to less than 12 years of age with chickenpox or infections
due to HSV for the following reasons:

Chickenpox: The efficacy of famciclovir for the treatment of chickenpox has not been established in either pediatric or
adult patients. Famciclovir is approved for the treatment of herpes zoster in adult patients. However, extrapolation of
efficacy data from adults with herpes zoster to children with chickenpox would not be appropriate. Although chickenpox
and herpes zoster are caused by the same virus, the diseases are different.

Genital herpes: Clinical information on genital herpes in children is limited. Therefore, efficacy data from adults cannot
be extrapolated to this population. Further, famciclovir has not been studied in children 1 to less than 12 years of age with
recurrent genital herpes. None of the children in Study 2 had genital herpes.

Herpes labialis: There are no pharmacokinetic and safety data in children 1 to less than 12 years of age to support a
famciclovir dose that provides penciclovir systemic exposures comparable to the penciclovir systemic exposures in adults
after a single dose administration of 1500 mg. Moreover, no efficacy data have been obtained in children 1 to less than 12
years of age with recurrent herpes labialis.

Study 3 was an open-label, single-arm study to evaluate the pharmacokinetics, safety, and antiviral activity of a single
1500 mg dose (three 500 mg tablets) of famciclovir in children 12 to less than 18 years of age with recurrent herpes
labialis. A total of 53 subjects were enrolled in the study; 10 subjects in the pharmacokinetic part of the study and 43
subjects in the non-pharmacokinetic part of the study. All enrolled subjects weighed greater than or equal to 40 kg. The 43
subjects enrolled in the non-pharmacokinetic part of the study had active recurrent herpes labialis and received a single
1500 mg dose of famciclovir within 24 hours after the onset of symptoms (median time to treatment initiation was 21
hours). The safety profile of famciclovir observed in this study was similar to that seen in adults. The median time to
healing of patients with non-aborted lesions was 5.9 days.

In a phase 3 trial in adults in which patients received a single 1500 mg dose of famciclovir or placebo, the median time to
healing among patients with non-aborted lesions was 4.4 days in the famciclovir 1500 mg single-dose group and 6.2 days
in the placebo group. Of note, in the adult study treatment was initiated by patients within 1 hour after the onset of
symptoms [see Clinical Studies (14.1)]. Based on the efficacy results in Study 3, famciclovir is not recommended in
children 12 to less than 18 years of age with recurrent herpes labialis.

8.5 Geriatric Use

Of 816 patients with herpes zoster in clinical studies who were treated with FAMVIR, 248 (30.4%) were greater than or
equal to 65 years of age and 103 (13%) were greater than or equal to 75 years of age. No overall differences were
observed in the incidence or types of adverse events between younger and older patients. Of 610 patients with recurrent
herpes simplex (type 1 or type 2) in clinical studies who were treated with FAMVIR, 26 (4.3%) were greater than 65 years
of age and 7 (1.1%) were greater than 75 years of age. Clinical studies of FAMVIR in patients with recurrent genital
herpes did not include sufficient numbers of subjects aged 65 years and over to determine whether they respond
differently compared to younger subjects.

No famciclovir dosage adjustment based on age is recommended unless renal function is impaired [see Dosage and
Administration (2.3), Clinical Pharmacology (12.3)]. In general, appropriate caution should be exercised in the
administration and monitoring of FAMVIR in elderly patients reflecting the greater frequency of decreased renal function
and concomitant use of other drugs.

8.6 Patients with Renal Impairment

Apparent plasma clearance, renal clearance, and the plasma-elimination rate constant of penciclovir decreased linearly
with reductions in renal function. After the administration of a single 500 mg famciclovir oral dose (n=27) to healthy
volunteers and to volunteers with varying degrees of renal impairment (CLcr ranged from 6.4 to 138.8 mL/min), the
following results were obtained (Table 4):



Table 4: Pharmacokinetic Parameters of Penciclovir in Subjects with Different Degrees of Renal Impairment

Parameter CLcr' =60 CLcr 40-59 CLcr 20-39 ClLcr <20
(mean £ S.D.) (mL/min) (mL/min) (mL/min) (mL/min)
(n=15) (n=5) (n=4) (n=3)

CLcr (mL/min) 88.1 + 20.6 49.3+£59 26.5+5.3 12.7+5.9
CLg (L/hr) 30.1+£10.6 13.0+ 1.3 42+09 16+10
CL/F® (L/hr) 66.9 + 27.5 273128 128+ 1.3 58+£2.8
Half-life (hr) 23+05 3.4+£0.7 6.2+£1.6 13.4+£10.2

T CLcg is measured creatinine clearance.

*n=4.

8 CL/F consists of bioavailability factor and famciclovir to penciclovir conversion factor.

In a multiple-dose study of famciclovir conducted in subjects with varying degrees of renal impairment (n=18), the
pharmacokinetics of penciclovir were comparable to those after single doses.

A dosage adjustment is recommended for patients with renal impairment [see Dosage and Administration (2.3)].
8.7 Patients with Hepatic Impairment

Mild or moderate hepatic impairment (chronic hepatitis [n=6], chronic ethanol abuse [n=8], or primary biliary cirrhosis
[n=1]) had no effect on the extent of availability (AUC) of penciclovir following a single dose of 500 mg famciclovir.
However, there was a 44% decrease in penciclovir mean maximum plasma concentration (Cmax) and the time to maximum
plasma concentration (tmax) Was increased by 0.75 hours in patients with hepatic impairment compared to normal
volunteers. No dosage adjustment is recommended for patients with mild or moderate hepatic impairment. The
pharmacokinetics of penciclovir has not been evaluated in patients with severe hepatic impairment. Conversion of
famciclovir to the active metabolite penciclovir may be impaired in these patients resulting in a lower penciclovir plasma
concentrations, and thus possibly a decrease of efficacy of famciclovir [see Clinical Pharmacology (12)].

8.8 Black and African American Patients

In a randomized, double-blind, placebo-controlled trial conducted in 304 immunocompetent black and African American
adults with recurrent genital herpes there was no difference in median time to healing between patients receiving
FAMVIR or placebo. In general, the adverse reaction profile was similar to that observed in other FAMVIR clinical trials
for adult patients [see Adverse Reactions (6.1)]. The relevance of these study results to other indications in black and
African American patients is unknown [see Clinical Studies (14.2)].

10 OVERDOSAGE
Appropriate symptomatic and supportive therapy should be given. Penciclovir is removed by hemodialysis.

11 DESCRIPTION

The active ingredient in FAMVIR tablets is famciclovir, an orally administered prodrug of the antiviral agent penciclovir.
Chemically, famciclovir is known as 2-[2-(2-amino-9H-purin-9-yl)ethyl]-1,3-propanediol diacetate. Its molecular formula
is C14H19NsOy4; its molecular weight is 321.3. It is a synthetic acyclic guanine derivative and has the following structure
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Famciclovir is a white to pale yellow solid. It is freely soluble in acetone and methanol, and sparingly soluble in ethanol
and isopropanol. At 25°C famciclovir is freely soluble (greater than 25% wi/v) in water initially, but rapidly precipitates as
the sparingly soluble (2%-3% wi/v) monohydrate. Famciclovir is not hygroscopic below 85% relative humidity. Partition
coefficients are: octanol/water (pH 4.8) P=1.09 and octanol/phosphate buffer (pH 7.4) P=2.08.



FAMVIR tablets contain 125 mg, 250 mg, or 500 mg of famciclovir, together with the following inactive ingredients:
hydroxypropyl cellulose, hydroxypropyl methylcellulose, lactose, magnesium stearate, polyethylene glycols, sodium
starch glycolate and titanium dioxide.

12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action

Famciclovir is an orally administered prodrug of the antiviral agent penciclovir [see Microbiology (12.4)].

12.3  Pharmacokinetics

Famciclovir is the diacetyl 6-deoxy analog of the active antiviral compound penciclovir. Following oral administration
famciclovir undergoes rapid and extensive metabolism to penciclovir and little or no famciclovir is detected in plasma or

urine. Penciclovir is predominantly eliminated unchanged by the kidney. Therefore, the dose of FAMVIR needs to be
adjusted in patients with different degrees of renal impairment [see Dosage and Administration (2.3)].

Pharmacokinetics in adults:

Absorption and Bioavailability: The absolute bioavailability of penciclovir is 77 £ 8% as determined following the
administration of a 500 mg famciclovir oral dose and a 400 mg penciclovir intravenous dose to 12 healthy male subjects.

Penciclovir concentrations increased in proportion to dose over a famciclovir dose range of 125 mg to 1000 mg
administered as a single dose. Table 5 shows the mean pharmacokinetic parameters of penciclovir after single
administration of FAMVIR to healthy male volunteers.

Table 5: Mean Pharmacokinetic Parameters of Penciclovir in Healthy Adult Subjects*

Dose AUC (0-inf)" (mcg hr/mL) Cmax' (mcg/mL) tmax® ()
125 mg 2.24 0.8 0.9
250 mg 4.48 1.6 0.9
500 mg 8.95 33 0.9
1000 mg 17.9 6.6 0.9

* Based on pharmacokinetic data from 17 studies

T AUC (0-inf) (mcg hr/mL) = area under the plasma concentration-time profile extrapolated to infinity.
* Cmax (Mcg/mL) = maximum observed plasma concentration.

8 tmax () = time to Crax.

Following oral single-dose administration of 500 mg famciclovir to 7 patients with herpes zoster, the AUC (mean + SD),
Cmax, and tmax Were 12.1+1.7 mcg hr/mL, 4.0£0.7 mcg/mL, and 0.7+0.2 hours, respectively. The AUC of penciclovir was
approximately 35% greater in patients with herpes zoster as compared to healthy volunteers. Some of this difference may
be due to differences in renal function between the 2 groups.

There is no accumulation of penciclovir after the administration of 500 mg famciclovir three times daily for 7 days.

Penciclovir Crax decreased approximately 50% and tmax was delayed by 1.5 hours when a capsule formulation of
famciclovir was administered with food (nutritional content was approximately 910 Kcal and 26% fat). There was no
effect on the extent of availability (AUC) of penciclovir. There was an 18% decrease in Cnax and a delay in tmax of about 1
hour when famciclovir was given 2 hours after a meal as compared to its administration 2 hours before a meal. Because
there was no effect on the extent of systemic availability of penciclovir, FAMVIR can be taken without regard to meals.

Distribution: The volume of distribution (Vdp) was 1.08+0.17 L/kg in 12 healthy male subjects following a single
intravenous dose of penciclovir at 400 mg administered as a 1-hour intravenous infusion. Penciclovir is less than 20%
bound to plasma proteins over the concentration range of 0.1 to 20 mcg/mL. The blood/plasma ratio of penciclovir is
approximately 1.

Metabolism: Following oral administration, famciclovir is deacetylated and oxidized to form penciclovir. Metabolites that
are inactive include 6-deoxy penciclovir, monoacetylated penciclovir, and 6-deoxy monoacetylated penciclovir (5%, less
than 0.5% and less than 0.5% of the dose in the urine, respectively). Little or no famciclovir is detected in plasma or urine.
An in vitro study using human liver microsomes demonstrated that cytochrome P450 does not play an important role in
famciclovir metabolism. The conversion of 6-deoxy penciclovir to penciclovir is catalyzed by aldehyde oxidase.
Cimetidine and promethazine, in vitro inhibitors of aldehyde oxidase, did not show relevant effects on the formation of
penciclovir in vivo [see Drug Interactions (7.2)].



Elimination: Approximately 94% of administered radioactivity was recovered in urine over 24 hours (83% of the dose
was excreted in the first 6 hours) after the administration of 5 mg/kg radiolabeled penciclovir as a 1-hour infusion to 3
healthy male volunteers. Penciclovir accounted for 91% of the radioactivity excreted in the urine.

Following the oral administration of a single 500 mg dose of radiolabeled famciclovir to 3 healthy male volunteers, 73%
and 27% of administered radioactivity were recovered in urine and feces over 72 hours, respectively. Penciclovir
accounted for 82% and 6-deoxy penciclovir accounted for 7% of the radioactivity excreted in the urine. Approximately
60% of the administered radiolabeled dose was collected in urine in the first 6 hours.

After intravenous administration of penciclovir in 48 healthy male volunteers, mean + SD total plasma clearance of
penciclovir was 36.6+6.3 L/hr (0.48+£0.09 L/hr/kg). Penciclovir renal clearance accounted for 74.5+£8.8% of total plasma
clearance.

Renal clearance of penciclovir following the oral administration of a single 500 mg dose of famciclovir to 109 healthy
male volunteers was 27.7+7.6 L/hr. Active tubular secretion contributes to the renal elimination of penciclovir.

The plasma elimination half-life of penciclovir was 2.0+0.3 hours after intravenous administration of penciclovir to 48
healthy male volunteers and 2.3+0.4 hours after oral administration of 500 mg famciclovir to 124 healthy male volunteers.
The half-life in 17 patients with herpes zoster was 2.8+1.0 hours and 2.7+1.0 hours after single and repeated doses,
respectively.

Special populations:

Geriatric patients: Based on cross study comparison, penciclovir AUC was 40% higher and penciclovir renal clearance
was 22% lower in elderly subjects (n=18, age 65 to 79 years) as compared with younger subjects. Some of this difference
may be due to differences in renal function between the 2 groups. No famciclovir dosage adjustment based on age is
recommended unless renal function is impaired [see Dosage and Administration (2.3), Use in Specific Populations (8.5).]

Patients with renal impairment: In subjects with varying degrees of renal impairment, apparent plasma clearance, renal
clearance, and the plasma-elimination rate constant of penciclovir decreased linearly with reductions in renal function,

after both single and repeated dosing [see Use in Specific Populations (8.6)]. A dosage adjustment is recommended for
patients with renal impairment [see Dosage and Administration (2.3)].

Patients with hepatic impairment: Mild or moderate hepatic impairment had no effect on the extent of availability (AUC)
of penciclovir [see Use in Specific Populations (8.7)]. No dosage adjustment is recommended for patients with mild or
moderate hepatic impairment. The effect of severe hepatic impairment on the pharmacokinetics of penciclovir has not
been evaluated.

HIV-infected patients: Following oral administration of a single dose of 500 mg famciclovir to HIV-positive patients, the
pharmacokinetic parameters of penciclovir were comparable to those observed in healthy subjects.

Gender: The pharmacokinetics of penciclovir were evaluated in 18 healthy male and 18 healthy female volunteers after
single-dose oral administration of 500 mg famciclovir. AUC of penciclovir was 9.3+1.9 mcg hr/mL and 11.1+2.1 mcg
hr/mL in males and females, respectively. Penciclovir renal clearance was 28.5+£8.9 L/hr and 21.8+4.3 L/hr, respectively.
These differences were attributed to differences in renal function between the 2 groups. No famciclovir dosage adjustment
based on gender is recommended.

Race: A retrospective evaluation was performed to compare the pharmacokinetic parameters obtained in black and
Caucasian subjects after single and repeat once-daily, twice-daily, or three times-daily administration of famciclovir 500
mg. Data from a study in healthy volunteers (single dose), a study in subjects with varying degrees of renal impairment
(single and repeat dose) and a study in subjects with hepatic impairment (single dose) did not indicate any significant
differences in the pharmacokinetics of penciclovir between black and Caucasian subjects.

12.4  Microbiology

Mechanism of action: Famciclovir is a prodrug of penciclovir, which has demonstrated inhibitory activity against herpes
simplex virus types 1 (HSV-1) and 2 (HSV-2) and varicella zoster virus (VZV). In cells infected with HSV-1, HSV-2 or
VZV, the viral thymidine kinase phosphorylates penciclovir to a monophosphate form that, in turn, is converted by
cellular kinases to the active form penciclovir triphosphate. Biochemical studies demonstrate that penciclovir triphosphate
inhibits HSV-2 DNA polymerase competitively with deoxyguanosine triphosphate. Consequently, herpes viral DNA
synthesis and, therefore, replication are selectively inhibited. Penciclovir triphosphate has an intracellular half-life of 10
hours in HSV-1-, 20 hours in HSV-2- and 7 hours in VZV-infected cells grown in culture. However, the clinical
significance of the intracellular half-life is unknown.




Antiviral activity: In cell culture studies, penciclovir is inhibitory to the following herpes viruses: HSV-1, HSV-2 and
VZV. The antiviral activity of penciclovir against wild type strains grown on human foreskin fibroblasts was assessed
with a plaque reduction assay and staining with crystal violet 3 days postinfection for HSV and 10 days postinfection for
VZV. The median ECso values of penciclovir against laboratory and clinical isolates of HSV-1, HSV-2, and VZV were 2
MM (range 1.2 to 2.4 uM, n=7), 2.6 UM (range 1.6 to 11 uM, n=6), and 34 uM (range 6.7 to 71 UM, n=6), respectively.

Resistance: Penciclovir-resistant mutants of HSV and VZV can result from mutations in the viral thymidine kinase (TK)
and DNA polymerase genes. Mutations in the viral TK gene may lead to complete loss of TK activity (TK negative),
reduced levels of TK activity (TK partial), or alteration in the ability of viral TK to phosphorylate the drug without an
equivalent loss in the ability to phosphorylate thymidine (TK altered). The median ECso values observed in a plaque
reduction assay with penciclovir resistant HSV-1, HSV-2, and VZV were 69 uM (range 14 to 115 uM, n=6), 46 pM
(range 4 to greater than 395 uM, n=9), and 92 uM (range 51 to 148 pM, n=4), respectively. The possibility of viral
resistance to penciclovir should be considered in patients who fail to respond or experience recurrent viral shedding
during therapy.

Cross-resistance: Cross-resistance has been observed among HSV DNA polymerase inhibitors. The most commonly
encountered acyclovir resistant mutants that are TK negative are also resistant to penciclovir.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Two-year dietary carcinogenicity studies with famciclovir were conducted in rats and mice. An increase
in the incidence of mammary adenocarcinoma (a common tumor in animals of this strain) was seen in female rats
receiving the high dose of 600 mg/kg/day (1.1 to 4.5x the human systemic exposure at the recommended total daily oral
dose ranging between 500 mg and 2000 mg, based on area under the plasma concentration curve comparisons [24 hr
AUC] for penciclovir). No increases in tumor incidence were reported in male rats treated at doses up to 240 mg/kg/day
(0.7 to 2.7x the human AUC), or in male and female mice at doses up to 600 mg/kg/day (0.3 to 1.2x the human AUC).

Mutagenesis: Famciclovir and penciclovir (the active metabolite of famciclovir) were tested for genotoxic potential in a
battery of in vitro and in vivo assays. Famciclovir and penciclovir were negative in in vitro tests for gene mutations in
bacteria (S. typhimurium and E. coli) and unscheduled DNA synthesis in mammalian HelLa 83 cells (at doses up to 10,000
and 5,000 mcg/plate, respectively). Famciclovir was also negative in the L5178Y mouse lymphoma assay (5000
mcg/mL), the in vivo mouse micronucleus test (4800 mg/kg), and rat dominant lethal study (5000 mg/kg). Famciclovir
induced increases in polyploidy in human lymphocytes in vitro in the absence of chromosomal damage (1200 mcg/mL).
Penciclovir was positive in the L5178Y mouse lymphoma assay for gene mutation/chromosomal aberrations, with and
without metabolic activation (1000 mcg/mL). In human lymphocytes, penciclovir caused chromosomal aberrations in the
absence of metabolic activation (250 mcg/mL). Penciclovir caused an increased incidence of micronuclei in mouse bone
marrow in vivo when administered intravenously at doses highly toxic to bone marrow (500 mg/kg), but not when
administered orally.

Impairment of fertility: Testicular toxicity was observed in rats, mice, and dogs following repeated administration of
famciclovir or penciclovir. Testicular changes included atrophy of the seminiferous tubules, reduction in sperm count,
and/or increased incidence of sperm with abnormal morphology or reduced motility. The degree of toxicity to male
reproduction was related to dose and duration of exposure. In male rats, decreased fertility was observed after 10 weeks of
dosing at 500 mg/kg/day (1.4 to 5.7x the human AUC). The no observable effect level for sperm and testicular toxicity in
rats following chronic administration (26 weeks) was 50 mg/kg/day (0.15 to 0.6x the human systemic exposure based on
AUC comparisons). Testicular toxicity was observed following chronic administration to mice (104 weeks) and dogs (26
weeks) at doses of 600 mg/kg/day (0.3 to 1.2x the human AUC) and 150 mg/kg/day (1.3 to 5.1x the human AUC),
respectively.

Famciclovir had no effect on general reproductive performance or fertility in female rats at doses up to 1000 mg/kg/day
(2.7 to 10.8x the human AUC).

Two placebo-controlled studies in a total of 130 otherwise healthy men with a normal sperm profile over an 8-week
baseline period and recurrent genital herpes receiving oral FAMVIR (250 mg twice daily) (n=66) or placebo (n=64)
therapy for 18 weeks showed no evidence of significant effects on sperm count, motility or morphology during treatment
or during an 8-week follow-up.



14 CLINICAL STUDIES
14.1  Herpes Labialis (Cold Sores)

A randomized, double-blind, placebo-controlled trial was conducted in 701 immunocompetent adults with recurrent
herpes labialis. Patients self-initiated therapy within 1 hour of first onset of signs or symptoms of a recurrent herpes
labialis episode with FAMVIR 1500 mg as a single dose (n=227), FAMVIR 750 mg twice daily (n=220) or placebo
(n=254) for 1 day. The median time to healing among patients with non-aborted lesions (progressing beyond the papule
stage) was 4.4 days in the FAMVIR 1500 mg single-dose group (n=152) as compared to 6.2 days in the placebo group
(n=168). The median difference in time to healing between the placebo and FAMVIR 1500 mg treated groups was 1.3
days (95% CI: 0.6-2.0). No differences in proportion of patients with aborted lesions (not progressing beyond the papule
stage) were observed between patients receiving FAMVIR or placebo: 33% for FAMVIR 1500 mg single dose and 34%
for placebo. The median time to loss of pain and tenderness was 1.7 days in FAMVIR 1500 mg single dose-treated
patients vs. 2.9 days in placebo-treated patients.

14.2  Genital Herpes

Recurrent episodes: A randomized, double-blind, placebo-controlled trial was conducted in 329 immunocompetent adults
with recurrent genital herpes. Patients self-initiated therapy within 6 hours of the first sign or symptom of a recurrent
genital herpes episode with either FAMVIR 1000 mg twice daily (n=163) or placebo (n=166) for 1 day. The median time
to healing among patients with non-aborted lesions (progressing beyond the papule stage) was 4.3 days in FAMVIR-
treated patients (n=125) as compared to 6.1 days in placebo-treated patients (n=145). The median difference in time to
healing between the placebo and FAMVIR-treated groups was 1.2 days (95% CI: 0.5 to 2.0). Twenty-three percent of
FAMVIR-treated patients had aborted lesions (no lesion development beyond erythema) vs. 13% in placebo-treated
patients. The median time to loss of all symptoms (e.qg., tingling, itching, burning, pain, or tenderness) was 3.3 days in
FAMVIR-treated patients vs. 5.4 days in placebo-treated patients.

A randomized (2:1), double-blind, placebo-controlled trial was conducted in 304 immunocompetent black and African
American adults with recurrent genital herpes. Patients self-initiated therapy within 6 hours of the first sign or symptom of
a recurrent genital herpes episode with either FAMVIR 1000 mg twice daily (n=206) or placebo (n=98) for 1 day. The
median time to healing among patients with non-aborted lesions was 5.4 days in FAMV IR-treated patients (n=152) as
compared to 4.8 days in placebo-treated patients (n=78). The median difference in time to healing between the placebo
and FAMVIR-treated groups was -0.26 days (95% CI: -0.98 to 0.40).

Suppressive therapy: Two randomized, double-blind, placebo-controlled, 12-month trials were conducted in 934
immunocompetent adults with a history of 6 or more recurrences of genital herpes episodes per year. Comparisons
included FAMVIR 125 mg three times daily, 250 mg twice daily, 250 mg three times daily, and placebo. At 12 months,
60% to 65% of patients were still receiving FAMVIR and 25% were receiving placebo treatment. Recurrence rates at 6
and 12 months in patients treated with the 250 mg twice daily dose are shown in Table 6.

Table 6: Recurrence Rates at 6 and 12 Months in Adults with Recurrent Genital Herpes on Suppressive Therapy

Recurrence Rates Recurrence Rates
at 6 Months at 12 Months
FAMVIR Placebo FAMVIR Placebo
250 mg twice daily 250 mg twice daily

(n=236) (n=233) (n=236) (n=233)

Recurrence-free 39% 10% 29% 6%

Recurrences' 47% 74% 53% 78%

Lost to follow-up* 14% 16% 17% 16%

TBased on patient reported data; not necessarily confirmed by a physician.
*Patients recurrence-free at time of last contact prior to withdrawal.

FAMVIR-treated patients had approximately one-fifth the median number of recurrences as compared to placebo-treated
patients. Higher doses of FAMVIR were not associated with an increase in efficacy.

14.3  Recurrent Orolabial or Genital Herpes in HIV-Infected Patients

A randomized, double-blind trial compared famciclovir 500 mg twice daily for 7 days (n=150) with oral acyclovir 400 mg

5 times daily for 7 days (n=143) in HIV-infected patients with recurrent orolabial or genital herpes treated within 48 hours
of lesion onset. Approximately 40% of patients had a CD,* count below 200 cells/mm?, 54% of patients had anogenital



lesions and 35% had orolabial lesions. Famciclovir therapy was comparable to oral acyclovir in reducing new lesion
formation and in time to complete healing.

144  Herpes Zoster (Shingles)

Two randomized, double-blind trials, 1 placebo-controlled and 1 active-controlled, were conducted in 964
immunocompetent adults with uncomplicated herpes zoster. Treatment was initiated within 72 hours of first lesion
appearance and was continued for 7 days.

In the placebo-controlled trial, 419 patients were treated with either FAMVIR 500 mg three times daily (n=138),
FAMVIR 750 mg three times daily (n=135) or placebo (n=146). The median time to full crusting was 5 days among
FAMVIR 500 mg-treated patients as compared to 7 days in placebo-treated patients. The times to full crusting, loss of
vesicles, loss of ulcers, and loss of crusts were shorter for FAMVIR 500 mg-treated patients than for placebo-treated
patients in the overall study population. The effects of FAMVIR were greater when therapy was initiated within 48 hours
of rash onset; it was also more profound in patients 50 years of age or older. Among the 65.2% of patients with at least 1
positive viral culture, FAMVIR treated patients had a shorter median duration of viral shedding than placebo-treated
patients (1 day and 2 days, respectively).

There were no overall differences in the duration of pain before rash healing between FAMVIR- and placebo-treated
groups. In addition, there was no difference in the incidence of pain after rash healing (postherpetic neuralgia) between
the treatment groups. In the 186 patients (44.4% of total study population) who developed postherpetic neuralgia, the
median duration of postherpetic neuralgia was shorter in patients treated with FAMVIR 500 mg than in those treated with
placebo (63 days and 119 days, respectively). No additional efficacy was demonstrated with higher dose of FAMVIR.

In the active-controlled trial, 545 patients were treated with 1 of 3 doses of FAMVIR three times daily or with acyclovir
800 mg five times daily. Times to full lesion crusting and times to loss of acute pain were comparable for all groups and
there were no statistically significant differences in the time to loss of postherpetic neuralgia between FAMVIR and
acyclovir-treated groups.

16 HOW SUPPLIED/STORAGE AND HANDLING

FAMVIR tablets are supplied as film-coated tablets as follows: 125 mg in bottles of 30; 250 mg in bottles of 30; 500 mg
in bottles of 30, and Single Unit Packages of 50 (intended for institutional use only).

o FAMVIR 125 mg tablet:
White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “125” on the other.
2T 1 0 T NDC 0078-0366-15

¢ FAMVIR 250 mg tablet:
White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “250” on the other.
250 MG B0 St ettt et et et et e e e e e e e e e e e e a e e e e e NDC 0078-0367-15

e FAMVIR 500 mg tablet:
White, oval film-coated, biconvex, debossed with “FAMVIR” on one side and “500” on the other.
500 MG B0 St ettt et e et ee e et e e e e e e e et et e e e a et e aanaas NDC 0078-0368-15
500 MG SUP D07, ettt ittt e et et et e et e e et et e e e e e NDC 0078-0368-64

Store at 25°C (77°F); excursions permitted to 15°C-30°C (59°F-86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

There is no evidence that FAMVIR will affect the ability of a patient to drive or to use machines. However, patients who
experience dizziness, somnolence, confusion or other central nervous system disturbances while taking FAMVIR should
refrain from driving or operating machinery.

Because FAMVIR contains lactose (FAMVIR 125 mg, 250 mg, and 500 mg tablets contain lactose 26.9 mg, 53.7 mg and
107.4 mg, respectively), patients with rare hereditary problems of galactose intolerance, a severe lactase deficiency or
glucose-galactose malabsorption should be advised to discuss with their healthcare provider before taking FAMVIR.



Herpes Labialis (Cold Sores)

Patients should be advised to initiate treatment at the earliest sign or symptom of a recurrence of cold sores (e.qg., tingling,
itching, burning, pain, or lesion). Patients should be instructed that treatment for cold sores should not exceed 1 dose.
Patients should be informed that FAMVIR is not a cure for cold sores.

Genital Herpes

Patients should be informed that FAMVIR is not a cure for genital herpes. There are no data evaluating whether FAMVIR
will prevent transmission of infection to others. Because genital herpes is a sexually transmitted disease, patients should
avoid contact with lesions or intercourse when lesions and/or symptoms are present to avoid infecting partners. Genital
herpes is frequently transmitted in the absence of symptoms through asymptomatic viral shedding. Therefore, patients
should be counseled to use safer sex practices.

If episodic therapy for recurrent genital herpes is indicated, patients should be advised to initiate therapy at the first sign or
symptom of an episode.

There are no data on safety or effectiveness of chronic suppressive therapy of longer than 1-year duration.
Herpes Zoster (Shingles)

There are no data on treatment initiated more than 72 hours after onset of zoster rash. Patients should be advised to initiate
treatment as soon as possible after a diagnosis of herpes zoster.
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PATIENT INFORMATION
FAMVIR® (Fam’-veer)
(famciclovir)

Tablets

Read this Patient Information before you start taking FAMVIR and each time you get a refill. There may be new
information. This information does not take the place of talking with your healthcare provider about your medical
condition or treatment.

What is FAMVIR?

FAMVIR is a prescription antiviral medicine used to:

o treat outbreaks of cold sores (fever blisters) in healthy adults

treat outbreaks of genital herpes in healthy adults

decrease the number of outbreaks of genital herpes in healthy adults

treat outbreaks of herpes simplex lesions in or around the mouth, genitals, and anal area in people infected with HIV
treat shingles (herpes zoster) in adults with normal immune system

It is not known if FAMVIR is safe and effective in children younger than 18 years of age.

FAMVIR is not a cure for herpes. It is not known if FAMVIR can stop the spread of herpes to others. If you are sexually
active, you can pass herpes to your partner even if you are taking FAMVIR. Herpes can be transmitted even if you do not
have active symptoms. You should continue to practice safer sex to lower the chances of spreading genital herpes to
others. Do not have sexual contact with your partner during an outbreak of genital herpes or if you have any symptoms of
genital herpes. Use a condom made of latex or polyurethane when you have a sexual contact. Ask your healthcare
provider for more information about safer sex practices.

Who should not take FAMVIR?

Do not take FAMVIR if you are allergic to any of its ingredients or to Denavir® (penciclovir cream). See the end of this
Patient Information leaflet for a complete list of ingredients in FAMVIR.

What should I tell my healthcare provider before taking FAMVIR?

Before you start taking FAMVIR, tell your healthcare provider if you:

o have kidney or liver problems

o have a rare genetic problem with galactose intolerance, a severe lactase deficiency or you do not absorb glucose-
galactose (malabsorption)

e are pregnant or planning to become pregnant. It is not known if FAMVIR will harm your unborn baby

e Pregnancy Exposure Reporting: Novartis Pharmaceuticals Corporation collects pregnancy reports which are reported
on a voluntary basis. In case of pregnancy, talk to your healthcare provider about reporting your pregnancy.

e are breastfeeding or plan to breastfeed

Tell your healthcare provider about all the medicines you take, including prescription and nonprescription medicines,
vitamins, and herbal supplements. Especially tell your healthcare provider if you take:

e any other medicines and products you use to treat herpes outbreaks

e probenecid (Probalan)

Know the medicines you take. Keep a list of them with you to show to your healthcare provider and pharmacist every
time you get a new medicine.

How should I take FAMVIR?

o Take FAMVIR exactly as prescribed.

e Your healthcare provider will tell you how many FAMVIR to take and when to take them. Your dose of FAMVIR
and how often you take it may be different depending on your condition.

e FAMVIR can be taken with or without food.

e Itis important for you to finish all of the medicine as prescribed, even if you begin to feel better.

e Your symptoms may continue even after you finish all of your FAMVIR. This does not mean that you need more
medicine, since you have already finished a full course of FAMVIR and it will continue to work in your body. Talk to
your healthcare provider if you have any questions about your condition and your treatment.



What are the possible side effects of FAMVIR?

The most common side effects of FAMVIR include:
e headache
e nausea

Talk to your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of FAMVIR. Ask your healthcare provider or pharmacist for more information.

Call your healthcare provider for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

How should I store FAMVIR?
e Store FAMVIR at room temperature between 59°F and 86°F (15°C to 30°C).

Keep FAMVIR and all medicines out of reach from children.
General information about FAMVIR

Medicines are sometimes prescribed for purposes other than those listed in Patient Information leaflets. Do not use
FAMVIR for a condition for which it was not prescribed. Do not give FAMVIR to other people, even if they have the
same symptoms you have. It may harm them.

This leaflet summarizes the most important information about FAMVIR. If you would like more information, talk with
your healthcare provider. Your healthcare provider or pharmacist can give you information about FAMVIR that is written
for health professionals. For more information, go to www.FAMVIR.com or call 1-888-669-6682.

What are the ingredients in FAMVIR?
Active ingredient: famciclovir

Inactive ingredients: hydroxypropyl cellulose, hydroxypropyl methylcellulose, lactose, magnesium stearate,
polyethylene glycols, sodium starch glycolate, and titanium dioxide

Distributed by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

©Novartis
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IRFER T ORIWEH IR D FEEROIGRBL BT D HBLRZ KB L TV D LIRS 220,

SEEREDIER 72 B - EIKREGR R L O 7 7 £ ARG R T 7 7 A L0tk
RIMEEANTEY ., ZNHICBIT S 7 7 AEAEEE SN BEHIL, HE5 BE 816
B (77 L N250mg 1H3[E[~750mg 1H3[E]) | FREIMESRA~LABE TLE3%] (7 7
L EV1,000mg LH2E]) | dEREE A S o FEE M SR LA RS L1976 (125 mg 1
A1E~250mg 1H3[E, 5 L5706 TIFFEM FRWL “HER F TV 7 A /L4104 H LA




FEE) | AL BE TAUTE (77 A E01,500mg 1H1E X X750 mg 1H2[E) T
bbH, AEFRERART,

#2 . HEHESG (TRTOFL—F, REEROFELHAR)
77 AENLDT T ERMGBRBRIZBWOT2%LL LOBETHE SNLZH D>
FHE

PEBRANVRRIRT B
WSt FUME AL ~2 2 E ! ANV RE
HIRES ERASE S nE
rea] L rea] L ren| o A
;7 / 7"7Jza<a$g7¥7 / 7"7Jm<a$;7 / 77Jzn<a$g7¥7 Mors v rpe
= 0, = 0, = o) = 0,
% (n=273) 06| (71400 %017 163y op| (17160) %01 _sgy op| (1763 %0\ g7y op| (=254 %
R
B 227 17.8 135 5.4 39.3 42.9 85 6.7
SERE 26 0.0 0.0 0.0 0.9 0.0 0.0 0.0
FrOEE 0.7 0.7 0.6 0.6 31 0.0 0.2 0.0
HiEEE
L 125 116 25 36 7.2 95 22 3.9
T 77 48 49 1.2 9.0 95 16 0.8
g 4.8 34 12 0.6 31 16 0.7 0.0
S5 15 0.7 0.6 0.0 48 16 0.2 0.0
e 3.4 0.0 12 7.9 7.9 0.2 0.4
25
Wy 44 3.4 0.6 0.0 48 3.2 16 0.4
FEEOKEN B
SIEAEY. 2.7 0.0 0.6 22 0.0 0.0 0.0
JiE
% 04 0.7 0.0 0.0 33 16 0.0 0.0
ERR (&)
A & W
0.0 0.7 18 0.6 7.6 6.3 0.4 0.0
i
* BEPEBOBERRBRICEAAN SN T DL EARH D,
TTHEO#S
H1H o5

S ARG



PEGR ALK 2 M RIE O FRER T2 b LT BRIR R A SR 5 D 2 K3ITR T,

K3 SRS RITH T S IHIRIEORR TAH b I RRREER ¥ OF*

HE 77 AELVEE WA Y
(n=660) % (n=210) %

21l (<0.8XNRL) 0.1 0.0

F Bk (<0.75XNRL) 1.3 0.9

IR ERIED (<0.8XNRL) 3.2 15

AST (SGOT) (>2XNRH) 2.3 1.2

ALT (SGPT) (>2XNRH) 3.2 15

WMEULEY (>15XNRH) 1.9 1.2

fMif 27 L7 F=> (>15XNRH) 0.2 0.3

7 I 5—¥ (>15XNRH) 1.5 1.9

J ,—+ (>1.5XNRH) 49 47

*R— AT A A E I SUTARE & 7 0 HUE OFH & AN T BRI A SR S A S I B OEIE,
"N, FERRATE B ORI & 1T - 7ok D BE R E R T

NRH = IE# i LR

NRL = IE il T R

HIVEEYLEE - 77 A L (500mg 1H2[E], 1504) KOYT 7 m /v (400 mg 1 H 5[],
1430%1) PG INTHIVEREBE CRONTEAEFR TR O EZL 2T bDITENZEIL, B
i (17%%F15%) | ol (11%%f13%) . FH1 (7%x%f11%) | W&k (5%%x4%) | 57 (4%
*2%) HEdm (3%%6%) TH -7z,

6.2 TR DR

77 LENVDOARBEOEIICEE L TTROAFEERPRESNATND, 6D HERITH
PSRBT ZR R M 22 & BRI E SN2 b D TH D720, [FHMED & 2R BUHE OHEE
SATEAE A & ORIRBEROMESLS VT L b AHE & 7R DFRTIE AR,

MR TF Y A2 - ML INSOB A E

FFREE I FPRSRERR A SR . Bt 5 o R EA

FRERIEZ : T 74 T7F% v —vavs, TH7 4 7% — i
PHRERREE D 0, IR, el

FEAEEE BEEL (BICEME THALNI AR, KRS, $EILREEZ ST | LR
SEE K Oy TGN - SRR . S IUALBE, Stevens-JohnsonjEgiE . 1 75tk 55 Rz 555 4E iR
SE, MAEVERIE (B BEm, R, ARSI O, WHBEVRIE) | e R



LAt B

7 EYHMEEHA

71 77 AEABMAICREL RIS R R

Ty AV EKEMFAZES (500mg 1H3E) LTH, YIFT o EmIRERYE)
RBIXZE b Lienote, YRT7 VI M U2 O &7 7 A7 1 /1500 mg
HERRE ARG ZRFFIITo BRI, Y RT7 VU RORZEOREMTHDLY KT 07y
0 AR, I A R S F B OFEMBREIZ 0T 5 BRI EE R EIIRD b
otz

t MFI 7y —2AEFHW-invitroikBR 5. 7 7 A3 7 1 EILIZCYP3ALEESE O EHRT
W72 EPRIR I LTV D,

72 MFIBR T v EVICEE LY RIS T A RERE

77 A7 EAB00MgO B E A, Ta ) )= VAFV TAE T4 Y
N7V TuX 2T OEERENO R DATEERIAT > T hEe, fiEE (v 712y
L, KEBIET V=T L) OBRGERZIATo2HGE, XT=A M) oZ ey LFEFICITS
TG EIZBWNT, N7 u ELOEYEREIZ KT 2 BRAICEE 22 RITFE O bz h
S, VIR UooRERELEBICT7 LAY EL (B00mg) A EHRE (1A3E)
L7ZBRIZ, o7 m BV OFYEREIZ R 2 BRI HE R B IT3R O b iR Tz,

FrEky R W EICHEBIRRAE SN L PRl S A MA L TS &L o
78 EA ORI DS R 5 R S 5,

6-TAF IR B EANSNR T a EAA~DERIT, TLTFE AR X —FIT L
STt S5, FIEER CRE S DA 72 LIRIEESE 2 LS 2 A & i, HEERZ
BT RREMENH D, InVitroTT VT & RAX U H—BEHET L ATV KRNI 1 A
BT 7 Ay m )& ORI A 2 8E 2B TIE, Xy rmenrod
AR 2B SR B IZRD SN o7z, Invitro TT7 LT & RAXR L A —B 2581
LETLZ a7k, XUy Z7n O RERTSED [ 6EMENDH DA, R
subentguady 7o OMEIEROREZ TR 25 720 O R Ry BRI E
JE ZAUTUVZRUN,

8 REORBRELHIZXT HEHEH
8.1 #LiF
TR 7 = —B TJrhvZabE) (Fa 7yl dRaksdTsER00 7 n



BV (TEPER) ICE#END, 77 A7 m eI v 7 a O~ HIZE
T4, W@ exREEE IEHINZRBIII TR TV, b N CTORAHEREH &
(MRHD) K O't F CoOBREZEEZ ERAZHED 7 7 A 70Xy 7oLz i
T2 B O AEREFS A B ERRIC W T IR - BRI T 2 A EREEIIRD b h o
7o BOEERATFEMHARBR TIISLT L E FTOMIGE FHITE W D, IR
T D77 A7 a e VOERIE, LEREAEIZORTI Z L,

Y O AETEF AR TIL, IR L72 T v PR USRI L, AUCIZESE b Ml
WRiEE B D2.7~10.8(% (7 v 1) MUL4A~546% (UHF) L7 ME (1,000 mg/kg/H = T)
D7 7 L7 aERNRORE IR, K- BBEBEICHT 2 HEERZEIIED
Dofe, BIOREBRTIZ, MIRLZET v REOYHFICH L, BRREHOLEICES X
MRHD?1.5~6f% (360mg/kg/H. T v ) KTOL1~45(% (120mg/kg/H., T7HX) L7225
HEDZ7 7 27, XIFMRHDD0.3~1.3f% (80mg/kg/H., 7 > b) KT0.5~2.1%%
(60mg/kg/H, THX) LD HEON VT a EANEIRNE G S =03, IR - JBIE%
AR DA E R BITBO b e o T,

LR DR |- B 55 AT Novartis PharmaceuticalsttbiZiZ, 7 7 A E LV DOBRR %%
FIo B IC BT 2 RE - IR~ BLE=2 ) 7T 52 LA HBE LIZFAMVIR
Pregnancy Reportings 27 A3 %, [Efli1%1-888-NOW-NOVA (669-6682) ~DEEHIZ LY |
BEOREZITI ZENLEEND,

83 I

TZryhvrubl (FuaRTvr) IR raen (EEER) BAe NEHTICBITT
LZE I ML NTIERY, BAFTOT v M7 7 A7 aRngh45L, ~
Y7 EANHIFICBAT L, MERREL D bERE L 2o, HIRITHT D7 7 A
ENVOLEEMIZET 27 — ZITFE L2V, KIm~D 7 7 LEVOERIZ, 5D
BE 72 A R ME DS ER e faetE 2 B[R 2 S SN A GEICORITH 2 &,

84 /R

INBBEFEICBIT A7 7 LEILOEMEITHESL STV, 77 A7 1L (OraSweet®
L ELE ST RERI A B b F T I 2EER) OEMENRE T 1 7 7 A NV RN EVED, DI
BB TRE S,

BT, B~ 2 T A L2 (HSV) 10 L BIEBIR Y 2 A3 5 Hs YIZHSVIR YL IE O
VRTINS DERID A~USERMEOFLIR 235 L LT, KGR OFEYENRE & Zetts
RatT AR Ch o7, 18FINEERIIL, BEDOKREICE S X, OraSweet® Ll & 7=~



7 L7 v VO RERIEAIBESE & O iRl 53 Th s (H&#iPH25~175mg) . 2 b
OHEIX, 772537 v EAL00 Mgz R NIZEE LTEBRE RSO O H g
BEMNMFOND X O ICRIR Uiz, B RHSVIRYWIE 2 380E U= LIRS K4 2 ik & L
TOT7 7 Ly 7 aEOFMEEZEMITML SN TR, Ez, A TITHRBOE R
WIE LW, LRI T 2 A Z NN OHEEST 2 Z L IXTE RV, 20720,
FIRICKT 27 7 537 m EVOFRETHERE S L7220,

RER21%, HSVIEYIE X ITKIE « #REZB U A L A (VZV) BYYE DS EER P BE DL 5 1k
~12EEARE D/ E xS & L C, OraSweet® & BLA SV2 7 7 A 7 v BV O FERI KB %
ih D HL AP G-I D S ENRE K O G- D Z B2 a2 EmABR CTh 72, 2D
R T 2 FMENRE DORRFHIIISWI A Bk S, ARETHELZAEDZ 7 437 n
N HER G S () E#PH125~500mg) . THHDOHEIL, Y7 LAY 7 rEL
500 mgZ& i N ICH G- L2 E R DRy 7 a BV OEHRBEENS LN X 5 ITEIR L
oo MNEIZZNOGDOHEZEG LIZEICAONIEYBERET — X IZHKSE | (KEN—AD
BT T ) X LEBRL, ZORBRICKIT 2 EHR G OZ BRI W,
BGETRDOEER—AOEET VT Y X L%k AW IEWERET — 2 135 TV,

ZORBRIZEB T D E B GREOZ MR EHIIZ1008] A3 5 E S, D BATHIIHSVIZ i
SUTEREG L TR Y . 536IT A 2 A L Tz, HSVICIR YL UYL L TV % B
WZiX, 77 A7 m e B lA2BETAMEE SN, 77 A7 v EVOLE EOFFHIL,
BE OREIZIG U T150~500 mg 1 H2[A & Siuiz, AREEFICIE, 77 L7 a EnLAE
BE7TAME S SN, 77 ALY Z7 A DIEEOHIIL, BEOKEEIZ)S U TI50~
500mg 1H3EI & Zd7z, Z ORERCTH L ALIZ BRI 5 H 5 L OHRAR R A R 1%, A
THOLNEHDOLFEPIL T e, IFOEBICE Y | o7 —Z 13K0E UTHSVIE G
FE % AT HUEK~1I2E RO/ NEOIRRICB T 57 7 Ay 7 ma E VOB A2 XFT 501+
TR H O EX S TRy,

Az NRBE ERANBEONTIIUIZONT Y, KEDIRRICEB TS 7 75370 ELOD
BTSN, SIVTVRYY, 7 7 A7 1 ELITER A B E O #ARIEIS O V55 % 38 i | KR
SNTWDR, AFREZEE BT 26897 — 2 2/ NEAKEBEIMNET 5 2 LT
HE T2 NWEB 2 HND, KEEFREBIZF L VA VAL > TH &R Z SN DD,
FEHRIZE > T D,

PEAFA~ILNR N OVEER A~V AT B RRRIEHRIT D 72, L7adi» T, A TED
NEEIET — % %2 Z OBEMICHET D Z L 1XTE RV, B, FRIUMIE~L AL H
TALUE~L2Em AR O/NRBEZ SR L L7 7 A3 7 g ELOBRIHNIATHhIL TV A, 3



B2 TR L SNI/NRITOVT BRSNS ZEH LT Rholz,

[T/~ 77 57 m er],500 mgz i NI H B G LB EREDX v 7 mr e
NDEFREBENGEOND T 7 2y 7 n EVORE5 2T 5 X5 78, Uf~125 AR /)N
WRIZBIT 2IEWERET — & R OVZRMET — I FE LR, S BIT, U~ 1255 A0 D FF 58
OB~ RCKT HGMET — X 1T 6TV,

RER3IT, B ABASARA AT 5125 ~185% A O /NNRIZ 1T 5, 1500mg  (500mgfE
w3E) FHREIEG L& X0y EIE, Rtk YA VATEEZRHE L2 IEE R, FExt
R CTH D, AEtB3ANDBEENARB CRE SN, KB \— NNII0A, FEEYERE
NR—=NMZABANTH T, BERESNTZTXTOREIIRELIOKGLL 775 7=, ARBR O IEHEY)
R S — MIBRERSNTZBADLE T, EHEFRE AR~V 22 F L, ERFEBIE, 24
REEILANIC 7 7 A2 7 | B 11500mg % BilElfe 5 L7z (FEH B AR £ CoR o fiix, 21
R Tho7o) o KRR TBESNTET7 7 53 70 EAOREET 07 7 A MIE, AL
AL L T 7z, Aborted lesionfiE 5] & FRr\ N2 BEICEBIT IR E CTO HE O R RAEIX, 5.9H
TohoT-,

77 Ay meEN100mgE o iE 7T AR A BRI U E NIZ 31T D B3R EER T,
Aborted lesionyiE 5l 2 RN BE 1B IT 2R E CO RO T RAEIZ, 77 Av 7 v E L
1500mgH[EI# 5-HET4AR . I B RBET62A0 Tho7-, 2B, AICE T 2R TIT.
FERFE B, IERILINICEREIC X » THENBMG SN [FERR4.1) 22 1], R5R3
DEDOER A E 2D L. 77 A7 0 EVTHEROBANSNREZGT 5125 ~185%
RO/ LTI HELE S e,

85 =EmE

AR T7 7 A V2R G S Lz W R E B E8L6H o 5 b 655% LL L 132484
(30.4%) . 75mLL bi3103%1 (13%) Th -7, FEmEBE L EIERFE ORI T, AEFS
DI IFIEI RN 72 2 TRBO oo Tz, KRBT 7y ARG ST
PR~ L~ 2 (VR 320) BE61061 o 5 B | 655k & #8 % T\ 7= O 13264
(4.3%) | T5akax CWoDIiEThHl (11%) Tholz, BRI~V X ABH Z 345
L L7277 AELVOEKRREBRIZE D 5 L7655 LA EO g R 05X, FEmEEE & OKIG
DFEZFNND DIZA4372b O TR o7,

SRR E N WIS, FERICESWE T 7 Ay v e o BRI S 20
[ g 231F) | BAHFERE 12317) 58] . —#RIC. BHEREOIKT X OMH & o
HFRBRHBENDHERENZ END, EREEICHT 57 7 AELVORE &2 OBEITER
LTI 2B E D 2 &,



86 EHREEERE

R EADENTOMIEZ VT Z oA 7 VT T A KROMIED & O IR E
ik, BHERROMKTICHS LTl Lo, (REEERE K Ok« 72 OB RS 2 A
5B (CLcr?)36.4~138.8mL/%Y) 1T 7 7 A 2 | B L500 mg4 HilElfk O £ 59 % &
@741) . LT L) RN G o (R .

KA A RREOBKEEELATIHBE BT D
NV R ELVORMEENRT A —F

X F A — X CLcr'=60 CLcr" 40~59 CLcrf 20~39 CLcr'< 20
(F#)fE £SD) (mL/%5) (mL/%5) (mL/%3) (mL/%57)
(n=15) (n=5) (n=4) (n=3)
CLcr (mL/%3) 88.1+20.6 49.3+59 26.5+5.3 12.7£5.9
CLr (L/hr) 30.1+10.6 13.0+1.3% 42+0.9 1.6+1.0
CL/F8 (L/hr) 66.9+27.5 27328 12.8+1.3 5.8+2.8
M (hr) 2.3+05 3.4+0.7 6.2+1.6 13.4+10.2

TCLrIZZ VT F =7 U T T v ZADOHIEHE,
*n=4,

SCLIFIZ, EWFMRIHROER L, 77 5370 EANLX 7 0 E~OEBOER L INLLD,

kxR OB BRI E 2 H T AWM E 2R BICEmBINTZT7 7 L7 2 ENLVDORERE
HER (18f]) THER LI r n Lo yEhEEL, HER GO L FETH -1,

FHRREREE BT L ORGSR S5 k- 35) %5

8.7 JTHSREFEERE

BEEND REEDOATRE (BHATR [661] | Bty 7 —/VELH (8611 | JRFSMERRYME
FFaEZE [161] ) X, 7 7 A7 v EL500 mgHi[al# G-RED L v 7 v v O EY SRR
% (AUC) DOREEICHELE KX S ehote, LovL, IFHRERE S B ClIfdm gk 1o
R, Ry A OKEMEFREE (Cua) OFEIMENRM%IET U, i i 5 i i
BERFE] (trax) 230.75HFRIE R U 7280 70 & W45 B o TR RERE 5 AR Lo 9~ 5 FH Bl fi 1
HELE S e v, HEE OB DO ITHEREFE E B 2B 1T 50 v 7 v BV Oy ERE DR
T Ty, ZOXIRBETET 7 27 a0 EADLIEENREH TH DL v
IO ENL~OEMPEEI N, RV u b LOMBEREEMEFT L, 7753700
DOEIEME T 2000 Liviavy,  KEEE 12) 24) )



88 BARUCT 7 U WRKEADERE

BRI~V N A /T HHREROER 2B AR OT 7 U J1 Z K E A DRk A 30441 4 x4
W SN EEA L —EER T 7 EARREBRTIZ, 77 2 UL T T RO/ T
B E COYRO P REICEITRD Do tz, BIERA T 07 7 A VL THRABRE
EXRIRE LMD 7 7 AENVDERAEBR CTH LRI b D EFEEIL TWie LATES 6.15)
ZM] . TOMOEGE CTRAKROCT 7 U B RKEANOBREICHNZHAICKTDHZ0
REFE R OBERIIA S TR [k 14218) #5M]

10 ‘BERE
W) 72 Rk PERIE R O FRIE 1T Y 2 8, XUy 7 o BV ENT ChRESNRD,

11 RHRR - IR

77 DENEEDHEI I T 7 A7 e (VA NRIER 7 n O ARG
0 RZ7v7) Thbd, 777 lofb¥4iL, 2-[2-(2-amino-9H-purin-9-yl)ethyl]-1,3-
propanediol diacetate T& %, 4y -2 1ECiuaH1NsOs, 5y 1 B 133213 TH 5, AFEERX T T
=UFEERTHY, UTOR S EE a5,

i (LA,
HiC f“wqﬂ

T

0

CHy

/= R %

77 AV a e VTAA~EECOBERTH D, T RUERRA Y ) —UZRTRT L,
TH )=V OA Y T aR ) = U IRRETIZ W, T AT m ET25CIZB VLT
DITARIZEETRFT U (>25%wWi) 25, RRETIZ< W (2~3%wlv) —/KFH & L TR
WS D, 77 A7 m e VT, FHRHE 8% AT (Z B W TR E 2R S 72V, Z0Ed
BEUE, Ao 27—k (pH 4.8) TIIP=1.09, +7 % ) —/ /U kg (pH 7.4)
TIIP=2.08Th 5,

77 LENAEEL, 77 LAY 7 mENI25mg, 250 mgXiF500mga AT A L L biT, BT
OWNMFZEEHETH v Faex ot /lt/lu—RA, b Redxi7ab /L AF/LE/La



— 2, HWhE AT TV U~ XA, RV F L) a—v, FUoFUT) a—)L
e U A T H L,

12 BRIRZEH

121 {ERERF

Ty hvZabed, FivANVRES e e roR0&k5 7 e KTy 7 ThD L
W (12445) 5],

123 FEpEhik

Ty L7 aeE LA NVATERE R T IEM TH LR /e ELD YT BTV
6-FAXLTFu S THhHDH, T AT EAERAOBET S EHELNICEDL L B
STy 7ok MEFOIRFPIZT 7 57 v BT E A EXTIEL KR
HEnen, <7 m eI EICETREMEE LTRSS D, LT, el
FEDOBERELATIEREICHLTL, 772 ELVORBZRHETILERNDL S [
i 235H) EBR]

RN E 1T 5 S EHRE -
RAT Je OMER FHIFIHFE - R R MR E 1200125689 5 7 7 L2 7 | E/L500 mgik A #% 5
B O v 7 1 B L4000 mgERIRN R 532123k D HIviz R v 7 v BV ORI Y 7
FIHARIITT 8% TH 5,

77 AV 1 L E125~1,000 mgo H E# i CHAE G L725E8IlE, X eEro
BREITHEICHA LT ER Uiz, BESHEHEREIC LT 7 AL HEIRE LRI
T B a EVOFEEEYENE N T A — X B RBIRT,

K5 BERAERE TR T D0V v ENVOEEIRYBNRE T A —F*

A& AUC (0-inf)t (ughr/mL)  Cmad (ug/mL) tma® (hr)
125 mg 2.24 0.8 0.9
250 mg 4.48 1.6 0.9
500 mg 8.95 3.3 0.9
1000 mg 17.9 6.6 0.9

17T ORBR TR S RIS — 2 1 HS<
t AUC (0-inf) (ug hr/mL) = B[R I ] <5 C 0D i A58 g — ) b TR
FCmax (pg/mL) = e AP REE,

Stmax (N) = CroacBIEEER,



HARIETIZ BETHNC 6 L7 7 L 7 1 B 1500 mgZ Hilalkk 0% 5 L 72 B AUC  (CE#fE +
SD) . Crmax% Utmaxld T AL F4112.1+1.7 pug hr/imL, 4.00.7 pg/mL K% TR0.7 £ 0.285 ] T & -
7o WO BE CIIEBIR A I, X v 7 v ELOAUCHKIBBN K E hoTz, =
DEDFIRO—ERIE, WEEOM TOBEEEDENTH 5 A[REMENH 5,

77 A7 1500 mg 1H3E7HBOFG%IC T 7 1 BV OERBITERD B,

77AV7me@ﬁftw@ﬁ%ﬁ$(%%ﬁﬁ% J59910keal, fENH26%) & & HITH
HLUESEAICIE, 2027 8 ELOCrad S FKIB0%IE T L, trax S LBKFREER L=, ~o 7
utw@é%%%ﬂﬁé(Nm)®ﬁf (habSpcapss -7 i mwammwoto7ybxﬁn
EL A REOAFBICHKGT D L, BEO2EFANCIG LI BAITH A, Craddd18%(K
TLU, texUFRIER L7, R v 7 mEnros ﬁi%%%ﬂﬁi@ﬁr x5 g
RSN PoT2Z D, 77 AEVIAE L ITEBRICRAT S Z ENTE S,

A AR SRR 1261 2k L CARF O s R & LTt v 7 v BL400 mg % HL A
BRI G L 7ZBR 045 fi 258 (VAB) 131.08+0.17 LIKgTd - 72, 0.1~20 pug/mLod i & i
FlZh-0, MIEEA LT HN Y7 1 ET20%RETh 5, i 7 a ELDifL
W MAEL T TH B,

A : 77 L5y 7 e aRO&EG535 M7 EF ks, BTy rmen
WAER IS, NEERREME LT, 6-TFF X7, €77 BF X
yvraen, BT ETFIEE-TAXF TR/ ERSH D (EnERESED
5%, 0.5%AJili & D05%ATH DR HFIZH HoiLd) o MAEEFXIIRFIZT 7 57 v BV
FEAE, Horniaedmtianiwy, v MFI 7 ey —LazHuvzin vitrosdR ¢, 7 |k
7 m—ALPAS0IX T 7 LY 7 B BNV ORFHIB W TEBEREE Z R L TRV ERRE
Nz, 6-F4F R 7 a b Anb Xy 7 a e ~OERIL, TILVTE RAF X —

Vi k o TS5, InviroTT7 VT & RAF VX —BEETLIVAF VU RO T B
AR R, EERNTONR V7 v EVOAERICKR LI S B RIE S o T [
YA EN (1.228) 5]

HEH - QR MR A 3B IR R 0 45 & U CIRAERR L 7=~ o 7 1 B UL &5 mglkg# 5-
T 5 L, 24RFfR £ TIC (BG-ED83%ITHM DERFREICHEN) | &5 LIZHED > b
$994% 73 R FIZ AN S 47, Xu 7 v BV E RIS R EED 5 B D91% A |5
O TV,



W BAERESHI U B R S = 7 7 A v 7 |1 B V500 gz WiElE D% 535 & 72
R TIS, B LI HORED 5 B D73% % UR7%73 T 1L 2 U R OV 2 [ &
iz, RIPICHEME SN BEBED 5 HD8% A R v 7 m AR D, T%E6-7 A% L
Y7 ENNED T, RO LTSS SN 7 7 Ay 70 LD 5
L DiI60%23 IR IR S A7z,

BEFE T PERER B A8BIIZ A~ o 7 b BV & FRIRN IR G- LTZBRIZ 1T 2R 27 v B /L Okl
8 )7 5 o 20 +SDI%36.6 6.3 L/hr (0.48+0.09L/hr/kg) Tho7-, R 7 n
EADOB 7 )T T ATRRMES VT T AD D HDT745+8.8%% T,

fidt e ) MERBR 1094112 7 7 A S 7 | EL500 mgAa LRI O E L 7-BRIC B I 5 v s
TENLDB T VT T AF2TTET6 LI Th -T2, 27 o e /L ORI ITREBIR R
AE WS B LT b,

R B BRFE ARG~ v 7 v BV AR G- LTZBRICEB T 2 v 7 v e o i
HYE U E2.0 20305 CH 0 | fREE BB F 1240112 7 7 5> 7 1 BL500 mg 4 %
NG LEBRICBIT 20 v 7 v B O MR ER 1232040 CTh - 7=, HikiE
2R LTENC k9~ 2 BLIA G- K OV A 4% G- 00 01 12 412 2.8 = 1LORF ] J UR2.7 &
1.0 CThH - 7=,

FEgk 7R B

E A BRI S < & milmd (18f, 65~795%) TIIFEMmma T~ ~»
7 ELOAUCHA0%E L . BT VT 7 ANRRWEL 2 oi-, ZDOZEDJRK DI,
MEEO M TORERRDIENTH 2 RN H D, BREERENLRWIGEIT, Flnlcikon
777 Ay a o fERENIHESE SR (LA R3E) | FFEDBEEMIC
TS B51H) M)

B REREIE 2B - ff 2 TRFR S O BHERERE F 4G T 28R Tl Hal 5 & IE# 55
DELLDOEAICH, XUV 7B ELOANTOMSEZ V7T A B2 VT 70 AR
MDD DT IR E EES . BREBE DR T2l U T LTz [HBEDBELELICAH TS
e/ 8.628) &M , BHERERERE N L QXA EREI N RIS [(HL-HE
R35H) #5MH]

NFRERENE Z T BE N O PEEDOITREAIX, < v 7 v e LoLyFiiFI s (AUC)
DR B L ME S TevoTe [FFEDBFEMICK TS/ 8.1H) #ZM]  BE)
S TR O FFRERERRE A T % BRI HERE S ey, B OATHRRERRE A (2o



ERCRR A= WIROE L7/ E Iy SESiDhAS-Z e (A UNGATAAN

HIV a2 - HIVEEME R 7 7 A3 7 1 B 1500 mgZ HEIR O 5 L= BB iT 52
T ENVOIEMENRE T A — XL, EERE AN LD ERETH -T2,

17 - T OREFRERE A 180 2 5 R, 7 7 L7 v B)L500 mga BERE A& 5 L 72 B
DRy 7 v ENOEYEREOFHm AT, N7 r ENLOAUCHE, B TIX9.3+
1.9 pg hrimL, ZVETIF1L1t21lyghimLTH -7z, Xy 7 ua VDB 7 V7T 7 AEL
nEN285+E89 LNk U1.8+43LhrTHh -7, ZDOEDFKIL, WO <o BHEE
DENZH D EEZ BT, YERNZHESWZT7 7 200 AEFEIFHER S0,

AT BAKROCAANDOEBRE I L, 77 L5327 v EA500mgo E#E K OTALE, 1
H 28] O H 3[R D e -2 AT - T2 BE DI BRE R T 2 — & & Wi 5 1% A 1A X G- A T
biviz, BEERE 2R L Lo (HEEG) | e e REOBHEREL 6T o4
Br ZextGe b L7cilliy (HEER G K ORER ) RO #REREE A3 28R 2 x4 &
L7k (GREEES) 128\ T, BARSE & AABEBRF O Ty v 7 v e o3yHE)
RBICAEREITRD o T,

124 $REH=Z

EFMET © 7 7 AL, B~ 27 A L 218 (HSV-1) &281 (HSV-2) K OVKk
i« AIRIEZ U A L A (VZV) 1T 28dilE 2 "d <y r7mnenrora K7 v 7T
& B, HSV-1, HSV-23UIVZVIZEG: L= fMilN T, Ry 7 B ELVRTA NV ADF IV
X T =B Lo TY Vb T R L2 . ZASiaNF S — Bl ko TE
MRICH Ly r7a )L =10 VERICEHIND, BB NS, X7 a L=
VUIITAX T 77 ) = VR EBARICHSV-2ODNAR Y 2 7 —EBA2E L, %
DFEF, ~IRA T A L ADDNAGRL &, OWTIIDNAE RIS EIRAGICIE SN D Z &8
TRENTWD, 1588 L7-HSV-LEGsAIE . HSV-28 G4 i K OV ZVIR YLl - 3 1) 5~
7 a e =) RO RN E 10 200 R R ORI T H B, Ll
HERE N R O FEOBRRIE FRIIH & Tl e,

FLOANVAEA - HIBEE I K AR VW Ty v 7 ma E AL OMIHIER A RSN TN D
AILRA T A JLATHSV-1, HSV-2RK ONVZVTH 5D, b b A RRRHESE A CHESE S 7= 5
AERIRRIZ T B0 v 7 m L OH T A L ZER (HSVIEZL > 53 H % K OVZVIRE ) b
100 %) OFEN., 7T — 27 HEKRRZ U RAZLNRAL F Ly N ER W TiTbhbiz,
HSV-1, HSV-2} NVZV D FEBRFE R K OBRIR /3 BERR It~ 2 X &7 1 B /L DECso®D H e
flIZFNnZFNn2uM (HPHL2~2.4 M, n=7) | 2.6 uM (#iPHL1.6~11 M, n=6) } U’34pM




(%ﬁ67’\-’71 HM\ n:6) T&)Of:o

M . ANV ADF IV —8 (TK) BIE T L UODNAKRY X T —Bi{s 1 DZEIRAE R
IZ& 2T, HSVROVZVD R o 7 b EOVIEZE BRSBTS vl iete 5, 7 A VA
DTKEE T NEREREZR T L, TKOFERRKIE (RIELTK) | TKIEEL~LOE T
GHTEMALTK) | XUIF IV 0 ) VEBBLREN DEREZ b WA Z ) VLT 5 v
A VATKORES DZEAL (EMZETK) 12O NRLARERS S, 7T — 7Bk
ARy m EJVIPEHSV-1, HSV-2) VZV O F i T 7 & 1L 7-ECsoD F i 1X, FHFh
69 uM (#iPH14~115 uM, n=6) , 46y M (#i[H4~>395 uM, n=9) } 192 uM (#iPH51~
148 UM, n=4) Th o7, HFEFISUSN A DI WEE UL T A VAP O TIN5
NHBETIZ, N7 /MIxtT 57 A VAMMEO B A BET 52 &,

R XM HSV DNAKR U A 7 —EHERK E OM TR XMER A LD, RIEERTKE 72
ST V7 v EVIEERE TR S — R b DIL, Ny eI bttt E R,

13 FEERIREME

131 HEBAME, BRFME, EFHEE~DF

RRAME . Ty PR~ T AT LT 7 A7 0 BV EREIREG- 5 24RO A AR BR
A Tbitiz, 600mglkg/H (500~2,000mge 5, HEES N 2EODIARGREE, ~o
7 v Lo MR AR T 24 AUC]) Tl 95 &L b M AeEIREEOLL~450%
IAEY %) S mABEREOHENES v Mok W, W (RO ©—iiic 4
SNDHIEE) ORERD FENL LN, 240mglkg/H (B FAUCH0.7~2.7f%) £ TOMH
BREOBEYET v b, X600 mg/kg/H (B FAUCD0.3~1.21%) £ THOHEREOMERE~ 7 A

T, EERAERD EFITERE S o T,

ZREJFHE ¢ In vitroakiR &in vivoRkBR DA G DEZHNWT, 77 A3 7 nbE ey
L (77 Ay 7 a e LOiEEREY) OBEFEEORSM IO, M (FX3F
T REKR O KIGE) BT DB TSR R N O FLE OHela 832 35 1T 2 A E H]
DNA &%z i~ 2in vitrogd  (Z41£4110,0005 85,000 ug/~7'L— F £ T) Tk, 77 A&
vraentXr v rae/VIBETh o, E2T7 7 AT 7 m EUVELE1T8Y ifE A v
T~ A 74 —~<7 v&A (5000pug/mL) . invivo~ v Z/ZaAER (4,800 mg/kg) M
U7 v MEVEBSERER (5000mg/kg) THEEMETH-72, 77 Lv 7 mEE, GetakiR
GR72RnGEIZinvivoTe U CREROEBMEDOH R A5 & Z L7 (1,200 ug/mL)

L5178YHifaZ H\Wev U A Y v 7 4 —<7 v EAIZBWT, X7 v eV EREED
FEIZD 030 b TR F AR YRR T Z oW T TH - 72 (1,000 ug/mL) , R
FHEMED R WRE TRy v 7 niie M) U RBROREEKRE AT XEZ L



(250 pg/mL) . ‘EREICHROVEEEZ R THE (500 mg/kg) T v B BV EEIRNE S
THE ERNTO~ T ZERO/NERAERD ERNR NN, BROFEE LA
EHITZA BN ST,

HERERE~DEHE . 77 A 7N UIR_r v 7ubt e Ty b, =7 A ROA X RIE
Beh LTSI BREENRO bz, BROZ(LE LT, BlEOZEN. B EoRd.
FERER A L ITEBMHE T2 33 T OHEBRD LR R ENRd o7, BB O 4TIk
T HEMEOREX, &5 8L BEEYFICEE LTz, 500mg/kg/H (v NAUC?D1.4~5.7
%) TOI0EMOEG#HIC, HEET v N TRIGROK TARD b, 7 v MIEMES
(268 M) L73a OfE 1tk L R R EME I B3 5 MR 2851350 mg/kg/ B (AUC O izl
£o< e FEHRERED015~0.6f%) Thotz, v~ A (1041 KOA X (265 [H)
IZZ 2600 mg/kg/H (B RAUCPDO0.3~1.2f%) K UM50 mg/kg/H (B RAUCOD1.3~5.1f%)
OFETEMEL LB, BRFBENSRD LT,

77 Ay s u e E T v M21,000mg/kg/ B (B RAUCD2.7~10.8(%) % T & T
B LTCBRIC, —MAFERE ST NG RIS T 2 5 BT b e o T2,

RGNS R E /T H 2 EUAMIEETH Y | BHEMORN—2 T 14 CHIMIZ T DK
FOTa T 7 A IVBIER Th-o = BHEL30FICx L7 7 AL (250mg 1H2[E], 6641]) X
F7 7R (646]) ZIBEMIZHO- VRO L L2200 7" AR EGER T, & 581
oS8 ) OB A I T KO8 BB ITTEREIT KT 5 B 2R R A R ORG
RIFFBO LN 0o T,

14 ERIREER

141 BB~V R

R OIBE~NNVRRAEHT H0ERRDOIER A TOM 2 x5 & L BERa{b —EHEHR T 7
AR TON -, OB VR AR OBGE TR D IEYN S D oI TH b1
MLNIC, BEBE N7 7 A /01,500 mgo E AR A (22741) . 7 7 A ELT750 mgD1H?2
[BIARA (220%1) . XX 7 EAROMRM (25441) Z1AMAT o7z, RBOEITIMEIE L
S (RZEHEY EIT L) BFICBTHIHEE COMBOPRMEIZ, 77 AL
1,500 mgHL (I3 GRE (1526) TlI44H0 THoT-DIZK L, 77 ARRE (1684]) TIE6.2H
Thote, 7T7BAREEE 7 7 2 EJLL500 mgRE D T OiER £ TOHIRM O Rl 7131.3
H (95%Cl : 0.6~2.0) Th o7z, KEOHEITHMEIE L (WBHL Y bH#EIT LR oT0)
BEOEEIT T 7 2 E/L1,500 mgHi[a# 5/ET33%, 77 B ARBETHA%THY, 77 LEL
BEL 7 7 B ARBEOM CTEITRD b o lo, KR LR MIEAT 2 £ TOHIRM O RfE
X, 7 7 A E /L1500 mgHLEE GRECIZLTH THo7oDIZxt L, 77 B AREETII2908 TH



277,

142 MEFRA~VRR

S RIS~V R A B H T 5 0E RO ER e300 2 x5 & L= ERk “EE
BT 7 2 R RERBR M T, PERRA LA DR O SUTIER D RN H H b T
M HEEFRILINIC, BEE SN 7 7 A /11,000 gl H2EIARM (16341]) XL 7T R D
kA (166%1) Z1HARMIT>72, RZEOMEITHIMEIE Lighodz (ERBHELY biEfT L) &
TR 18 E COMBEOPREIL, 77 A EARE (12561) TIiZ43H ThH o 72diTxt
L. 77 &REE (14561) TIF6IR CThoTc, T EAREEL 7 7 A EAEFEOR TOIREE £
TOHMOFREDFETL2A (95%CI : 0.5~2.0) Tho7-, KBOWITREL L (i
BEL Y RENER L) oT2) BEORIGIET 7 LEABETIE23% TH > - DITH L,
T RRHETIIB% TH o7z, TXTOEIR (U VK, £ 58, UK, &I, EW
72E) BDWHATHECTOHMOFREZ, 77 AEALETIIIZH ThH-T-DIZK L, 7T
T ARBETIFSAR Th o7,

FRBIEZRANV SRR B G T HRERO IEF R BAKROT 7 U 5 % KE A O A 304451 % x5
ELTCHEEERL 2:1) ZEEMRY T BERREEBRI ThNI, TRV X DEFE DM
B SNTIER DR AN S I T HERFLINIC, BFE B H R 7 7 A /11,000 mgd1 H 2[H]
ARA (20661) SUX7 7B AROMRA (98%1) Z1AMIT-7, BB OWEITHAEIL Lo iz
BEICBT DRl E COMMOPRIEIL, 77 AEAEE (1526) TIE54H ThH-7=DIC
xtL. 77vREE (786]) TIZ48H THoTz, 7T VAL 7 7 AEABOM TORE F
TOHR O FJEDFL—0.26H (95%Cl : —0.98~0.40) TH -7,

PR © V272 0 6[EI LA EOMEZRA~ VR A D FEFE OB 2 A3 5 50 RE D IR 72 pi \934
Blaxtg l Liz2tk 0120 AR OBIEAL_HEEHR Y 7 AR A Thiviz, 77 A8
V125 mg 1H3[EHE, 250 mg 1 H2[E#E, 250 mg 1A3[EEE, T B AREEDO B TR Thi
T2o 1271 A5 DWRE T, 7 7 A ELEERE D60~65%K (N7 T & REEBE D25%H % 5 %
ffse L Cuh7z, 250 mg 1A 2[EIFEZ 1T 260 H % K N2 A % ORI TOFRELE REIIR
¥



#6 : MERELZZ TR ADOEREBMRA~ANLRZBEICRBITH60 ABRKR U120 A #%OR:
B TOBERR

6 HRIZBIT 2 HRR 120 AR 2 ERR

7 7 A B VISR 7 7 A B VFITEREE

250 mg 1H 2= & 250 mg 1H 2[=] &

(n=236) (n=233) (n=236) (n=233)
R L 39% 10% 29% 6%
Rt 47% 74% 53% 78%
IBEFAGE 14% 16% 17% 16%

PERERE T -2 IS, BT LB EMBEREIT o2 b O TIEAR,
kg 2 &0 AT O O RFEO R R THEIEDR A DR A - 2B,

77 AELEEREICRB I A BREEOFRALILI T T REERE OIS TH -T2, 77 AE
N OE A ERE & HEO R EICEBIR IR A o T2,

143 HIVEBEBEF IR 2 BRE OB~V TR~V R

EER L —EERARICB N T, BRI OB~V AT VR 22 H T HHIVEYE
BEICK L, IREO BN HASFELINIC 7 7 A3 7 1 e L500 mg 1 H2[E]7 H o 5%
1Fo-44 (150%1) &, 7327w n400mg 1HS[ETH M OEE 21T 7-854 (14341])
E DT, BH DFIA0% TIICDs $ 23200 /mmeRTH T v | B D54% THL
PRI ZE S A DAL, 35% T HOBIRAN A DTz, FHHIRZE OO P & OFE 1R £
TOYMDORIZBNT, 77 A7 v EAFHIT V7 a EAROKGRERIETH -7,

14.4 HIRES

B OHE Z LED 7R WERIEIS 2 9 5 5 B D IEH 72 AN 964N % k42 & L 7= 24tk D S 4 4L,
“HEMHRRR (77 AR EEBRL: & IR BT, RAORE O B
D DT EILANIC B G- 03 BiG S v, THRNZ D720 ke S 7,

7T R RERBRIZ BV T, 41961k L7 7 2 E/L500mg 1H3[A (138%)) . 77 AEL
750 mg 1H3[E] (13561) . X7 7R (1466]) OG- 08iTbiz, ekt E ToH
FOPEAEIL, 7 7 A EAL00 MgEECId5H Tho7=DIizxt L, 778 REETIITH Th -
Too FEARINEAL, INKIEOIEK, IBBEOHEK, I OERNH LD E TOHIRIL, Xt
BEMTHEBEITITT7 7 2 EAS00MgEED R T FEREEL Y bE N7, FBOHB
N HABREI AN 52 Bt L7283 7 7 AELVOIRN LV EL oz, 72, 2
DZ LB EOBETEIVHEETH o7, VANV AREEGENLELL ERD b/ B



(65.2%) TlX. 77 LAENLEOEN T T BREELY & 7 A L AHEH IR O F Ju il 2365 0>
o7 (FENEFNIR KLOR2H)

BB TBHRTIC 3BT DI RHEHIRICIX. 77 A EAEEE 7T B AREEOM TR 721338
Do iehole, Elo. BBIBEZICKIT 5% (FREBHRARIE) ORBRICH M
ZEITRRD Do Tz, WIRHEIZ H AR 2 F0E L 7218641 (xR ER D 5 b D44.4%)
(2B T 2 HRIB A RE O MBI O i IX, 7 7 L 500 mgREdD T3 7T & AR EE
XV bENPole (FNEN63H KTII9R) . KV EHED 7 7 A AR THAME A
PRI A BV Do T,

FH e AR IC 5\ CHASHIIC )t L3FE DO B O 7 7 AEVOLAIREFE ST T/ a
/L1800 mgD 1 H5[EI# G- 23T i Tz, A D ERNR AL E T O K OBMEEIR A E TO
WX SR CRIZETH Y, 77 AEAREE T ¥ 7 v EVEEO B CHRIEE % 0m O 1H &
£ TOHMNCHEFIIAEETRD b Rh o7z,

16 A/ RTER BRI
77 LENABEFUL IO T 4 v ha— MMEE LTSNS 125mg (B0FEA D AN kL) |
250mg (308EA D AR kL) | 500mg (30FEA D AR kL, S0EEHRE (EERFEREA) )

® 77 At 125 mghE -
—HOEIZ TFAMVIR] | &5 —FH DI [125) LA Sz, mimBmampo
DR T-7 4V ba— N
125 MG 30FE A D AR B IL o NDC 0078-0366-15

® 77 At /L250 mgsE :
—JFOEIZ [FAMVIR] | &9 —FOmEIZ 1250) LHEI S/, w8 E am ko
DR T-7 4V ba— M
250 MG 305EA D AR B JL oo NDC 0078-0367-15

) 7 7 L EL500 mgEE
—JFOmEIC [FAMVIR] | & 9 —FOmEIc 1500) EZEISiz, WA [k HE
DT 4 )V ba— pEE
500 MG B0HEA D) 7R R IL oo NDC 0078-0368-15
500 MY SOEEHEEL ...vvovveeeeveeceeseeveeeeesse e NDC 0078-0368-64

25°C (77°F) TE{F, 15~30°C (59~86°F) ~ d ¥ i 1% ZF %% [USP™Controlled Room



TemperatureZ 2] |

17 IREBEBIZEY HHER
FDAIZAGE S Lo BFE T SCE (BERTIE#R) 22,

B B B O BRSO O BEICRI LT 7 7 A EANEE A KT 2 L AT EUIFE LR
W L. 77 AEVARMFICEREMED U, IR, SEELILF Ofh o ik st R S
NH LN ERF I, BB EE IR EE E 2 S5 2 &,

77 AENVTHSEESHET A0 (77 L1125 mgsE. 250 mgdE & U500 mgdE L F L F
AUFLBE26.9 mg, 53.7mgMk 074 mgx G AT 5H) « ENRBEMEER (F7 7 b — AR
JE, BEDT 7 X —BRZIE, ITVa—R « BT7 7 b—AWINREIE) 28T 584
WXL TR, 77 AEAIRAENCERRZRE LFELE S LOMET22 &,

171 HRE~VARR

FUE~ S ADTIFE AT B b OB TR () © VR, 2 55, IR, 720,

PRI E) NHBL LR CIRAE BT 2 L Y BFICHET 22 &, NE~SADT
OOMRMIFIEI 2 2N K S BEHRET D2 &0 7 7 AEVERBEAVASRSH T 51
IR TRV LR BHIIEAD 2 L,

17.2 M~

7 7 DEVTHERRAS VAN AT HRIBIRIETIE W L2 BB T2 L, 77 L
INZ Ko THAASDARGZ BT 572 8 9 InZ il L 727 — ZITAFAE L7220y, PR~/ A
IMEREIYE TH D Z &b, N— b T —~DREGEZ T 57202, ARV LIERD A 5

NDHEITIT, RSN D 2 & UIMER 2T S D 2 &, PEEA~ R, BERME

74»%5M%h_bfxﬁﬁ%ﬁ%ﬁﬂﬁ5‘?5%A#§w:kﬁ%>ckmi IRPEAT 2

DIZDIZEBE IR ZZ T SEDL T L,

FRFRETUNESR A~ VAR RN D RIERFIA RN S B2 G B 1T W) O SUTAER 23 HEL L
IR R CIRR AT 2 L O BEICHETH 2 &,

VELL BT 7= 2 B E O 22V A3/ MR 2 7 — 2 I3FE L7720,
17.3 #RES

HRIIZ D95 O HBL) T2 1% AR IZBHAE L7218 IS T2 7 — Z I3FFE L 72\, i
WIHIBOZW% TX D Rk EZET AL ) BEICHET 2 &,
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77 LENVOIRMEZRRT RN, £, BT E%IT 5 T LI, BEMTIERE BHA
STEEW, ﬂ@ﬁbb‘fﬁi&ﬂkﬂﬂéhfb\éfz%/\#i?)Ui?’“o Z ‘Tﬁ%& . BT O ERR
FLIRRRMIRIZOVWTEELE S 2ROV &R DOTIEH Y £H A,

Ty LENEIT?

77 AT, MFHOFLY A NVAIETHY, LFOBTHERL 9,

® (HEERERAICH DN B~V (BWEES) OIR#E

TEEE 72 AT & D DI T g~ LR A DRI
%%@&A’%Ebhé@“«»Kx@%ﬁEﬁ@ﬁﬁ

HIVIEZLE O | « ML U2 D JE I & B i Tz Bl L~ 2 DIRZE DIEHE
ﬁ&ﬁ@ﬁﬁ@mA_ T % HARIEIS DR

18 AR DO/NRIZH L TT 7 AEAARNLENOBRITH D E ) D dro THER A,

7 7 AEIAAASR ST HRIBIRR CTIEH D A, 7 7 LA EABRMASD LA
DYERZ IED HIRDE D DT> TOER A, BEMEMBRZ R > T3 HOHA,
T AENLNERALTHWTH = —Z~_X2 2B LT LE ) algEERH Y £9, B
ﬁ&fhﬂ@<f% Aw«xihﬁﬁé%A#%Diﬁ BID NZHERRAN VA ADRED

REME AR T 2720, KV ZERMITAZRT D LERH Y £3, i~ A
h%%bﬂfﬁé&%\X IVEERANVARZ D B DFER N H D & Z1TiE, N—hF—¢&
OVERIREfhZ La T &0, PEREEit 2 4 DRI i?%/&z%Jlif)?V&/§
Day F=LEHEH LTI EIN, I ZEBRMHITHIZOWTLH 727 O Y EATSE
FRLTZIN,

77 AENVERALTITINTRZOANITEDLI>ZRATLL Y N?

7 7 LAELDOWT D RS XidDenavir® (v ey ) — L) ([ZRT AT LILF
—DHLHHE, 77 AENERHLARNTLSESY, 77 AEALDTXTORMIO—FIT,
ZDBEMTEROMFDOREGEE ZBHTES 0,

77 AENVERAT OENCHYEMFIMLBALIRE I LIIMTTL L 20 ?

WD XD GEITIE. 77 LENVOIRMZAET DA SR IO Y EMEFICBIR AL TE
S,



NSl R RE A B B 5

HZ 7 N—=ARMME, BEDZ 7 Z—BRZIELA LTI, XIT7Vva—R 7

77 h—=AZRINTE RN (RINAR) EWoTle, ENREEMERENH D5E

@ [EIRL TV AN XITMEAFE L T2 5E, AEN TS DRABIZH LT 7 4
NWEETHDLINE D NESro> THERA,

® TR OIEEIZRET S - Novartis Pharmaceuticalsth: Tl #HIEICEI+ % B R #HE %2
WAL TWET, HIRLEGEITE, BEREICHOWVWTH R OM Y EMSEIC T
<TEEW,

@ FIHIRAEZTEL TV DHGE
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DORIIZONWT, SRT-OHEYBEMEICBEZLTEIV, B, ROLH>BH0ERAL
TWAGEITIE, Y EMEICBIEZLL I,

@ A RAEIRFET DDA L T Do 3L RL,
® u~x> K (Probalan)

HRTEDPBRHALTWAEEEZMDVELE Y, RALTWABEO -EE2IE-oTEHE, HiL
WEBHEAZH 59 & EIFWV o b F LAY ES L EFETICB REL I,

77 AhENVEIEDE S ITIRATEZDOTL X 94>2

® Ty AbEIE, MFEINZEBVIZARALTIIEE N,

® Ty LALbELEWVWD, EFNETFIRHATIONE., B0l Y EMEN L T<NET,

77 LELVORARSCIRAMEEIZ., HRZOFRRICIGLTEDL->TL 2HANRH %

R

77 LAENVIFEFEEROAEIZ» D LT IR TE £77,

HENBRL 20258 TH, T X TORBELZAUFENT- LBV ICRA LKL Z &0
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@ U7 LAt NAETRTURMALEDLoZ THERDHRSGZER DY £, Zhik. b
S EHRTNCBEPMLEL LN ZETEHY EFHA, 77 AELVORM = — A I3BE
IZSETLTEBY, ZRIEHRTZOENTIER LT 22005 T, ZHH ORRKOTER
IZOWTORMARH Y £ L6, Hiel-OMYEREIC THRS 230,

77 AEVZEoTRIY 9 BBEERIIMTTL X D0 °?
757 AELOEWERHTCELZWVWEDIZIE. ROLEI R LORH Y £,
® EE
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T LAEMIEoTEIY S ZEWERIZZINANTXTTIESHY £ A, FELIIEHRTZD
P R RS SUTFEABN IS B J R 2SN,

RIERNCET 2T R 22O TR, SR OBYEMFICEEF 23V,
FDA (%5 : 1-800-FDA-1088) (CRIEHZ#HETHZ L b TEET,

77 ANV EDXHIIRETIEIWVWTLE YN ?
® 77 AEIF59~86°F (15~30°C) OEETHEE L T FFEV,
77 AENLVREOPTRTORBRIIFHEOFOBDRVIEFFICHEE LTI ZE N,

77 AEVIZET 5 —REORER

BIEITEF AT HROMFICHRBEENTWDLUSNDO A TL T EIND 2 ERHY 7, WL

T DRIGE L T2 S TR DFFIRICH LT 7 7 AE L EF A L2 T EE N, AICH

R ERICIERRH > TH, TOANCHRTEDOT7 7 AELVERASERNWTLEEN, £
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SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

Famvir® 125 mg film-coated tablets
Famciclovir 125 mg film-coated tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 125 mg of famciclovir.
Excipient with known effects: Each film-coated tablet contains 26.85 mg of lactose, anhydrous.

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM
Film-coated tablet

White, round film-coated tablet, biconvex, bevelled edges, debossed with “FV”” on one side and
“125” on the reverse side.

CLINICAL PARTICULARS
Therapeutic indications

Varicella zoster virus (VZV) infections — herpes zoster

Famuvir is indicated for

- the treatment of herpes zoster and ophthalmic zoster in immunocompetent adults (see
section 4.4)

- the treatment of herpes zoster in immunocompromised adults (see section 4.4)

Herpes simplex virus (HSV) infections — genital herpes

Famvir is indicated for

- the treatment of first and recurrent episodes of genital herpes in immunocompetent adults

- the treatment of recurrent episodes of genital herpes in immunocompromised adults

- the suppression of recurrent genital herpes in immunocompetent and immunocompromised
adults

Clinical studies have not been conducted in HSV-infected patients immunocompromised for other
causes than HIV-infection (see section 5.1).

Posology and method of administration

Herpes zoster and ophthalmic zoster in immunocompetent adults
500 mg three times daily for seven days.

Treatment should be initiated as soon as possible after a diagnosis of herpes zoster or ophthalmic
zoster.



Herpes zoster in immunocompromised adults
500 mg three times daily for ten days.

Treatment should be initiated as soon as possible after a diagnosis of herpes zoster.

Genital herpes in immunocompetent adults
First episode of genital herpes: 250 mg three times daily for five days. Initiation of treatment is
recommended as soon as possible after a diagnosis of first episode of genital herpes.

Episodic treatment of recurrent genital herpes: 125 mg twice daily for five days. Initiation of
treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Recurrent genital herpes in immunocompromised adults
Episodic treatment of recurrent genital herpes: 500 mg twice daily for seven days. Initiation of

treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Suppression of recurrent genital herpes in immunocompetent adults

250 mg twice daily. Suppressive therapy should be discontinued after a maximum of 12 months of
continuous antiviral therapy to reassess recurrence frequency and severity. The minimum period of
reassessment should include two recurrences. Patients who continue to have significant disease
may restart suppressive therapy.

Suppression of recurrent genital herpes in immunocompromised adults
500 mg twice daily.

Patients with renal impairment

Because reduced clearance of penciclovir is related to reduced renal function, as measured by
creatinine clearance, special attention should be given to doses in patients with impaired renal
function. Dose recommendations for adult patients with renal impairment are provided in Table 1.

Table 1 Dose recommendations for adult patients with renal impairment
Indication and nominal dose Creatinine clearance  Adjusted dose regimen
regimen [ml/min]

Herpes zoster in
immunocompetent adults

500 mg three times daily for 7 days > 60 500 mg three times daily for 7 days
40 to 59 500 mg twice daily for 7 days
20 to 39 500 mg once daily for 7 days
<20 250 mg once daily for 7 days

Haemodialysis patients 250 mg following each dialysis
during 7 days




Herpes zoster in
immunocompromised adults

500 mg three times daily for
10 days

=60

40 to 59

20 to 39

<20

Haemodialysis patients

500 mg three times daily for 10 days

500 mg twice daily for 10 days
500 mg once daily for 10 days
250 mg once daily for 10 days

250 mg following each dialysis
during 10 days

Genital herpes in
immunocompetent adults — first
episode of genital herpes

250 mg three times daily for 5 days

>40
20 to 39
<20

Haemodialysis patients

250 mg three times daily for 5 days
250 mg twice daily for 5 days
250 mg once daily for 5 days

250 mg following each dialysis
during 5 days

Genital herpes in
immunocompetent adults —
episodic treatment of recurrent
genital herpes

125 mg twice daily for 5 days

=20
<20

Haemodialysis patients

125 mg twice daily for 5 days
125 mg once daily for 5 days

125 mg following each dialysis
during 5 days

Genital herpes in
immunocompromised adults —
episodic treatment of recurrent
genital herpes

500 mg twice daily for 7 days

>40

20 to 39

<20

Haemodialysis patients

500 mg twice daily for 7 days
500 mg once daily for 7 days
250 mg once daily for 7 days

250 mg following each dialysis
during 7 days

Suppression of recurrent genital
herpes in immunocompetent
adults

250 mg twice daily

>40
20 to 39
<20

Haemodialysis patients

250 mg twice daily
125 mg twice daily
125 mg once daily
125 mg following each dialysis




Suppression of recurrent genital
herpes in immunocompromised

adults

500 mg twice daily > 40 500 mg twice daily
20 to 39 500 mg once daily
<20 250 mg once daily

Haemodialysis patients 250 mg following each dialysis

4.3

4.4

Patients with renal impairment on haemodialysis

Since 4 h haemodialysis resulted in up to 75% reduction in plasma penciclovir concentrations,
famciclovir should be administered immediately following dialysis. The recommended dose
regimens for haemodialysis patients are included in Table 1.

Patients with hepatic impairment
No dose adjustment is required in patients with mild or moderate hepatic impairment. No data are
available for patients with severe hepatic impairment (see sections 4.4 and 5.2).

Elderly (= 65 years)
Dose modification is not required unless renal function is impaired.

Paediatric population
The safety and efficacy of famciclovir in children and adolescents aged less than 18 years have not
been established. Currently available data are described in sections 5.1 and 5.2.

Method of administration
Famvir can be taken without regard to meals (see section 5.2).

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Hypersensitivity to penciclovir.

Special warnings and precautions for use

Use in patients with renal impairment
In patients with impaired renal function dose adjustment is necessary (see sections 4.2 and 4.9).

Use in patients with hepatic impairment

Famciclovir has not been studied in patients with severe hepatic impairment. Conversion of
famciclovir to its active metabolite penciclovir may be impaired in these patients resulting in lower
penciclovir plasma concentrations, and thus a decrease of efficacy of famciclovir may occur.

Use for zoster treatment

Clinical response should be closely monitored, particularly in immunocompromised patients.
Consideration should be given to intravenous antiviral therapy when response to oral therapy is
considered insufficient.

Patients with complicated herpes zoster, i.e. those with visceral involvement, disseminated zoster,
motor neuropathies, encephalitis and cerebrovascular complications should be treated with
intravenous antiviral therapy.

Moreover, immunocompromised patients with ophthalmic zoster or those with a high risk for
disease dissemination and visceral organ involvement should be treated with intravenous antiviral
therapy.
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Transmission of genital herpes

Patients should be advised to avoid intercourse when symptoms are present even if treatment with
an antiviral has been initiated. During suppressive treatment with antiviral agents, the frequency of
viral shedding is significantly reduced. However, transmission is still possible. Therefore, in
addition to therapy with famciclovir, it is recommended that patients use safer sex practices.

Other
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take this medicinal product.

Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on famciclovir
No clinically significant interactions have been identified.

Concurrent use of probenecid may result in increased plasma concentrations of penciclovir, the
active metabolite of famciclovir, by competing for elimination.

Therefore, patients receiving famciclovir at a dose of 500 mg three times daily co-administered
with probenecid, should be monitored for toxicity. If patients experience severe dizziness,
somnolence, confusion or other central nervous system disturbances, a dose reduction of
famciclovir to 250 mg three times daily may be considered.

Famciclovir needs aldehyde oxidase to be converted into penciclovir, its active metabolite.
Raloxifen has been shown to be a potent inhibitor of this enzyme in vitro. Co-administration of
raloxifene could affect the formation of penciclovir and thus the efficacy of famciclovir. When
raloxifen is co-administered with famciclovir the clinical efficacy of the antiviral therapy should be
monitored.

Fertility, pregnancy and lactation

Women of child-bearing potential

There are no data supporting any special recommendations in women of child-bearing potential.
Patients with genital herpes should be advised to avoid intercourse when symptoms are present
even if treatment has been initiated. It is recommended that patients use safer sex practice (see
section 4.4).

Pregnancy
There is a limited amount of data (less than 300 pregnancy outcomes) from the use of famciclovir in

pregnant women. Based on these limited amounts of information, the cumulative analysis of both
prospective and retrospective pregnancy cases did not provide evidence indicating that the product
causes any specific foetal defect or congenital anomaly. Animal studies have not shown any
embryotoxic or teratogenic effects with famciclovir or penciclovir (the active metabolite of
famciclovir). Famciclovir should only be used during pregnancy when the potential benefits of
treatment outweigh the potential risks.

Breast-feeding
It is unknown whether famciclovir is excreted in human breast milk. Animal studies have shown

excretion of penciclovir in breast milk. If the woman’s condition mandates treatment with
famciclovir, discontinuation of breast-feeding may be considered.

Fertility
Clinical data do not indicate an impact of famciclovir on male fertility following long-term
treatment at an oral dose of 250 mg twice daily (see section 5.3).

Effects on ability to drive and use machines



4.8

No studies on the effects on the ability to drive and use machines have been performed. However,
patients who experience dizziness, somnolence, confusion or other central nervous system
disturbances while taking Famvir should refrain from driving or operating machinery.

Undesirable effects

Headache and nausea have been reported in clinical studies. These were generally mild or
moderate in nature and occurred at a similar incidence in patients receiving placebo treatment. All
other adverse reactions were added during postmarketing.

The pooled global placebo or active controlled clinical trials (n=2326 for Famvir arm) were
retrospectively reviewed to obtain a frequency category for all adverse reactions mentioned below.
The following table specifies the estimated frequency of adverse reactions based on all the
spontaneous reports and literature cases that have been reported for Famvir since its introduction to
the market.

Adverse reactions (Table 2) are ranked under headings of frequency, using the following
convention: 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); very rare (< 1/10,000), not known (cannot be estimated
from available data).

Table 2 Adverse reactions from clinical trials and post-marketing spontaneous reports
Blood and lymphatic system disorders
Rare: Thrombocytopenia.
Psychiatric disorders
Uncommon: Confusional state (predominantly in the elderly).
Rare: Hallucinations.
Nervous system disorders
Very common: Headache.
Common: Dizziness.
Uncommon: Somnolence (predominantly in the elderly).
Not known: Seizure*.
Cardiac disorders
Rare: Palpitations.
Gastrointestinal disorders
Common: Nausea, vomiting, abdominal pain, diarrhoea.
Hepatobiliary disorders
Common: Abnormal liver function tests.
Rare: Cholestatic jaundice.
Immune system disorders
Not known: Anaphylactic shock*, anaphylactic reaction*.
Skin and subcutaneous tissue disorders
Common: Rash, pruritus.
Uncommon: Angioedema (e.g. face oedema, eyelid oedema, periorbital oedema,
pharyngeal oedema), urticaria.
Not known: Serious skin reactions* (e.g. erythema multiforme, Stevens-Johnson
Syndrome, Toxic Epidermal Necrolysis), Hypersensitivity vasculitis*.

* Adverse drug reactions reported from post-marketing experience with Famvir via spontaneous
case reports and literature cases which have not been reported in clinical trials. Because these
adverse drug reactions have been reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency. Frequency is therefore listed as “not known”.
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Overall, adverse reactions reported from clinical studies with immunocompromised patients were
similar to those reported in the immunocompetent population. Nausea, vomiting and abnormal
liver function tests were reported more frequently, especially at higher doses.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

Overdose

Overdose experience with famciclovir is limited. In the event of an overdose supportive and
symptomatic therapy should be given as appropriate. Acute renal failure has been reported rarely
in patients with underlying renal disease where the famciclovir dose has not been appropriately
reduced for the level of renal function. Penciclovir is dialysable; plasma concentrations are reduced
by approximately 75% following 4 h haemodialysis.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase
inhibitors, ATC code: JOSAB09

Mechanism of action

Famciclovir is the oral prodrug of penciclovir. Famciclovir is rapidly converted in vivo into
penciclovir, which has in vitro activity against herpes simplex viruses (HSV types 1 and 2),
varicella zoster virus (VZV), Epstein-Barr virus and cytomegalovirus.

The antiviral effect of orally administered famciclovir has been demonstrated in several animal
models: this effect is due to in vivo conversion to penciclovir. In virus-infected cells the viral
thymidine kinase (TK) phosphorylates penciclovir to a monophosphate form that, in turn, is
converted to penciclovir triphosphate by cellular kinases. This triphosphate inhibits viral DNA
chain elongation by competitive inhibition with deoxyguanosine triphosphate for incorporation
into the growing viral DNA, thus halting virus replication of viral DNA. Penciclovir triphosphate
has an intracellular half-life of 10 hours in HSV-1-, 20 hours in HSV-2- and 7 hours in VZV-
infected cells grown in culture. In uninfected cells treated with penciclovir, concentrations of
penciclovir-triphosphate are only barely detectable. Hence the probability of toxicity to
mammalian host cells is low and uninfected cells are unlikely to be affected by therapeutic
concentrations of penciclovir.

Resistance

Like aciclovir, penciclovir resistance is associated with mutations principally in the thymidine
kinase (TK) gene resulting in deficiency or altered substrate specificity of this enzyme, and to a
much lesser extent in the DNA polymerase gene. Most aciclovir-resistant HSV and VZV clinical
isolates are also resistant to penciclovir, but cross-resistance is not universal.

Results from 11 worldwide clinical studies involving penciclovir (topical or intravenous
formulations) or famciclovir in immunocompetent or immunocompromised patients, including
studies of up to 12 months treatment with famciclovir, have shown a small overall frequency of
penciclovir resistant isolates: 0.2% (2/913) in immunocompetent patients and 2.1% (6/288) in
immunocompromised patients. The resistant isolates were mostly found at the start of treatment or
in a placebo group, with resistance occurring on or after treatment with famciclovir or penciclovir
only in two immunocompromised patients.
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Clinical efficacy

In placebo-controlled and active-controlled studies both in immunocompetent and
immunocompromised patients with uncomplicated herpes zoster, famciclovir was effective in the
resolution of lesions. In an active-controlled clinical study, famciclovir was shown to be effective
in the treatment of ophthalmic zoster in immunocompetent patients.

Efficacy of famciclovir in immunocompetent patients with first episode of genital herpes was
shown in three active-controlled studies. Two placebo-controlled studies in immunocompetent
patients and one-active controlled study in HIV-infected patients with recurrent genital herpes
showed that famciclovir was effective.

Two placebo-controlled 12-month studies in immunocompetent patients with recurrent genital
herpes showed that famciclovir-treated patients had a significant reduction of recurrences as
compared to placebo-treated patients. Placebo-controlled and uncontrolled studies of up to

16 weeks duration showed that famciclovir was effective in the suppression of recurrent genital
herpes in HIV-infected patients; the placebo-controlled study showed that famciclovir significantly
decreased the proportion of days of both symptomatic and asymptomatic HSV shedding.

Paediatric population

Famciclovir experimental oral granules were evaluated in 169 paediatric patients 1 month to <12
years of age. One hundred of these patients were 1 to <12 years of age and were treated with
famciclovir oral granules (doses ranged from 150 mg to 500 mg) either twice (47 patients with
herpes simplex virus infections) or three times (53 patients with chickenpox) daily for 7 days. The
remaining 69 patients (18 patients 1 to <12 months, 51 patients 1 to <12 years) participated in
single-dose pharmacokinetic and safety studies using famciclovir oral granules (doses ranged from
25 mg to 500 mg). Famciclovir weight-based doses were selected to provide penciclovir systemic
exposures similar to the penciclovir systemic exposures observed in adults after administration of
500 mg famciclovir. None of these studies comprised a control group; therefore a conclusion on
the efficacy of the investigated regimens is not possible. The safety profile was similar to that seen
in adults. However, systemic drug exposure in infants < 6 months of age was low, thus precluding
any assessment of famciclovir’s safety in this age group.

Pharmacokinetic properties

General characteristics

Absorption

Famciclovir is the oral prodrug of the antivirally active compound penciclovir. Following oral
administration, famciclovir is rapidly and extensively absorbed and converted to penciclovir.
Bioavailability of penciclovir after oral administration of famciclovir was 77%. Mean peak plasma
concentration of penciclovir, following a 125 mg, 250 mg, 500 mg and 750 mg oral dose of
famciclovir, was 0.8 microgram/ml, 1.6 micrograms/ml, 3.3 micrograms/ml and

5.1 micrograms/ml, respectively, and occurred at a median time of 45 minutes post-dose.

Plasma concentration-time curves of penciclovir are similar following single and repeat (t.i.d. and
b.i.d.) dosing, indicating that there is no accumulation of penciclovir on repeated dosing with

famciclovir.

The extent of systemic availability (AUC) of penciclovir from oral famciclovir is unaffected by
food.

Distribution
Penciclovir and its 6-deoxy precursor are poorly (< 20%) bound to plasma proteins.

Metabolism and elimination
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Famciclovir is eliminated principally as penciclovir and its 6-deoxy precursor, which are excreted
in urine. No unchanged famciclovir has been detected in urine. Tubular secretion contributes to the
renal elimination of penciclovir.

The terminal plasma half-life of penciclovir after both single and repeat dosing with famciclovir
was approximately 2 hours.

Evidence from preclinical studies has shown no potential for induction of cytochrome P450
enzymes and inhibition of CYP3A4.

Characteristics in special populations

Patients with herpes zoster infection

Uncomplicated herpes zoster infection does not significantly alter the pharmacokinetics of
penciclovir measured after the oral administration of famciclovir. The terminal plasma half-life of
penciclovir in patients with herpes zoster was 2.8 h and 2.7 h, respectively, after single and
repeated dosing of famciclovir.

Subjects with renal impairment

The apparent plasma clearance, renal clearance, and plasma elimination rate constant of
penciclovir decreased linearly with reductions in renal function, both after single and repeated
dosing. Dose adjustment is necessary in patients with renal impairment (see section 4.2).

Subjects with hepatic impairment

Mild and moderate hepatic impairment had no effect on the extent of systemic availability of
penciclovir following oral administration of famciclovir. No dose adjustment is recommended for
patients with mild and moderate hepatic impairment (see sections 4.2 and 4.4). The
pharmacokinetics of penciclovir have not been evaluated in patients with severe hepatic
impairment. Conversion of famciclovir to the active metabolite penciclovir may be impaired in
these patients resulting in lower penciclovir plasma concentrations, and thus possibly a decrease of
efficacy of famciclovir.

Paediatric population

Repeated oral dosing of famciclovir (250 or 500 mg three times daily) to paediatric patients (6-11
years) infected with hepatitis B did not have a notable effect on the pharmacokinetics of
penciclovir compared to single dose data. There was no accumulation of penciclovir. In children
(1-12 years) with herpes simplex virus infection or chickenpox given single oral doses of
famciclovir (see section 5.1), the apparent clearance of penciclovir increased with body weight in a
nonlinear manner. The plasma elimination half-life of penciclovir tended to decrease with
decreasing age, from an average of 1.6 hours in the patients aged 6-12 years to 1.2 hours in
patients aged 1-<2 years.

Elderly (= 65 years)

Based on cross-study comparisons, the mean penciclovir AUC was about 30% higher and
penciclovir renal clearance about 20% lower after oral administration of famciclovir in older
volunteers (65-79 years) compared to younger volunteers. Partly this difference may be due to
differences in renal function between the two age groups. No dose adjustment based on age is
recommended unless renal function is impaired (see section 4.2).

Gender

Small differences in renal clearance of penciclovir between females and males have been reported
and were attributed to gender differences in renal function. No dose adjustment based on gender is
recommended.

Preclinical safety data
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General toxicity
Studies on safety pharmacology and repeated dose toxicity reveal no special hazard for humans.

Genotoxicity
Famciclovir was not found to be genotoxic in a comprehensive battery of in vivo and in vitro tests

designed to detect gene mutation, chromosomal damage and repairable damage to DNA.
Penciclovir, in common with other substances of this class, has been shown to cause
mutations/chromosomal aberrations in human lymphocytes and in the L5178Y mouse lymphoma
assay at concentrations at least 25-fold to 100-fold, respectively higher than the maximum
concentration reached in human plasma after a single oral famciclovir dose of 1500 mg. Penciclovir
was negative in the bacterial Ames test and there was no evidence of increased DNA repair in vitro.

Penciclovir caused an increased incidence of micronuclei in mouse bone marrow in vivo when
administered intravenously at doses highly toxic to bone marrow (> 500 mg/kg corresponding to >
810 times the maximum human dose based on body surface area conversion).

Carcinogenicity

At high doses in female rats, there was an increased incidence of mammary adenocarcinoma, a
tumour commonly observed in the strain of rats used in the carcinogenicity study. There was no
effect on the incidence of neoplasia in male rats treated at doses up to 240 mg/kg/day
(corresponding to a 38.4 mg/kg human equivalent dose or 1.3-fold of the highest recommended
total daily dose of 1500 mg famciclovir or a patient of 50 kg body weight) or in mice of either sex
at doses up to 600 mg/kg/day (corresponding to a 48 mg/kg human equivalent dose or 1.6-fold of
the highest recommended total daily dose).

Reproductive toxicity

Impaired fertility (including histopathological changes in the testis, altered sperm morphology,
reduced sperm concentration and motility, and reduced fertility) was observed in male rats after 10
weeks of dosing at 500 mg/kg/day (corresponding to a 80 mg/kg human equivalent dose or 2.7-
fold of the highest recommended total daily dose). Furthermore, testicular toxicity was noted in the
general toxicity studies. This finding was reversible and has also been observed with other
substances of this class. Animal studies did not indicate any negative effect on female fertility at
doses up to 1000 mg/kg/day (corresponding to a 160 mg/kg human equivalent dose or 5.3-fold of
the highest recommended total daily dose).

Embryofetal development studies showed no evidence of adverse effects at oral doses of
famciclovir and intravenous doses of penciclovir corresponding to 0.7- to 5.3- fold of the highest
recommended total daily dose of famciclovir.

PHARMACEUTICAL PARTICULARS
List of excipients

Tablet core: Lactose, anhydrous
Sodium starch glycolate (Type A)
Hydroxypropyl cellulose
Magnesium stearate

Tablet coat: Hypromellose
Titanium dioxide (E171)
Macrogol 4000
Macrogol 6000

Incompatibilities



Not applicable.
6.3  Shelf life
3 years.
6.4 Special precautions for storage
Do not store above 25°C. Store in the original package in order to protect from moisture.
6.5 Nature and contents of container
Famvir is supplied in PVC/PVdC/Aluminium blister packs containing 10 tablets.
6.6  Special precautions for disposal
Any unused product or waste material should be disposed of in accordance with local
requirements.
7. MARKETING AUTHORISATION HOLDER
Novartis Pharmaceuticals UK Ltd
Frimley Business Park
Frimley
Camberley
Surrey
GU16 7SR
United Kingdom

8. MARKETING AUTHORISATION NUMBER

PL 00101/0625

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

21 April 1995/08 July 2011

10. DATE OF REVISION OF THE TEXT

08 June 2017
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4.1

4.2

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

Famvir® 250 mg film-coated tablets
Famciclovir 250 mg film-coated tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 250 mg of famciclovir.
Excipient with known effects: Each film coated tablet contains 53.69 mg of lactose, anhydrous.

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM
Film-coated tablet

White, round film-coated tablet, biconvex, bevelled edges, debossed with “FV” on one side and
“250” on the reverse side.

CLINICAL PARTICULARS
Therapeutic indications

Varicella zoster virus (VZV) infections — herpes zoster

Famuvir is indicated for

- the treatment of herpes zoster and ophthalmic zoster in immunocompetent adults (see
section 4.4)

- the treatment of herpes zoster in immunocompromised adults (see section 4.4)

Herpes simplex virus (HSV) infections — genital herpes

Famvir is indicated for

- the treatment of first and recurrent episodes of genital herpes in immunocompetent adults

- the treatment of recurrent episodes of genital herpes in immunocompromised adults

- the suppression of recurrent genital herpes in immunocompetent and immunocompromised
adults

Clinical studies have not been conducted in HSV-infected patients immunocompromised for other
causes than HIV-infection (see section 5.1).

Posology and method of administration

Herpes zoster and ophthalmic zoster in immunocompetent adults
500 mg three times daily for seven days.

Treatment should be initiated as soon as possible after a diagnosis of herpes zoster or ophthalmic
zoster.



Herpes zoster in immunocompromised adults
500 mg three times daily for ten days.

Treatment should be initiated as soon as possible after a diagnosis of herpes zoster.

Genital herpes in immunocompetent adults
First episode of genital herpes: 250 mg three times daily for five days. Initiation of treatment is
recommended as soon as possible after a diagnosis of first episode of genital herpes.

Episodic treatment of recurrent genital herpes: 125 mg twice daily for five days. Initiation of
treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Recurrent genital herpes in immunocompromised adults
Episodic treatment of recurrent genital herpes: 500 mg twice daily for seven days. Initiation of

treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Suppression of recurrent genital herpes in immunocompetent adults

250 mg twice daily. Suppressive therapy should be discontinued after a maximum of 12 months of
continuous antiviral therapy to reassess recurrence frequency and severity. The minimum period of
reassessment should include two recurrences. Patients who continue to have significant disease
may restart suppressive therapy.

Suppression of recurrent genital herpes in immunocompromised adults
500 mg twice daily.

Patients with renal impairment

Because reduced clearance of penciclovir is related to reduced renal function, as measured by
creatinine clearance, special attention should be given to doses in patients with impaired renal
function. Dose recommendations for adult patients with renal impairment are provided in Table 1.

Table 1 Dose recommendations for adult patients with renal impairment
Indication and nominal dose Creatinine clearance  Adjusted dose regimen
regimen [ml/min]

Herpes zoster in
immunocompetent adults

500 mg three times daily for 7 days > 60 500 mg three times daily for 7 days
40 to 59 500 mg twice daily for 7 days
20 to 39 500 mg once daily for 7 days
<20 250 mg once daily for 7 days

Haemodialysis patients 250 mg following each dialysis
during 7 days




Herpes zoster in
immunocompromised adults

500 mg three times daily for
10 days

260

40 to 59

20 to 39

<20

Haemodialysis patients

500 mg three times daily for 10 days

500 mg twice daily for 10 days
500 mg once daily for 10 days
250 mg once daily for 10 days

250 mg following each dialysis
during 10 days

Genital herpes in
immunocompetent adults — first
episode of genital herpes

250 mg three times daily for 5 days

>40
20 to 39
<20

Haemodialysis patients

250 mg three times daily for 5 days
250 mg twice daily for 5 days
250 mg once daily for 5 days

250 mg following each dialysis
during 5 days

Genital herpes in
immunocompetent adults —
episodic treatment of recurrent
genital herpes

125 mg twice daily for 5 days

>20
<20
Haemodialysis patients

125 mg twice daily for 5 days
125 mg once daily for 5 days

125 mg following each dialysis
during 5 days

Genital herpes in
immunocompromised adults —
episodic treatment of recurrent
genital herpes

500 mg twice daily for 7 days

> 40

20 to 39

<20

Haemodialysis patients

500 mg twice daily for 7 days
500 mg once daily for 7 days
250 mg once daily for 7 days

250 mg following each dialysis
during 7 days

Suppression of recurrent genital
herpes in immunocompetent
adults

250 mg twice daily

>40

20 to 39

<20

Haemodialysis patients

250 mg twice daily
125 mg twice daily
125 mg once daily
125 mg following each dialysis




Suppression of recurrent genital
herpes in immunocompromised

adults

500 mg twice daily > 40 500 mg twice daily
20 to 39 500 mg once daily
<20 250 mg once daily

Haemodialysis patients 250 mg following each dialysis
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Patients with renal impairment on haemodialysis

Since 4 h haemodialysis resulted in up to 75% reduction in plasma penciclovir concentrations,
famciclovir should be administered immediately following dialysis. The recommended dose
regimens for haemodialysis patients are included in Table 1.

Patients with hepatic impairment
No dose adjustment is required in patients with mild or moderate hepatic impairment. No data are
available for patients with severe hepatic impairment (see sections 4.4 and 5.2).

Elderly (= 65 years)
Dose modification is not required unless renal function is impaired.

Paediatric population
The safety and efficacy of famciclovir in children and adolescents aged less than 18 years have not
been established. Currently available data are described in sections 5.1 and 5.2.

Method of administration
Famvir can be taken without regard to meals (see section 5.2).

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Hypersensitivity to penciclovir.

Special warnings and precautions for use

Use in patients with renal impairment
In patients with impaired renal function dose adjustment is necessary (see sections 4.2 and 4.9).

Use in patients with hepatic impairment

Famciclovir has not been studied in patients with severe hepatic impairment. Conversion of
famciclovir to its active metabolite penciclovir may be impaired in these patients resulting in lower
penciclovir plasma concentrations, and thus a decrease of efficacy of famciclovir may occur.

Use for zoster treatment

Clinical response should be closely monitored, particularly in immunocompromised patients.
Consideration should be given to intravenous antiviral therapy when response to oral therapy is
considered insufficient.

Patients with complicated herpes zoster, i.e. those with visceral involvement, disseminated zoster,
motor neuropathies, encephalitis and cerebrovascular complications should be treated with
intravenous antiviral therapy.

Moreover, immunocompromised patients with ophthalmic zoster or those with a high risk for
disease dissemination and visceral organ involvement should be treated with intravenous antiviral
therapy.
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Transmission of genital herpes

Patients should be advised to avoid intercourse when symptoms are present even if treatment with
an antiviral has been initiated. During suppressive treatment with antiviral agents, the frequency of
viral shedding is significantly reduced. However, transmission is still possible. Therefore, in
addition to therapy with famciclovir, it is recommended that patients use safer sex practices.

Other
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take this medicinal product.

Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on famciclovir
No clinically significant interactions have been identified.

Concurrent use of probenecid may result in increased plasma concentrations of penciclovir, the
active metabolite of famciclovir, by competing for elimination.

Therefore, patients receiving famciclovir at a dose of 500 mg three times daily co-administered
with probenecid, should be monitored for toxicity. If patients experience severe dizziness,
somnolence, confusion or other central nervous system disturbances, a dose reduction of
famciclovir to 250 mg three times daily may be considered.

Famciclovir needs aldehyde oxidase to be converted into penciclovir, its active metabolite.
Raloxifen has been shown to be a potent inhibitor of this enzyme in vitro. Co-administration of
raloxifene could affect the formation of penciclovir and thus the efficacy of famciclovir. When
raloxifen is co-administered with famciclovir the clinical efficacy of the antiviral therapy should be
monitored.

Fertility, pregnancy and lactation

Women of child-bearing potential

There are no data supporting any special recommendations in women of child-bearing potential.
Patients with genital herpes should be advised to avoid intercourse when symptoms are present
even if treatment has been initiated. It is recommended that patients use safer sex practice (see
section 4.4).

Pregnancy
There is a limited amount of data (less than 300 pregnancy outcomes) from the use of famciclovir in

pregnant women. Based on these limited amounts of information, the cumulative analysis of both
prospective and retrospective pregnancy cases did not provide evidence indicating that the product
causes any specific foetal defect or congenital anomaly. Animal studies have not shown any
embryotoxic or teratogenic effects with famciclovir or penciclovir (the active metabolite of
famciclovir). Famciclovir should only be used during pregnancy when the potential benefits of
treatment outweigh the potential risks.

Breast-feeding
It is unknown whether famciclovir is excreted in human breast milk. Animal studies have shown

excretion of penciclovir in breast milk. If the woman’s condition mandates treatment with
famciclovir, discontinuation of breast-feeding may be considered.

Fertility
Clinical data do not indicate an impact of famciclovir on male fertility following long-term
treatment at an oral dose of 250 mg twice daily (see section 5.3).



4.7

4.8

Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
patients who experience dizziness, somnolence, confusion or other central nervous system
disturbances while taking Famvir should refrain from driving or operating machinery.

Undesirable effects

Headache and nausea have been reported in clinical studies. These were generally mild or
moderate in nature and occurred at a similar incidence in patients receiving placebo treatment. All
other adverse reactions were added during postmarketing.

The pooled global placebo or active controlled clinical trials (n=2326 for Famvir arm) were
retrospectively reviewed to obtain a frequency category for all adverse reactions mentioned below.
The following table specifies the estimated frequency of adverse reactions based on all the
spontaneous reports and literature cases that have been reported for Famvir since its introduction to
the market.

Adverse reactions (Table 2) are ranked under headings of frequency, using the following
convention: 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); very rare (< 1/10,000), not known (cannot be estimated
from available data).

Table 2 Adverse reactions from clinical trials and post-marketing spontaneous reports

Blood and lymphatic system disorders

Rare: Thrombocytopenia.
Psychiatric disorders

Uncommon: Confusional state (predominantly in the elderly).

Rare: Hallucinations.
Nervous system disorders

Very common: Headache.

Common: Dizziness.

Uncommon: Somnolence (predominantly in the elderly).

Not known: Seizure*.
Cardiac disorders

Rare: Palpitations.

Gastrointestinal disorders

Common: Nausea, vomiting, abdominal pain, diarrhoea.
Hepatobiliary disorders

Common: Abnormal liver function tests.

Rare: Cholestatic jaundice.
Immune system disorders

Not known: Anaphylactic shock*, anaphylactic reaction®.

Skin and subcutaneous tissue disorders

Common: Rash, pruritus.

Uncommon: Angioedema (e.g. face oedema, eyelid oedema, periorbital oedema,

pharyngeal oedema), urticaria.
Not known: Serious skin reactions* (e.g. erythema multiforme, Stevens-Johnson

Syndrome, Toxic Epidermal Necrolysis), Hypersensitivity vasculitis*.

*Adverse drug reactions reported from post-marketing experience with Famvir via spontaneous
case reports and literature cases which have not been reported in clinical trials. Because these
adverse drug reactions have been reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency. Frequency is therefore listed as “not known”.
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Overall, adverse reactions reported from clinical studies with immunocompromised patients were
similar to those reported in the immunocompetent population. Nausea, vomiting and abnormal
liver function tests were reported more frequently, especially at higher doses.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

Overdose

Overdose experience with famciclovir is limited. In the event of an overdose supportive and
symptomatic therapy should be given as appropriate. Acute renal failure has been reported rarely
in patients with underlying renal disease where the famciclovir dose has not been appropriately
reduced for the level of renal function. Penciclovir is dialysable; plasma concentrations are reduced
by approximately 75% following 4 h haemodialysis.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase
inhibitors, ATC code: JOSAB09

Mechanism of action

Famciclovir is the oral prodrug of penciclovir. Famciclovir is rapidly converted in vivo into
penciclovir, which has in vitro activity against herpes simplex viruses (HSV types 1 and 2),
varicella zoster virus (VZV), Epstein-Barr virus and cytomegalovirus.

The antiviral effect of orally administered famciclovir has been demonstrated in several animal
models: this effect is due to in vivo conversion to penciclovir. In virus-infected cells the viral
thymidine kinase (TK) phosphorylates penciclovir to a monophosphate form that, in turn, is
converted to penciclovir triphosphate by cellular kinases. This triphosphate inhibits viral DNA
chain elongation by competitive inhibition with deoxyguanosine triphosphate for incorporation
into the growing viral DNA, thus halting virus replication of viral DNA. Penciclovir triphosphate
has an intracellular half-life of 10 hours in HSV-1-, 20 hours in HSV-2- and 7 hours in VZV-
infected cells grown in culture. In uninfected cells treated with penciclovir, concentrations of
penciclovir-triphosphate are only barely detectable. Hence the probability of toxicity to
mammalian host cells is low and uninfected cells are unlikely to be affected by therapeutic
concentrations of penciclovir.

Resistance

Like aciclovir, penciclovir resistance is associated with mutations principally in the thymidine
kinase (TK) gene resulting in deficiency or altered substrate specificity of this enzyme, and to a
much lesser extent in the DNA polymerase gene. Most aciclovir-resistant HSV and VZV clinical
isolates are also resistant to penciclovir, but cross-resistance is not universal.

Results from 11 worldwide clinical studies involving penciclovir (topical or intravenous
formulations) or famciclovir in immunocompetent or immunocompromised patients, including
studies of up to 12 months treatment with famciclovir, have shown a small overall frequency of
penciclovir resistant isolates: 0.2% (2/913) in immunocompetent patients and 2.1% (6/288) in
immunocompromised patients. The resistant isolates were mostly found at the start of treatment or
in a placebo group, with resistance occurring on or after treatment with famciclovir or penciclovir
only in two immunocompromised patients.
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Clinical efficacy

In placebo-controlled and active-controlled studies both in immunocompetent and
immunocompromised patients with uncomplicated herpes zoster, famciclovir was effective in the
resolution of lesions. In an active-controlled clinical study, famciclovir was shown to be effective
in the treatment of ophthalmic zoster in immunocompetent patients.

Efficacy of famciclovir in immunocompetent patients with first episode of genital herpes was
shown in three active-controlled studies. Two placebo-controlled studies in immunocompetent
patients and one-active controlled study in HIV-infected patients with recurrent genital herpes
showed that famciclovir was effective.

Two placebo-controlled 12-month studies in immunocompetent patients with recurrent genital
herpes showed that famciclovir-treated patients had a significant reduction of recurrences as
compared to placebo-treated patients. Placebo-controlled and uncontrolled studies of up to

16 weeks duration showed that famciclovir was effective in the suppression of recurrent genital
herpes in HIV-infected patients; the placebo-controlled study showed that famciclovir significantly
decreased the proportion of days of both symptomatic and asymptomatic HSV shedding.

Paediatric population

Famciclovir experimental oral granules were evaluated in 169 paediatric patients 1 month to <12
years of age. One hundred of these patients were 1 to <12 years of age and were treated with
famciclovir oral granules (doses ranged from 150 mg to 500 mg) either twice (47 patients with
herpes simplex virus infections) or three times (53 patients with chickenpox) daily for 7 days. The
remaining 69 patients (18 patients 1 to <12 months, 51 patients 1 to <12 years) participated in
single-dose pharmacokinetic and safety studies using famciclovir oral granules (doses ranged from
25 mg to 500 mg). Famciclovir weight-based doses were selected to provide penciclovir systemic
exposures similar to the penciclovir systemic exposures observed in adults after administration of
500 mg famciclovir. None of these studies comprised a control group; therefore a conclusion on
the efficacy of the investigated regimens is not possible. The safety profile was similar to that seen
in adults. However, systemic drug exposure in infants < 6 months of age was low, thus precluding
any assessment of famciclovir’s safety in this age group.

Pharmacokinetic properties

General characteristics

Absorption

Famciclovir is the oral prodrug of the antivirally active compound penciclovir. Following oral
administration, famciclovir is rapidly and extensively absorbed and converted to penciclovir.
Bioavailability of penciclovir after oral administration of famciclovir was 77%. Mean peak plasma
concentration of penciclovir, following a 125 mg, 250 mg, 500 mg and 750 mg oral dose of
famciclovir, was 0.8 microgram/ml, 1.6 micrograms/ml, 3.3 micrograms/ml and

5.1 micrograms/ml, respectively, and occurred at a median time of 45 minutes post-dose.

Plasma concentration-time curves of penciclovir are similar following single and repeat (t.i.d. and
b.i.d.) dosing, indicating that there is no accumulation of penciclovir on repeated dosing with
famciclovir.

The extent of systemic availability (AUC) of penciclovir from oral famciclovir is unaffected by
food.

Distribution
Penciclovir and its 6-deoxy precursor are poorly (< 20%) bound to plasma proteins.



Metabolism and elimination

Famciclovir is eliminated principally as penciclovir and its 6-deoxy precursor, which are excreted
in urine. No unchanged famciclovir has been detected in urine. Tubular secretion contributes to the
renal elimination of penciclovir.

The terminal plasma half-life of penciclovir after both single and repeat dosing with famciclovir
was approximately 2 hours.

Evidence from preclinical studies has shown no potential for induction of cytochrome P450
enzymes and inhibition of CYP3A4.

Characteristics in special populations

Patients with herpes zoster infection

Uncomplicated herpes zoster infection does not significantly alter the pharmacokinetics of
penciclovir measured after the oral administration of famciclovir. The terminal plasma half-life of
penciclovir in patients with herpes zoster was 2.8 h and 2.7 h, respectively, after single and
repeated dosing of famciclovir.

Subjects with renal impairment

The apparent plasma clearance, renal clearance, and plasma elimination rate constant of
penciclovir decreased linearly with reductions in renal function, both after single and repeated
dosing. Dose adjustment is necessary in patients with renal impairment (see section 4.2).

Subjects with hepatic impairment

Mild and moderate hepatic impairment had no effect on the extent of systemic availability of
penciclovir following oral administration of famciclovir. No dose adjustment is recommended for
patients with mild and moderate hepatic impairment (see sections 4.2 and 4.4). The
pharmacokinetics of penciclovir have not been evaluated in patients with severe hepatic
impairment. Conversion of famciclovir to the active metabolite penciclovir may be impaired in
these patients resulting in lower penciclovir plasma concentrations, and thus possibly a decrease of
efficacy of famciclovir.

Pacediatric population

Repeated oral dosing of famciclovir (250 or 500 mg three times daily) to paediatric patients (6-11
years) infected with hepatitis B did not have a notable effect on the pharmacokinetics of
penciclovir compared to single dose data. There was no accumulation of penciclovir. In children
(1-12 years) with herpes simplex virus infection or chickenpox given single oral doses of
famciclovir (see section 5.1), the apparent clearance of penciclovir increased with body weight in a
nonlinear manner. The plasma elimination half-life of penciclovir tended to decrease with
decreasing age, from an average of 1.6 hours in the patients aged 6-12 years to 1.2 hours in
patients aged 1-<2 years.

Elderly (= 65 years)

Based on cross-study comparisons, the mean penciclovir AUC was about 30% higher and
penciclovir renal clearance about 20% lower after oral administration of famciclovir in older
volunteers (65-79 years) compared to younger volunteers. Partly this difference may be due to
differences in renal function between the two age groups. No dose adjustment based on age is
recommended unless renal function is impaired (see section 4.2).

Gender

Small differences in renal clearance of penciclovir between females and males have been reported
and were attributed to gender differences in renal function. No dose adjustment based on gender is
recommended.
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Preclinical safety data

General toxicity
Studies on safety pharmacology and repeated dose toxicity reveal no special hazard for humans.

Genotoxicity
Famciclovir was not found to be genotoxic in a comprehensive battery of in vivo and in vitro tests

designed to detect gene mutation, chromosomal damage and repairable damage to DNA.
Penciclovir, in common with other substances of this class, has been shown to cause
mutations/chromosomal aberrations in human lymphocytes and in the L5178Y mouse lymphoma
assay at concentrations at least 25-fold to 100-fold, respectively higher than the maximum
concentration reached in human plasma after a single oral famciclovir dose of 1500 mg. Penciclovir
was negative in the bacterial Ames test and there was no evidence of increased DNA repair in vitro.

Penciclovir caused an increased incidence of micronuclei in mouse bone marrow in vivo when
administered intravenously at doses highly toxic to bone marrow (> 500 mg/kg corresponding to >
810 times the maximum human dose based on body surface area conversion).

Carcinogenicity
At high doses in female rats, there was an increased incidence of mammary adenocarcinoma, a

tumour commonly observed in the strain of rats used in the carcinogenicity study. There was no
effect on the incidence of neoplasia in male rats treated at doses up to 240 mg/kg/day
(corresponding to a 38.4 mg/kg human equivalent dose or 1.3-fold of the highest recommended
total daily dose of 1500 mg famciclovir or a patient of 50 kg body weight) or in mice of either sex
at doses up to 600 mg/kg/day (corresponding to a 48 mg/kg human equivalent dose or 1.6-fold of
the highest recommended total daily dose).

Reproductive toxicity

Impaired fertility (including histopathological changes in the testis, altered sperm morphology,
reduced sperm concentration and motility, and reduced fertility) was observed in male rats after 10
weeks of dosing at 500 mg/kg/day (corresponding to a 80 mg/kg human equivalent dose or 2.7-
fold of the highest recommended total daily dose). Furthermore, testicular toxicity was noted in the
general toxicity studies. This finding was reversible and has also been observed with other
substances of this class. Animal studies did not indicate any negative effect on female fertility at
doses up to 1000 mg/kg/day (corresponding to a 160 mg/kg human equivalent dose or 5.3-fold of
the highest recommended total daily dose).

Embryofetal development studies showed no evidence of adverse effects at oral doses of
famciclovir and intravenous doses of penciclovir corresponding to 0.7- to 5.3- fold of the highest
recommended total daily dose of famciclovir.

PHARMACEUTICAL PARTICULARS
List of excipients

Tablet core: Lactose, anhydrous
Sodium starch glycolate (Type A)
Hydroxypropyl cellulose
Magnesium stearate

Tablet coat: Hypromellose
Titanium dioxide (E171)
Macrogol 4000
Macrogol 6000
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Incompatibilities

Not applicable.

Shelf life

3 years.

Special precautions for storage

Do not store above 25°C. Store in the original package in order to protect from moisture.
Nature and contents of container

Herpes zoster treatment

Famvir is supplied as a shingles patient pack in PVC/PVdC/Aluminium blister packs containing
21 x 250 mg tablets.

Genital herpes treatment

Famvir is supplied in PVC/PVdC/Aluminium blister packs containing 15 x 250 mg tablets for the
treatment of first episode infection or 56 x 250 mg tablets for suppressive treatment.
Special precautions for disposal

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

MARKETING AUTHORISATION HOLDER

Novartis Pharmaceuticals UK Ltd

Frimley Business Park

Frimley

Camberley

Surrey

GU16 7SR

United Kingdom

MARKETING AUTHORISATION NUMBER

PL 00101/0624

DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

11 December 1993/08 July 2011

DATE OF REVISION OF THE TEXT

08 June 2017



LEGAL CATEGORY

POM



BB

1. HAHOLAHK
77 AENL250mg 7 o b3 — hEE

T Ay maEN250mg 7 4 VA a— hEE

2. R HERR

FNENT 4N ba— FEERICT 7 53 7 0 EA250mgx & AT 5,
BEEOWRIEHA] : A FND 7 4 L b — MNEIE53.60 mgD EAI A & HT 5,
T RTCOEIFIO—E126.1TH & SR,

3. A

74V a— NE

— HFOEIZ TFV] . KXOmEIZ 1250) EAEICH> CTHHIE N, mfvWAAHEDO 7 v La
— MEEHI

4, ERPR _E DR

41 %hee - ZhHR

K « BB T A LA (VZV) JRYYE - ks

77 LAEVILL T EEE T D,

- SEREDIER RN T D AR & CIRE N2 DOTa (44 HAZSMR)
- REARRBORANIBT 2 HREE O (44 HAZZMR)

B~ L_RA T A LA (HSV) EYE - Mg~ L~2R
77 AEVTLL N EEIL E T D,

- SRPERE D IE T 72 AT 31T 2 IR ZR A~ VA A TR ZR A~ L2 DR

- CPE AR EIRRED NI D FFR B~ L A DTG

- SRR RE D IEH 72 B AN O AN IRTE D RN 36 1T D BB ZR A~ /L~ 2Nk 5 Ji s

HIV B LIS DRI L 0 S RAREE & 72 > TV D HSV YL R 2%t & U 7= B R e B I i &
Ty Bl1EAZSR) |

42 R -HE

SePERED BT 2 i N 31T 2 HRRIEE M QMR SRR IR 2
500mg 1 H 3[Rl 7 H[H]

HREZ b L RIREHHNEE OBk T 2 720 RINC R G 2MnT 5 2 &y

SIEARIRFE D BRI 1T D HHRIEE
500 mg 1 H 3[r] 10 HH

IR D2 TE 2720 RN G245 2 L.

SOPERE D IE T 7R RIS BT D Mg~ LA




WIFEBUPEZR~/L X 0250 mg 1 H 3 18] 5 HE, FIEEMEEGRA~LRR EOBZWR T 5720 B
HZ2BRET 52 ENHERIN S,

FRBINERR A~ LRI 2 RIERFEHE 0 125 mg 1 A 2[815 A, AIEMER (VU B U, & 95,
WA, ER7R ) UTRADOHBIE CE 27121 RN 52 Blth T2 2 L3RR S D,

IR EIRBED RN BT D FFFEAINEZR~ LR
BRIEUPESR A~ LR AT D FEAERFGRHE : 500 mg 1 B 2[017 AR, ARG (B0 E U, £ 9 FE,
BVER, KRR L) SUIRAEDHBIE TE 22T RN G ZBGT 5 2 LR SN2,

FSEREDIEH ZR I BT D BRI~ /L= AU k4 2 il ik

250mg 1 H 28], HLv AV ARREE R T 12 0 A Rk L7 SEfRiE 2 dik U, A & BE
JEE RS 5 2 Lo FREMOMMIIRET, 2 HOBFENGENDL L OICT LI L, ERRRE
kR L CA BN D AR, FIHREZ BT 2 L8 TE 5,

SeEARRRE DR T IS D I gR A~ L~ k3 2 Il s
500mg 1 H 218,

PR RE R R

IVvTF=r 70T 7 AOHEEICESSBEREDIKRT &, ~rvr7ubenros V77 o AETF
EDRNTIIBENR R GND Z & D, BREREEE TR T ORI REREZL Y 28, H
PRAERTE BN B (6 D HESENE - R 2R 1ITRT,

K1 EHRREREE N EE I D HESE M - &

BINEROBREORE - A& VT F=v2 07 HREEBORE - HE
Z v A [mL/4y]

FERED IEF IR A OFAIRES
500mg 1 H 3= 7 A =60 500mg 1 H 357 HH
40~59 500mg 1 H 2B 7 HfH
20~39 500mg 1 H 1= 7 HfH
<20 250mg 1 H 187 AH
MR EAT B 7 A D 95 b EHT FEMi2 I 250 mg
BRI DR A DEIRFS
500mg 1 A 351 10 A [ =60 500mg 1 A 371 10 A [
40~59 500mg 1 H 2[A] 10 H i
20~39 500mg 1 H 18] 10 H
<20 250mg 1 H 18] 10 H [
M ZEHT B 10 HE @ 9 B & 3 Hr w12

250 mg




B RE D IE R R R A DR~V
R - GIRBIMEERAILR R

250mg 1 H 3[F5 Hf# =40 250mg 1 H 3[F]5 Hf#
20~39 250mg 1 H 2=l 5 HfH
<20 250mg 1 H 155 HfH
Mg ZEHT e 5 A D 9 BT M1 250 mg
R D IEF R A DR~V
NRR - BREEHZASAVRRITX
D RIERFEE
125mg 1 H 2[A] 5 H =20 125mg 1 H 2[8]5 HIH
<20 125mg 1 H 1[A]5 H
Mg e 5 A D 9 b BT Mt 125 mg
R EREE DR A DR~V
NRR - BREEZASAVRRITR
D RIERFEE
500mg 1 H 2= 7 Hf# =40 500mg 1 H 2= 7 Hf#
20~39 500mg 1 H 157 HIH
<20 250mg 1 H 187 AH
Mg B 7 HE D 5 BT FEMi 1 250 mg
% 5B D IE 7R A O B R T
2RI RITHET DI
250mg 1 H 2" =40 250mg 1 H 27
20~39 125mg 1 A 2[a]
<20 125mg 1 A 1[A]
MR EAT B F T FE %12 125 mg
o R 2R HE D R A D B R T
VR ZITKET DR A
500mg 1 H 2[A] =40 500mg 1 H 2"
20~39 500mg 1 H 1A
<20 250mg 1 H 17
MR EAT B KT FE % 12 250 mg

MEFEHT & 5215 T 2 B RE R B

4 R O MEENTIC L DR v 7 a eV OIMBERRE DK TIX 75%ICDIEH Z D, BITRED
W7 7 A7 aENERET L2 L, MBI EE T DR - HEZ2% 1177,

TR BERS 5 A

IR I3 P AR D TR RE R B (O L IR AT 217 O 237, EE O fTHEREREE B2

B4 A7 —Z 3B 6N TV QA4THENIN52HAZS) |

EnEE (65 Ll 1)

BRERERE D3 2V E 13, HERNEI 217 O L2320,

k=i
ZH

AN

18 AR O/NE R ONFFRITBIT D 7 7 5y 7 v VDM & FMEIIMES. STV, BlEES
THELNTWDE T —HX % 51K N5.2 HITRT,



B5 515
77 AEVIERECITEREBRICIRHT A EnTE D G2HEER) |

43 H3

ARENDOH NS AT OFRINAN 6 2 @\ EUE X 6.1 THIZFEEH L T\ 5,
Ny ua TRt B EUE

44 [ERIZHTZ > TORRILES - &

P B RE P 5 B (S ) 2 fil
B REMREE B (T L T EMEI N LETH D (A2HK V49 HEZSR) |

I RERE = R It 9 A M

EHEOISEEREERE AR B L L7 7 537 0 EAORBIIERIN TRV, 20k H ks
TIET7 7 2V 7 8 EANLZDOIEEREH CTH L0 7 a B~ ESE ST 5 alREME
DO, ZOFMRN 7o b VOMBEFRENMETLTY 7 A3 7 0 EAOFEMENMET T2 A1
REMERH 5,

HORIBTIRIE D= O Of A
FRIZHREREIRBEDBZ IOV TIL, BEDOREAMEICBET L L,

OB L DIBEENAR T THD EEZEZONTZHAEICIE., FECLDIP VANV AREEZEZEFT S
e,

BOHEZHE D HEZ (TR bWIRAE, EMERIREE, Eiith= 2 — o S — ik, i
BEMAOHEZED D) BHLNDBEEITIT, FHEC KDV ANV ZAFEEIT S 2 &,

B, MREHHIRIEZ D AR KRB D BH SUTIRE DFETESL IR~ DN E L 5 U A7 BSEnig
FEAREIRFED BF IR L TIE, RIS K DMV A NV AREZITH 2 &,

PEER L2 DIRYE

LA N ARG ZHGE L CTHIERN AN DG, BFICEREZ#ITLLOBETHZ &,
PLo ANV ARSI LD MEIEIEZIT > TODRIZIZ T A VAR OBE R KIBIZIKR T T H00, X
IZV TR -V EE, LERST, 775378 LOBEE5ICINA T, BENILVEERMITS
BITH ZENHER I NS,

Z DA
ENREEMHREE (FT 7 F—ARME, Lapp 77 4 —EBRZIE, XIFZTNVa—R - T 7 F—2A
WA RIE) A3 5881213, AFZRASERWZ &,

45 fAl & OREEIEAROZOMOHEEH

7 7 by B EMMHT B A D H
B PR\ TR 7 A R S LT VR,

Tu_xy Reftid 2 e, PHBaIck, ~rvraen (77 Ay v ebOEIEREY)
DO MBEFIRED EFH DR’ H 5,

TP, 7y Av/mrENB00mglH3EE TRy RORFHEE 21T 9 BEIZO VL, &
PREIZOWTHBIERT 52 &, HEOFEIMED F, BIR, $5ELUTE OO TR RIEE R & 5 D
NESHEIE, 77537 vE0250mgl H 3EI~OHEEEETDHZLNTE D,

Ty A7 NEDOEM B THDER 7 e MR SN A T-DIZIET AT e KA
X —ERMETHDH, 78X 7 = NI OEEHRE% invitro TIRDICIAET S Z LRI TVN A,
SuXL T2 ERIEET ALV e DR, ODWTIE 7 7 A3 7 a ELOFEICE



BN SAHEMEN DD, TuXT T2 b 77 A7 a bl REEEGT AR, LA L RE
ORI AE M BRI 52 &,

4.6 AFHER, SRR ORI

TEHR D A REMEDS & B L

SRR D WTREME DS 8 2 L MEIZBE 3 2 KRl 7e 7 — 21372 0,

PEEFA AN ZABE THLU A NV R G- 250 L CHIERDB A DN L HEITIE, BEITIERZ ZRET 5
FOMETHI L, BRENLVRZELRMATRHET) 2R HEREND ATHEZZH) |

TR

Gz T 57 7 A7 a EAOMRICET 57— 1370y (R ool 5555 13 300 il R0)
Z NSO RIS DN T AEIREIZ BE T 2 Al X 74T & 1% AW X RN 2 OF 72/ R B ik, AA
DRFEDIRIR B IR BT 25| S 232 L 2R T 58 RITERD oo, BRI
BT, 773780 IRry 7ol (775370 e /LOiEERBEY) (TR 368
FIMEIZ R LN TR, IERETICEIT D7 7 A3 7 a B OF L, F5I0HED BER A S
DEER 7o fEletE % LR A GAICORITH 2 &,

=3

Ty Ly PHITRICBATT 5008 5 NI S TIER Y, BIERER T, v e
EARHITFICBIT T D EPRENTND, 77 L3 7 nEOREZETLIFETH H5EI1C
3, BAOPIEEZZEETDL &,

BB RE
BERT — 2Bk, 77 A7 0% 250mg 1 H 2 [mfRA&KE L L CREMKRS LESEAICEBITS
BHEOEFERE~DEBII/ R I TWRW BI3HEZRM) |

47  HEEOEESXIIEROBIEICRIETE

B B R SR ] OBE ST 2 BB D RBRIIERES h Tueny, Linl, 77 A
VIR HIZIZ B o IR, $EELSUTZE O PR RIE R 230 b O /o B 12IE, HEE
R ST E 2 P22 SE D 2 L,

48 FHEE#

EEARRBRIZB W CHAR SO E SN TS, INHIEIIL TREEZIIHFHEEDOLOTH Y
FRERIIT T EARHESE LRETH-o -, MORWERIZT X THRZIZEMENTZLDOTH D,

ST, TR E IR FEERRRBRICIBWTE 2326 i LT T 7 AV 7 m BB T
Wb, ZIHDERKREBRO% AR ERETHITOIL. TR T X TORWERIZOW CTHBUEE N I T
TV —pFEINE, FRIZ, 77 AEVOHIRCERS Sz To B3RS & OSCRVE Fl # s 12
FESWTHEE SNTCRIWER ORBIBE Z R LT\ 5,

PUF O#EERAEZ VW, BIWEA (% 2) 2KHEEINEN AT T 5 -
B TEMEE (=Z1/10) . S8EE (=1/100~<1/10) . {E8EE (=1/1,000~<1/100) . 4 (=
1/10,000~ < 1/1,000) . fHTFE A (<1/10,000) . KRB (FT—F 0 OIXRBAHELZHEE TE W)

#*2 8 AR R e OV % A oD B 1 T
MEROY 7 REE

E gl iR E
KRS

AEHH L PEEL (T slmE T

K




Fiu KR
PR R E
iR sb C A GE
e FFEMED
R : IR (ECEEE THRE)
B i
DESREREE
Fh EUlES
BHIBES
e Bl Mg PSSR, R
FFREE R
B T RERR AT
£ AR 9 - W B
S RE R E
R TFI7 4% v—vavr* TF T4 TR N
B8R OV T REMk &
e RiB. % 9P
R : MAEEE (BEmEE, ARGV, AR E PHAE, R &) |
E IR
RH: EER SRS (ZIUHLHE, Stevens-Johnson JEMERE, thigi:F &z
BEAEREME 7 &) L e i A A

RO 7 7  EAMRICIT D B GEFD il & OERRRER THE S e s - 73k L D
WE SHRIER. ZhboRIERNIE. AR EELD S BEMICIRE SN0 T, MEICHE
EHEET D ENTERY, LoT, BT TR & LTRM L, &fs LT, BB TR
BEAREIRRED B Wl SNTZRWERIE, RO IEH 2B b@miE Shzbo L L T
Too HOD A, FPEERERMALSRE L. FRCEMEOLEIC, L EEEICEE S,

b LWENWEH oS

EIGOKBE, RO LVRBEHZHRET A2 Z LIXEETHDL, TOHE, EHRHOIRT 4
v NSV RTDRT U ADGHIRE =X ) T EATH, ~IVATTEME X, A —u——
RfEEZE L CTRD LWETER T HET 5 X 9k 545 - www.mhra.gov.uk/yellowcard.

49 BERSE

77 A7 a VOB EBEREIZEET ATV, BERENE Z o5 A IR, EWE.. KPR
EROSHERIEZIT) 28, BIHRAZ MBIl 7B I LBHEREL LB LT 7 LAV
O VOB EN R SN o T2 HmEIL. FRICAEBRAENRESINTWDS, X /me
JVIXIBNT N AIRECTH U | 4 BRI O BT T AT R 1358 75%IK T35,

5.  FEHEIERRRME

5.1 FESZRRME

AN - WIRG R ERLANADOX 7 LAY REOIX 7 LAF K, ATC =— K : JOSAB09

(ENHIHE)F




Ty A7 a IR AOROT e KTy T Thbh, 77 AV a e /VEERNTES
DR 7 a B S, 07 1 BV in vitro I2B W CHELI A LA 2 T A LA (HSV 1
BN 2 B | KJE - HARIEB U ANA (VZV) | TTAZA 2« R=TA VAR OY A A A
T A AR L TR AR T,

77 A7 a e ERAORE LTEGAE O T A NV AERADBRW L ODOEMET LV TRI TN DA,
ZOERITERN TR 7 a eIl ENT-2 LIk 2D TH D, UA NV ARBYAHIIAN T,
NI BN TANADT IV X F—E (TK) ICXoTY Bk T—U Uil 720 |
BN =Bk o Ty n e Z ) URRICEBEIND, Xy =) Vgl
HEFDTALZD DNA ~DFHX 7T )2 =1 UBOBOAL ZBAICET S Z LIk
D7 A4 A DNASEHDOIEZLEL T, 71 /L2 DNA DEREZEILSES, Loy 7nenr=1) v
g%, HSV-1 Tl 10 BFfEl, HSV-2 TiX 20 B[], VZV 23 &G U7 AR Tt 7 R oo AR PN =808 23
BD, N7 u EVAER LIRS IR, 259 TR TE ABED S 7 a1
VEEBFIET AT E R, Lo T, WFLEEE EAIRICEE A U 5 rTREMEIE < | TR
DR v BT Ko TIRRYSIE N B 2 52T 5 ATRE IR,

HE

TV uaENLORA LR, N7 a ELottElE, ELFITVrF S —F (TK) BEREOLR
NITEERZ O ERFREEOEBICEBR LTS, 7o, KDV ETIEIH S5 DNA FRY AT —
PEETFTHLEBRLTWD, REOT 7 v ELE HSV & VZV BRRSBER TN v 7 v BEVC
HIPEE R, AR XM EIL— A TiE e,

IEREDIEF R BE LA RREOBRE 238 L LTI TEfiSh = v 7 e el (R
BRI SOIHIRAN R G RAD) T 7 7 537 0 EVZET 5 1L EORKRER (77 L4370 ELD
12 T AMETORGEIToTERBREZET) OFENG, X7 v UMM SB#RO 2 E LTo
HEAERS 1T, SASRED IER 70 R T3 0.2% (2/91341) . HiERARBED BE TI1L2.1% (6/288 1))
L RWZ ERTRENT WD, 1ZEAEDHE, MMESBERI IR GG R TH LN XL T T
EARBETHONTEY, 775370 AT 7 v o5 Hr T 853 R 5% 2 ik
B HONTZDITHREREIRED 2 HIIB N TOHRTH -T2,

w51

BOHEZ DR WARIEE 2 8T 2 RERED IEH 2 B8 LA RBOBE LR E LT T
7R HERER M VR ERBR W T, 77 A3 7 B EVWMIRAZ [EE SE L DIZFRITH -7,
SEH IR AR TUd. S RED IEHE RIREHERIEE BE ORI T 7 Ly 7 m EARHRATH
LD EPIRENT,

IERED IEF 72 BE TOYPRBNEGR~VRAZB T D7 7 A7 v EAVORFMEL, 3 oI
B TR E N, FRAMESRANVSRAEZ T T 5 REROIEF RBEENRE L 2 077K
K REEER & HIV BB 2 x5 & LT Lo 3SR 1T W T, 7 7 A3 7 v BTSRRI T
H5HTENREINT,

EIEREDIEH 7 HRAMEGR A~ RABE EZXR E Lz 2 0 12 A O T 7 2 Rx R Iz
T, 77 L5378 EAREIT 7B RBEICHA_RFEDAEREICD 2NV ERENT, 16 BHAETOY
7 B A% BRERER S OVERTIRERER Tl HIV YR 123617 2 R~ L~ XSk 2 IR L
ELTT7 7L 70 ADRNRNTHDZ EDRENTZ, 77 B RARRBR I, JEMEME R OEE
BEMED HSV OHEH R A B D BEDOEIG N 7 7 Ay 7 a EMI K> THEICHED T2 Z EBRE
776

N

b 1 D H~12 UL T OB 169 il 2 x5 L LT, 77 A7 1 E/Lofk 1R EAIBE 5 5 o
M TN, ZHHD I H 1I~12 L FTh 7= 100 Bk L, 7 7 L7 1 B Lok OBk
I (FHE#PH 150~500mg) @ 1 H 2 [8 (HHfi~L~S2 7 A L ARG HEE 4T H) X1 B 3[E Ok
JERRE B3 6 OGN T HEIZHhIEViThiviz, Tlsto 69 6] (% 1~12 71 HELTF O 18 5] &
1~12mk A RO 51410 1%, 77 A3 7 v Lok n kAl (H&E#PH 25~500 mg) % Hv7z, HifF

7



BGOSR ERE & e A et 23RBS LT, AICT7 7 A7 v L5000 mg = # 5 LT
BRERIEEDR 7 e B VOEHIREENGONDL L7, 77507 0 ELVOREN—ADOHE
DIBIRS NIz, ZNUHORBRTITVT L BRENF T ON TV o Tolod, MEtLTns A
% HETOAMECET A EmESL Z L TE Ry, Ze7n 7 7 A VITRATHALRZ Y
DL LT\, LanL, &% 6 I ARMBOILIRICBIT 2FEMOEH BRI/ NS ol Ly
5. ZOERBICBITS 7 7 A3 7 0 EAOEEMITEHET S 2 LN TE AR,

5.2 EWEhRFEMME
— W R

V214

Ty Ly raeE, iUANVAERERTIEM TH L7 n e O T e KTy 7T
Hb, 77 L7 VEROKRGT D EECHIZEDEL BRI ES N T, v 7 m e
ENb, 7737 ab RO LBy 7 a e FRIRIARIT 1TT%Th - 7=,
77 Av7m eV 125mg, 250 mg, 500 mg &Y 750 mg A AR OG- LIZBRICRBIT A v Er
O f e LA PR FE O SERE I £ 240 0.8 pg/mL, 1.6 pg/mL, 3.3 pg/mL 8 5.1 pg/mL TH Y | H
EEREE P I3 5 45 ik CTh o T2,

ARy a e VOIMBERRE - B MR A % 5 & SE R GRE (L H 3[RV H 20E) TRl
LTCWAIENDL, 77570 ENVDOREHRGRFIIR V7o VOBRBITEZ 57202 &R

Ty A7 RO GROR 7 a L0 EYFHIRIFER (AUC) OFLEIX. BEDO%
B2 T 7R,

Vi
N7 a NV R OFORIBMATH S 6-F xR . IFEE A & OSSRV (<20%) .

1CHLR O

77 LAV B EMIEIIR 7 e BV R OZEORIBMETH D 6-7 AF R E L TRFICHRIES L
B IRHPIWZRENRD 7 7 5y 7 v BV STV, v 7 a eV OB PRI T RNE
WD LT\ D,

Ry a EAOMERERBEEEIE. 77 A3 7 g B L AR L KEREED EL 50
LELR 2R TH o T,

KRB THE LN RS, F 7 o—LA P450 FEEOFHE L N CYP3A4 DOFHENE = 4 Al
PRI N2 ERREN TV A,

S RA DIl I DAY sl

AT B IR B

BOHEZED R WERIEBRLL, 77 A3 7 B ELORAFGHRICHAEESNEX 7B ELD
EhRE 2 KX ISR, HHREBEREIC 7 7 A7 a B B G K OKERE LT
BRIZH T D7 v B O MBERREARANEEINX, i 28 R L N 2.7 il CTh o 7,

B RENE

Hialfghir L KIERGROEHLDHES, XUy 7o O RNTOMmE7 V77 A &7 Y
7T AR OMIED D O I EBUTERRE DR T I L LT LT, BRRRER S BE T L
TIIHEMEHNILETH L Q2HEZEH) |

HFHEREN 2R 2
HREE N OV ESEE ORFRERERSE 213, 7 7 A2 7 0 EAROEREEORL V7 0 028 AW agF]
FRORREICHE L MIE S 2o 7o, B OV FE o RS RE R 5 AR |63 2 F B A I3 HESE &



ey (A2 HE N 44 A S | BEOHERERERFT BT 5027 o e L0y EiEDRE
AT TR, ZOLIRBETIE T 7 LA Z7 0 EANLZFDOERREY THH 1
ELASORENEEI N TODAEMENRH D, TOFRE 7o eV mEFRBRENMETLTY
7 L7 v ENNOEMEME T I D AR S D,

R

B FUAT Ik L=/ NEERE (6~11m%) IO 7 7 L3 7 u BV ARERAOHS (250 mg X 500 mg
1 H 3[mE) LZECE, BERERFOT —# Ll LT, X v 7 n e /LoEYEhieI x4 2
BT bR oTe, N7 u ENLVOERITERO b hoTs, BN RA T A LA
WEAKEIZEG U2/ (1~12 53%) 27 7 Ay 7 v EZHEERROKEG L-5A12E 51 HES
) | Ry EORNTOI YT T APNMEEICH L CIHERBICEM L, Xy raren
O MHE T SN AR OIS TS - THEMET 2MEmNH D . 2O FEHEIT 6~12 OBFITE
75 1.6 BRI D 1~2 AR D BE T 5 1.2 B £ TO#PH & 72 o 7=,

B 65 HLLE)

BRI EE S &L EleiBRE (65~79 %) TILFEEEHIBRE [ClE X, 77 A7 v LN
BHREOX 7 m eLd) AUC 3K 30%E <. B2 VT 7 AR 200iK< 72 o7z, Z D=
DOIFRO—E L, WEERFEORM CORBEIEDOENTH D AREENH D, BHEREREN 72 WA,
F IS W HERAEIHERE Iy G2THEZRR) |

P
R aENLNDOBE I VT T AT TNCEB LM ENS D Z ENRREIINLTWDHR, ZHEHE
BEREDMEZEIZ L D b D EE 2 bz, MERNCEESW 7= HEFRET L S u7e vy,

53 FERRRBRLEMT—F

g

LR M O RE R G- = ERBR ISRV T, B MO DRI ZRfERIZA L & e > Ty,

B

WL 2R Y (RIRIE L OMEE ATRE 72 DNA BE A2 32 L 9 il S 72 in vivo :Bk & in
vitro SR OSSN AT IZBWT, 77 AV 7 m EVTBEBEEEEZ RIS RW I ERB N Lo
oo Ry BENMI, ZOFEGPEIRTHMOMELRL X ST, BIRER Yt RkiBiE 25|
TEZITZENRINTND, B DY SERKE L5178Y v 7 A « U U REICBITAT vk A T
I, FNER 1500mg DT 7 A7 m ELORBEE AR GZOE FOMEFRRIRE LD 4070 <
L B E~100fF1EEm o Tz, Ry 7 v EVITHE O T — A ARBORIZB W TREMET, in vitro 12
BT DNABENREINT S &0 ) 5ELITA B o T2,

In vivo ~ 7 A EBEICIET I B2 AR (500mg/kg IR AF HAESRE Tt F O KHARD 810 fFI12% L
W) EEIRERG LZE 2 A, XUy n e VIMERAEDHME S Xl Z LT,

R AAE

EHEREOMEE T » MRV T, BAFHERBRICAVWSND ZORKD T v T RINICAHALND
TEHTHLHAMBEORAERD LANA LT, BT v N XIIME~ Y 2 TIX, 2hZEh
240mg/kg/day (7 7 A3 7 v BV 1500mg O — H e #ESEH &0 1.3 5, 50kg D& h Xk ~Z
38.4mglkg # 5T 5 EIZHE L) E721%, 600mg/kg/day (— H @M ED 1.6 (FE7-13t M
48mg/kg B 535 EIZE L) F TOHE TEGRARICHT H2HEITRD Lo,

AT A

500 mg/kg/ HEE (— B &0 2.7 3£ 7213 M 80mg/kg 59 5 EIZZE L) @ 10 HEHH
B HHORENET v MCBWTRIRRERSE GFHROFHEMBEFNE L, BFoREL, B1omRE
CEEMEDO T, BIBREDIET) RO b, T, —EERBRICB W TR E L OFEMENR
o, ZOFRIXAHHNRLOTHY . ZOEGSHEIIET HMOMETHLHALN TS, B
WERBRIZ 35V T 1000 mg/kg/ HEE (— H eSS &0 5.3 (% £ 7213 MZ 160mg/kg ¢ 59 % &I2%
LW) DOHEZIRRE~OEE BT R SN2 0> T, MREBRAEDHETIEIZ 7 L7 n ELOFRAEK

9



ROy 7 m EVOFIREN CORMEFT IR EIN 2o T2, 2B, XU v 7 n e /LofkE
Wix7 7 v 70— HigEHRHED 0.7 % ~53FI2%F LV,
6.  BIFZERRE

6.1 WhHO—&

EERDOFREEH 77

e K FL b

TV a—=@gES Y A (Type A)
ERefxs o’ lkluo—2A

2FT U U~ TR A

SERDa—F 4 v TE S

A TE A —2R

“EbF & (E171)

<7 a3 —/,L 4000
~ 7 a 2—,L 6000

6.2 HEEER

6.3 {RTEHAR
3

6.4 RECETI/FILEER
BCHEBRZAEETIRFELRN &, BRI #ET LD, TOBENTIRETSHZ L,
6.5 BEOMIRECEKRS

HREBIER
77 AEJVIE, 250 mg2l BEA Y D PVC/PVAC,/ 7TV =0 AT U AL —al TRt I LD,

PEZEAN L N IERR
77 AEVIE, FIIERGLIBIR O 7912 250 mgls #EA Y @ PVC/PVAC,/ TV =T AT Y AKX —4]
ot ng, £z, 250 mgh6 HEA O IXPIHEIEO T DI S D,

6.6 BEEIZBET IR EER
KAl S TR OFEFE L, YR O BRI -> TITH 2 &,

7. BUGEWRTEEE

Novartis Pharmaceuticals UK Ltd
Frimley Business Park

Frimley

Camberley

Surrey

GU16 7SR

10



United Kingdom

8. BUERGABES

PL 00101/0624

9.  HIEIAFRA/IARBESH

1993412 J§ 11 H/20114-7 8 H

10. AXHKETH

201746 H 8 H

EHX S

WIS (POM)

11



4.1

4.2

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

Famvir® 500 mg film-coated tablets
Famciclovir 500 mg film-coated tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 500 mg of famciclovir.

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Film-coated tablet

White, oval film-coated tablet, biconvex, bevelled edges, debossed with “FV 500 on one side and
plain on the reverse side.

CLINICAL PARTICULARS

Therapeutic indications

Varicella zoster virus (VZV) infections — herpes zoster

Famvir is indicated for

- the treatment of herpes zoster and ophthalmic zoster in immunocompetent adults (see

section 4.4)
- the treatment of herpes zoster in immunocompromised adults (see section 4.4)

Herpes simplex virus (HSV) infections — genital herpes

Famvir is indicated for

- the treatment of first and recurrent episodes of genital herpes in immunocompetent adults

- the treatment of recurrent episodes of genital herpes in immunocompromised adults

- the suppression of recurrent genital herpes in immunocompetent and immunocompromised
adults

Clinical studies have not been conducted in HSV-infected patients immunocompromised for other
causes than HIV-infection (see section 5.1).

Posology and method of administration

Herpes zoster and ophthalmic zoster in immunocompetent adults
500 mg three times daily for seven days.

Treatment should be initiated as soon as possible after a diagnosis of herpes zoster or ophthalmic
zoster.

Herpes zoster in immunocompromised adults
500 mg three times daily for ten days.



Treatment should be initiated as soon as possible after a diagnosis of herpes zoster.

Genital herpes in immunocompetent adults
First episode of genital herpes: 250 mg three times daily for five days. Initiation of treatment is
recommended as soon as possible after a diagnosis of first episode of genital herpes.

Episodic treatment of recurrent genital herpes: 125 mg twice daily for five days. Initiation of
treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Recurrent genital herpes in immunocompromised adults

Episodic treatment of recurrent genital herpes: 500 mg twice daily for seven days. Initiation of
treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,
itching, burning, pain) or lesions.

Suppression of recurrent genital herpes in immunocompetent adults

250 mg twice daily. Suppressive therapy should be discontinued after a maximum of 12 months of
continuous antiviral therapy to reassess recurrence frequency and severity. The minimum period of
reassessment should include two recurrences. Patients who continue to have significant disease
may restart suppressive therapy.

Suppression of recurrent genital herpes in immunocompromised adults
500 mg twice daily.

Patients with renal impairment

Because reduced clearance of penciclovir is related to reduced renal function, as measured by
creatinine clearance, special attention should be given to doses in patients with impaired renal
function. Dose recommendations for adult patients with renal impairment are provided in Table 1.

Table 1 Dose recommendations for adult patients with renal impairment
Indication and nominal dose Creatinine clearance  Adjusted dose regimen
regimen [mI/min]

Herpes zoster in
immunocompetent adults

500 mg three times daily for 7 days > 60 500 mg three times daily for 7 days
40 to 59 500 mg twice daily for 7 days
20 to 39 500 mg once daily for 7 days
<20 250 mg once daily for 7 days

Haemodialysis patients 250 mg following each dialysis
during 7 days

Herpes zoster in
immunocompromised adults

500 mg three times daily for > 60 500 mg three times daily for 10 days
10 days

40 to 59 500 mg twice daily for 10 days

20 to 39 500 mg once daily for 10 days

<20 250 mg once daily for 10 days

Haemodialysis patients 250 mg following each dialysis
during 10 days




Genital herpes in
immunocompetent adults — first
episode of genital herpes

250 mg three times daily for 5 days

>40

20 to 39

<20

Haemodialysis patients

250 mg three times daily for 5 days
250 mg twice daily for 5 days
250 mg once daily for 5 days

250 mg following each dialysis
during 5 days

Genital herpes in
immunocompetent adults —
episodic treatment of recurrent
genital herpes

125 mg twice daily for 5 days

>20
<20

Haemodialysis patients

125 mg twice daily for 5 days
125 mg once daily for 5 days

125 mg following each dialysis
during 5 days

Genital herpes in
immunocompromised adults —
episodic treatment of recurrent
genital herpes

500 mg twice daily for 7 days

> 40

20 to 39

<20

Haemodialysis patients

500 mg twice daily for 7 days
500 mg once daily for 7 days
250 mg once daily for 7 days

250 mg following each dialysis
during 7 days

Suppression of recurrent genital
herpes in immunocompetent
adults

250 mg twice daily

=40
20 to 39
<20

Haemodialysis patients

250 mg twice daily
125 mg twice daily
125 mg once daily
125 mg following each dialysis

Suppression of recurrent genital
herpes in immunocompromised
adults

500 mg twice daily

> 40

20 to 39

<20

Haemodialysis patients

500 mg twice daily
500 mg once daily
250 mg once daily
250 mg following each dialysis

Patients with renal impairment on haemodialysis

Since 4 h haemodialysis resulted in up to 75% reduction in plasma penciclovir concentrations,
famciclovir should be administered immediately following dialysis. The recommended dose
regimens for haemodialysis patients are included in Table 1.

Patients with hepatic impairment
No dose adjustment is required in patients with mild or moderate hepatic impairment. No data are
available for patients with severe hepatic impairment (see sections 4.4 and 5.2).




4.3

4.4

45

Elderly (= 65 years)
Dose modification is not required unless renal function is impaired.

Paediatric population
The safety and efficacy of famciclovir in children and adolescents aged less than 18 years have not
been established. Currently available data are described in sections 5.1 and 5.2.

Method of administration
Famvir can be taken without regard to meals (see section 5.2).

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Hypersensitivity to penciclovir.

Special warnings and precautions for use

Use in patients with renal impairment
In patients with impaired renal function dose adjustment is necessary (see sections 4.2 and 4.9).

Use in patients with hepatic impairment

Famciclovir has not been studied in patients with severe hepatic impairment. Conversion of
famciclovir to its active metabolite penciclovir may be impaired in these patients resulting in lower
penciclovir plasma concentrations, and thus a decrease of efficacy of famciclovir may occur.

Use for zoster treatment

Clinical response should be closely monitored, particularly in immunocompromised patients.
Consideration should be given to intravenous antiviral therapy when response to oral therapy is
considered insufficient.

Patients with complicated herpes zoster, i.e. those with visceral involvement, disseminated zoster,
motor neuropathies, encephalitis and cerebrovascular complications should be treated with
intravenous antiviral therapy.

Moreover, immunocompromised patients with ophthalmic zoster or those with a high risk for
disease dissemination and visceral organ involvement should be treated with intravenous antiviral
therapy.

Transmission of genital herpes

Patients should be advised to avoid intercourse when symptoms are present even if treatment with
an antiviral has been initiated. During suppressive treatment with antiviral agents, the frequency of
viral shedding is significantly reduced. However, transmission is still possible. Therefore, in
addition to therapy with famciclovir, it is recommended that patients use safer sex practices.

Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on famciclovir
No clinically significant interactions have been identified.

Concurrent use of probenecid may result in increased plasma concentrations of penciclovir, the
active metabolite of famciclovir, by competing for elimination.

Therefore, patients receiving famciclovir at a dose of 500 mg three times daily co-administered
with probenecid, should be monitored for toxicity. If patients experience severe dizziness,
somnolence, confusion or other central nervous system disturbances, a dose reduction of
famciclovir to 250 mg three times daily may be considered.
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Famciclovir needs aldehyde oxidase to be converted into penciclovir, its active metabolite.
Raloxifen has been shown to be a potent inhibitor of this enzyme in vitro. Co-administration of
raloxifene could affect the formation of penciclovir and thus the efficacy of famciclovir. When
raloxifen is co-administered with famciclovir the clinical efficacy of the antiviral therapy should be
monitored.

Fertility, pregnancy and lactation

Women of child-bearing potential

There are no data supporting any special recommendations in women of child-bearing potential.
Patients with genital herpes should be advised to avoid intercourse when symptoms are present
even if treatment has been initiated. It is recommended that patients use safer sex practice (see
section 4.4).

Pregnancy
There is a limited amount of data (less than 300 pregnancy outcomes) from the use of famciclovir in

pregnant women. Based on these limited amounts of information, the cumulative analysis of both
prospective and retrospective pregnancy cases did not provide evidence indicating that the product
causes any specific foetal defect or congenital anomaly. Animal studies have not shown any
embryotoxic or teratogenic effects with famciclovir or penciclovir (the active metabolite of
famciclovir). Famciclovir should only be used during pregnancy when the potential benefits of
treatment outweigh the potential risks.

Breast-feeding
It is unknown whether famciclovir is excreted in human breast milk. Animal studies have shown

excretion of penciclovir in breast milk. If the woman’s condition mandates treatment with
famciclovir, discontinuation of breast-feeding may be considered.

Fertility
Clinical data do not indicate an impact of famciclovir on male fertility following long-term
treatment at an oral dose of 250 mg twice daily (see section 5.3).

Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
patients who experience dizziness, somnolence, confusion or other central nervous system
disturbances while taking Famvir should refrain from driving or operating machinery.

Undesirable effects

Headache and nausea have been reported in clinical studies. These were generally mild or
moderate in nature and occurred at a similar incidence in patients receiving placebo treatment. All
other adverse reactions were added during postmarketing.

The pooled global placebo or active controlled clinical trials (n=2326 for Famvir arm) were
retrospectively reviewed to obtain a frequency category for all adverse reactions mentioned below.
The following table specifies the estimated frequency of adverse reactions based on all the
spontaneous reports and literature cases that have been reported for Famvir since its introduction to
the market.

Adverse reactions (Table 2) are ranked under headings of frequency, using the following
convention: 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); very rare (< 1/10,000), not known (cannot be estimated
from available data).
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Table 2 Adverse reactions from clinical trials and post-marketing spontaneous reports

Blood and lymphatic system disorders

Rare: Thrombocytopenia.
Psychiatric disorders
Uncommon: Confusional state (predominantly in the elderly).
Rare: Hallucinations.
Nervous system disorders
Very common: Headache.
Common: Dizziness.
Uncommon: Somnolence (predominantly in the elderly).
Not known: Seizure*.

Cardiac disorders

Rare: Palpitations.
Gastrointestinal disorders

Common: Nausea, vomiting, abdominal pain, diarrhoea.
Hepatobiliary disorders

Common: Abnormal liver function tests.

Rare: Cholestatic jaundice.
Immune system disorders

Not known: Anaphylactic shock*, anaphylactic reaction*.
Skin and subcutaneous tissue disorders

Common: Rash, pruritus.

Uncommon: Angioedema (e.g. face oedema, eyelid oedema, periorbital oedema,

pharyngeal oedema), urticaria.

Not known: Serious skin reactions* (e.g. erythema multiforme, Stevens-Johnson
Syndrome, Toxic Epidermal Necrolysis), Hypersensitivity vasculitis*.

* Adverse drug reactions reported from post-marketing experience with Famvir via spontaneous
case reports and literature cases which have not been reported in clinical trials. Because these
adverse drug reactions have been reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency. Frequency is therefore listed as “not known™.

Overall, adverse reactions reported from clinical studies with immunocompromised patients were
similar to those reported in the immunocompetent population. Nausea, vomiting and abnormal
liver function tests were reported more frequently, especially at higher doses.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

Overdose

Overdose experience with famciclovir is limited. In the event of an overdose supportive and
symptomatic therapy should be given as appropriate. Acute renal failure has been reported rarely
in patients with underlying renal disease where the famciclovir dose has not been appropriately
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reduced for the level of renal function. Penciclovir is dialysable; plasma concentrations are reduced
by approximately 75% following 4 h haemodialysis.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase
inhibitors, ATC code: JOSAB09

Mechanism of action

Famciclovir is the oral prodrug of penciclovir. Famciclovir is rapidly converted in vivo into
penciclovir, which has in vitro activity against herpes simplex viruses (HSV types 1 and 2),
varicella zoster virus (VZV), Epstein-Barr virus and cytomegalovirus.

The antiviral effect of orally administered famciclovir has been demonstrated in several animal
models: this effect is due to in vivo conversion to penciclovir. In virus-infected cells the viral
thymidine kinase (TK) phosphorylates penciclovir to a monophosphate form that, in turn, is
converted to penciclovir triphosphate by cellular kinases. This triphosphate inhibits viral DNA
chain elongation by competitive inhibition with deoxyguanosine triphosphate for incorporation
into the growing viral DNA, thus halting virus replication of viral DNA. Penciclovir triphosphate
has an intracellular half-life of 10 hours in HSV-1-, 20 hours in HSV-2- and 7 hours in VZV-
infected cells grown in culture. In uninfected cells treated with penciclovir, concentrations of
penciclovir-triphosphate are only barely detectable. Hence the probability of toxicity to
mammalian host cells is low and uninfected cells are unlikely to be affected by therapeutic
concentrations of penciclovir.

Resistance

Like aciclovir, penciclovir resistance is associated with mutations principally in the thymidine
kinase (TK) gene resulting in deficiency or altered substrate specificity of this enzyme, and to a
much lesser extent in the DNA polymerase gene. Most aciclovir-resistant HSV and VZV clinical
isolates are also resistant to penciclovir, but cross-resistance is not universal.

Results from 11 worldwide clinical studies involving penciclovir (topical or intravenous
formulations) or famciclovir in immunocompetent or immunocompromised patients, including
studies of up to 12 months treatment with famciclovir, have shown a small overall frequency of
penciclovir resistant isolates: 0.2% (2/913) in immunocompetent patients and 2.1% (6/288) in
immunocompromised patients. The resistant isolates were mostly found at the start of treatment or
in a placebo group, with resistance occurring on or after treatment with famciclovir or penciclovir
only in two immunocompromised patients.

Clinical efficacy

In placebo-controlled and active-controlled studies both in immunocompetent and
immunocompromised patients with uncomplicated herpes zoster, famciclovir was effective in the
resolution of lesions. In an active-controlled clinical study, famciclovir was shown to be effective
in the treatment of ophthalmic zoster in immunocompetent patients.

Efficacy of famciclovir in immunocompetent patients with first episode of genital herpes was
shown in three active-controlled studies. Two placebo-controlled studies in immunocompetent
patients and one-active controlled study in HIV-infected patients with recurrent genital herpes
showed that famciclovir was effective.

Two placebo-controlled 12-month studies in immunocompetent patients with recurrent genital
herpes showed that famciclovir-treated patients had a significant reduction of recurrences as
compared to placebo-treated patients. Placebo-controlled and uncontrolled studies of up to
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16 weeks duration showed that famciclovir was effective in the suppression of recurrent genital
herpes in HIV-infected patients; the placebo-controlled study showed that famciclovir significantly
decreased the proportion of days of both symptomatic and asymptomatic HSV shedding.

Paediatric population

Famciclovir experimental oral granules were evaluated in 169 paediatric patients 1 month to <12
years of age. One hundred of these patients were 1 to <12 years of age and were treated with
famciclovir oral granules (doses ranged from 150 mg to 500 mg) either twice (47 patients with
herpes simplex virus infections) or three times (53 patients with chickenpox) daily for 7 days. The
remaining 69 patients (18 patients 1 to <12 months, 51 patients 1 to <12 years) participated in
single-dose pharmacokinetic and safety studies using famciclovir oral granules (doses ranged from
25 mg to 500 mg). Famciclovir weight-based doses were selected to provide penciclovir systemic
exposures similar to the penciclovir systemic exposures observed in adults after administration of
500 mg famciclovir. None of these studies comprised a control group; therefore a conclusion on
the efficacy of the investigated regimens is not possible. The safety profile was similar to that seen
in adults. However, systemic drug exposure in infants < 6 months of age was low, thus precluding
any assessment of famciclovir’s safety in this age group.

Pharmacokinetic properties

General characteristics

Absorption

Famciclovir is the oral prodrug of the antivirally active compound penciclovir. Following oral
administration, famciclovir is rapidly and extensively absorbed and converted to penciclovir.
Bioavailability of penciclovir after oral administration of famciclovir was 77%. Mean peak plasma
concentration of penciclovir, following a 125 mg, 250 mg, 500 mg and 750 mg oral dose of
famciclovir, was 0.8 microgram/ml, 1.6 micrograms/ml, 3.3 micrograms/ml and 5.1 micrograms/ml,
respectively, and occurred at a median time of 45 minutes post-dose.

Plasma concentration-time curves of penciclovir are similar following single and repeat (t.i.d. and
b.i.d.) dosing, indicating that there is no accumulation of penciclovir on repeated dosing with
famciclovir.

The extent of systemic availability (AUC) of penciclovir from oral famciclovir is unaffected by
food.

Distribution
Penciclovir and its 6-deoxy precursor are poorly (< 20%) bound to plasma proteins.

Metabolism and elimination

Famciclovir is eliminated principally as penciclovir and its 6-deoxy precursor, which are excreted
in urine. No unchanged famciclovir has been detected in urine. Tubular secretion contributes to the
renal elimination of penciclovir.

The terminal plasma half-life of penciclovir after both single and repeat dosing with famciclovir
was approximately 2 hours.

Evidence from preclinical studies has shown no potential for induction of cytochrome P450
enzymes and inhibition of CYP3A4.

Characteristics in special populations

Patients with herpes zoster infection

Uncomplicated herpes zoster infection does not significantly alter the pharmacokinetics of
penciclovir measured after the oral administration of famciclovir. The terminal plasma half-life of
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penciclovir in patients with herpes zoster was 2.8 h and 2.7 h, respectively, after single and
repeated dosing of famciclovir.

Subjects with renal impairment

The apparent plasma clearance, renal clearance, and plasma elimination rate constant of
penciclovir decreased linearly with reductions in renal function, both after single and repeated
dosing. Dose adjustment is necessary in patients with renal impairment (see section 4.2).

Subjects with hepatic impairment

Mild and moderate hepatic impairment had no effect on the extent of systemic availability of
penciclovir following oral administration of famciclovir. No dose adjustment is recommended for
patients with mild and moderate hepatic impairment (see sections 4.2 and 4.4). The
pharmacokinetics of penciclovir have not been evaluated in patients with severe hepatic
impairment. Conversion of famciclovir to the active metabolite penciclovir may be impaired in
these patients resulting in lower penciclovir plasma concentrations, and thus possibly a decrease of
efficacy of famciclovir.

Paediatric population

Repeated oral dosing of famciclovir (250 or 500 mg three times daily) to paediatric patients (6-11
years) infected with hepatitis B did not have a notable effect on the pharmacokinetics of
penciclovir compared to single dose data. There was no accumulation of penciclovir. In children
(1-12 years) with herpes simplex virus infection or chickenpox given single oral doses of
famciclovir (see section 5.1), the apparent clearance of penciclovir increased with body weight in a
nonlinear manner. The plasma elimination half-life of penciclovir tended to decrease with
decreasing age, from an average of 1.6 hours in the patients aged 6-12 years to 1.2 hours in
patients aged 1-<2 years.

Elderly (> 65 years)

Based on cross-study comparisons, the mean penciclovir AUC was about 30% higher and
penciclovir renal clearance about 20% lower after oral administration of famciclovir in older
volunteers (65-79 years) compared to younger volunteers. Partly this difference may be due to
differences in renal function between the two age groups. No dose adjustment based on age is
recommended unless renal function is impaired (see section 4.2).

Gender

Small differences in renal clearance of penciclovir between females and males have been reported
and were attributed to gender differences in renal function. No dose adjustment based on gender is
recommended.

Preclinical safety data

General toxicity
Studies on safety pharmacology and repeated dose toxicity reveal no special hazard for humans.

Genotoxicity
Famciclovir was not found to be genotoxic in a comprehensive battery of in vivo and in vitro tests

designed to detect gene mutation, chromosomal damage and repairable damage to DNA.
Penciclovir, in common with other substances of this class, has been shown to cause
mutations/chromosomal, aberrations in human lymphocytes and in the L5178Y mouse lymphoma
assay at concentrations at least 25-fold to 100-fold, respectively higher than the maximum
concentration reached in human plasma after a single oral famciclovir dose of 1500 mg.
Penciclovir was negative in the bacterial Ames test and there was no evidence of increased DNA
repair in vitro.
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Penciclovir caused an increased incidence of micronuclei in mouse bone marrow in vivo when
administered intravenously at doses highly toxic to bone marrow (> 500 mg/kg corresponding to >
810 times the maximum human dose based on body surface area conversion).

Carcinogenicity
At high doses in female rats, there was an increased incidence of mammary adenocarcinoma, a

tumour commonly observed in the strain of rats used in the carcinogenicity study. There was no
effect on the incidence of neoplasia in male rats treated at doses up to 240 mg/kg/day
(corresponding to a 38.4 mg/kg human equivalent dose or 1.3-fold of the highest recommended
total daily dose of 1500 mg famciclovir or a patient of 50 kg body weight) or in mice of either sex
at doses up to 600 mg/kg/day (corresponding to a 48 mg/kg human equivalent dose or 1.6-fold of
the highest recommended total daily dose).

Reproductive toxicity

Impaired fertility (including histopathological changes in the testis, altered sperm morphology,
reduced sperm concentration and motility, and reduced fertility) was observed in male rats after 10
weeks of dosing at 500 mg/kg/day (corresponding to a 80 mg/kg human equivalent dose or 2.7-
fold of the highest recommended total daily dose). Furthermore, testicular toxicity was noted in the
general toxicity studies. This finding was reversible and has also been observed with other
substances of this class. Animal studies did not indicate any negative effect on female fertility at
doses up to 1000 mg/kg/day (corresponding to a 160 mg/kg human equivalent dose or 5.3-fold of
the highest recommended total daily dose).

Embryofetal development studies showed no evidence of adverse effects at oral doses of
famciclovir and intravenous doses of penciclovir corresponding to 0.7- to 5.3- fold of the highest
recommended total daily dose of famciclovir.
PHARMACEUTICAL PARTICULARS
List of excipients
Tablet core: Sodium starch glycolate (Type A)
Hydroxypropyl cellulose
Magnesium stearate
Tablet coat: Hypromellose
Titanium dioxide (E171)
Macrogol 4000
Macrogol 6000
Incompatibilities
Not applicable.
Shelf life
3 years.

Special precautions for storage

Do not store above 25°C. Store in the original package in order to protect from moisture.



6.5 Nature and contents of container
Herpes zoster treatment
For immunocompromised patients Famvir is supplied in PVC/PVdC/Aluminium blister packs
containing 30 x 500 mg tablets.
Genital herpes treatment
For immunocompromised patients Famvir is supplied in PVC/PVdC/Aluminium blister packs
containing 14 x 500 mg tablets for treatment of acute infections or 21 x 500 mg and 56 x 500 mg
tablets for suppressive treatment.
6.6  Special precautions for disposal
Any unused product or waste material should be disposed of in accordance with local
requirements.
7. MARKETING AUTHORISATION HOLDER
Novartis Pharmaceuticals UK Ltd
Frimley Business Park
Frimley
Camberley
Surrey
GU16 7SR
United Kingdom
8. MARKETING AUTHORISATION NUMBER

PL 00101/0623

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

17 February 1998/08 July 2011

10. DATE OF REVISION OF THE TEXT

08 June 2017
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Drug Regulatory Affairs
FAMVIR® (famciclovir)
125 mg, 250 mg, 500 mg, and 750 mg film-coated tablets

Core Data Sheet

Version

NOTICE

The Novartis Core Data Sheet (CDS) displays the company’s current position on important characteristics
of the product, including the Core Safety Information according to ICH E2C.

The Novartis CDS contains all relevant information relating to indications, dosing, pharmacology and
Core Safety Information which Novartis requires to be listed for the products in all countries where the
product is registered.

Effective date: [ § R |

Safety Label
Change (SLC)

Tracking Number: IS

Document status: Final
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W (250 mgZ245HE%E) THZLaBETHI L, &
7o MEENT BIZITEN R G35 2 &, b, BlEELY
BT H/NEBEE BT AR OREE, HESMERESO B %
VIHEST LT,

(MEEES ), TEEARRARNEER] .
25 KO SR OmESHR)

rlnE ~OERL ) i

Bk 1[5250mg | 1[811000mg 1[8]500mg
Wi - A 1H3[= %20 1H3[H
>60 1[5]1000mg 1[E]500mg
1[A1250mg %2[A] 1 H3E
1H3[E 1[=]500: 1815001
JurF=y | 4059 mg | 1E1500mg
- %2[\] 1H2[E
7ITTEA 151250 500 151500
2} 2}
(mL/%3) 20-39 me me me
1H2[H] Himl JRERIE]
10 1[A1250mg 250mg 1[A1250mg
JRERIE] LAAE| JRERIE]

) AEANCEIT D E D S ITHRE LT,

MmiEENT B
MR AT B (T IXARA250 mg &2 BT B IR G55, 728,
WIELEHTRINS BN 51347 A,

< BB (2 LT 1E1000mg % 2[014#% 5-3 5 354 >
- HHEZ (OB VSRR IMESRR A~V R) OfFR TRl
DOFFE Y IKTBRETHD 2 L EBHEIERICE S S kR

THZ L&,
- [A) CIRBL D B3 BHEE A ERIBEILL EOBETH D Z & & hif
RIDHT L,

- FREOMMER (R OERR, AR, £ %) %

JVvT7F=r27 YT 7 A (mL/min)
=50 30~49 10~29 <10
HARS 500mg % 12 | 500mg % 12 | 500 mg % 24 | 500 mg % 24
MR | R T i) T i) T i)
HICHTHH
ML A T
A IV A SEYLE
(Hititiys)
DFIEHNH
WO IZ /K | 1000mg % 8 | 1000 mgZ 12 | 1000 mg#% 24 | 500 mg % 24
I R R R FRE [
500mg # 24 | 500mg % 24 | 250mg % 24 | 250 mg % 24
R FRE [ FRE [ FRE [
Jeds, HIVIER | 7eds. HIVEK | 7838, HIVIE® | 7245, HIVIR
. YeliE OB | YIEOBE | RIEOBRHE | YEO B
P (cpav > | (coav e | (cpav > | (cpav v
VN AD ° - pe ° - pe ° - 5 ° . 2
w0 R R ECp s K CE) s R
100/mm’ LA 100/mm’ LA 100/mm” LA 100/mm” LA
E) i, E) i, E) i, E) i,
500mg # 12 | 500mg % 12 | 500 mg % 24 | 500 mg % 24
g 4 g i 4 g 4 g i 4

FEEDOHLEEHETHAT 7 rE VT H3IcT 7 rE
ks g (HEMEIE) OHBM), 2k, IFRED
& % 1B T ORAREHARBRIZIR O TN D,

(THESE LT, (MEERG || THREREANER] T5
fE~OFE | HERE) KO HEY#EE] OESMR)

JLrF=r7Y

TR BRSO 1R HEIRIIIZ DR
(mL/min/1.73 m?)
> 95 1 [7] 200 mg % 1 [7] 800 mg %
1 HS5[H 1 HS5[H
10~25 n1 H5E 71 H 3[E
<10 71 H2[ME n1H2[ME

EVMENICBIT O TH S,
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% - RIS 60 LoovEg), THEEREAREER] &
O ERyEie | OEEH) |

Q) DEFRUEREDN O Db v, (THE - HE
(CBHES DA L ovER ) TEEREANER) . TmlmE~
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(DEFEE D & 2 B DSHIERED & b b, (T
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@R [UNEFEA~ORE ) DIHSR]
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R HOR
FE
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< BB 2% L C1ER50me A 1 B 3B 5.9~ 2354 >
(AN O ET, FIFYIRICITE EZREBIEFTE DT,
B 2BeT 52 L,

@A, JFHIE LT, SAMERT 2 &, EOIK LA
LI B D WVIFE( LT 2HEAITIE, BN OTRE
WOV L,

< BEHIEIIZ 2% LT 1EI1000mg 2 2[A 3 54 B 54 >
(DAAIDORRAIL, WIMERFESL, BB 5 2 &0
EELWZ LD, PIEORMAIYEIER (B oEFRmE,
RV, & O S HBLRORFILINICIRA 5 2 & 2[H
. PIEIRAL 120 (Frasdtiph & L Co~18WF#I#%) 1Tk
9% Z & IR SUTIEE LTS FTREMEAS B 2 BB 121,
JRA LW L2 BEIC i L, BENEFL-Z L%
FER LT A TS THZ L,
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(AN O ET, FIFYIRIZITNNE EZREBIEFTE DT,
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@A, JFHIE LT, 7TAMERT 5 Z &, EOIK LA
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TRFRICB W TIIRE HBES HLANIZ, F2, KEDIRIRIZE
WCILB HBI%2 B LINICEE G2 BRAA T2 2 E S E LV,
3)HMEZ OIRFRICRB T, AAIZSHFEIER L., tEoJk
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DIRRIZB N CIARZSAFERA L. B0 LAALN2
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G)ERRIEZ ORISRV T, AAIZTRFEER L, tEoJk
LARONRND, HEHWTE(LT 25A101E, oTERc
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(O)AANT K 2 MRRA~VASN 2 OFFEIFIFEL, Mg~ A
DIJEAR Y KT HBE GUEIEEBEICBO T, BRbh
FoEILL EOBETHIE T 28) It LTI 2 & (THURE
B OB, £z, AHE VERRS%, BEkERO S
PEIZOWTHREHT 2 2 AR SRS,
(NAFNOTEERBI THH T 27 1 L OREREI LT
Gra i, R ek o B AR T A S BT 2 BRI A
Wy, BEEDHDBETBEERENMET LTV 2 8BE, Eiln
FlIZBW T, AFOKREMBELR KRG ELREIL, BFHEO
WREZBZE LN LEEICEGT5 2L, fads, — IS
HEEIRIIAAI OB Gk ic L v EES 5, (THE - HEIC
B A EoER] KO REERE) OESMH)
®)VEREFEDH 2 BETBHRENMET L2583, Hiid,
KIEREZEDOPKIEREZBZ LT NWEEZONLBET
I, ARFINOE G HITE 2K ik &7 2 & (TRl ~0
5. OHESM),
OKIEDTERICI T, B, A CfuEiR~ER E o

BRENZRND, HDWIFET 25121, thoiaRIcy)
Wz HZ L, 12720, YPEMERR ALV ASEE LT 55
BNHHTID, AFNZI0H B E THEMATREE T5,
GHIRIEZ DIRFRICR W CIARIZTHBIFER L, gaEodkL
DR LN, HDWIFELT 25512, thoiaEIcy)
DVEEZDZ L,

@OAANT, TL U THRIEEEEDIR T 2tV EBH IS &
N5, EEEE, HOSRERER EOREEIEOIK T Lz &
B, 77 v e AERBO SRS 5 S 2 B R D
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GYARANT L 2R~V A OFFIHIFREL, PR~ L2
DIIEZ Y IZTHBE GEEFBREFICBW T, BBih
oML, EOBETHRET HHE) I LTI 2 &, £, KR
Fl % VER 5%, BEREEO MBI OV TIRETT S Z &8
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(O)ASHN DR BN L7285 I, ek hE
FEENFEIT DERER R, BREEDOH D BT LB HGE
PETF L TWBEHE, EiEicB 0T, AFlo&SHEE
FEIL, BEOREZER LR DHEEICRETDZ L, 72
B, —RITREIERIERIIAR O G- i L v BT 5,
(T - AECEET A EoEE) KO HAEERE) ©
THZIR)

(DEREEDH D BE UTEHIEMET LW 285, Hiind
EORAIEREZBZ LT WEEZBNDBE T, AHFID
Be 5 Si ek life 2175 2 & (&g ~05) OHE
ZH),
O)FEESEN D 5D 2 ERHHDT, HEHEOEE,
fEl5 % D MR OBIEICIEE T D BRCITEE T2 £ 95 BE I
FHICHAT L2 L, Teds, BIMEREREERE CIX. FRCER
BEELENRDH HONLTVOT, BEDREICE > CIfEF S
FRWEIEETAHZE (T - ARICBEEST 2066/ Eork
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FaaR R ezl S, oy | Wk vttEn s = A=EaS SN L O S H 1 4 EHER#YOT 7 a e TR R S B P R | A o BRI S X
7 EAOMBEPREY: | L6, ke N J iR R I B (AUC) | L DR HEIEAS i S B FREFEA 0%+ | 5L 22 bn5 ([FyE)
B OIER RO Mg TR | LS rmELro N ABWHIMT 5 LD | EEZLND (B BLOWENRDDH, P | B OHEBE) .
EEE%T@E#*E?JD'{J‘Z) Ehﬁ'ﬂ‘fm%”éﬂé ”fﬁg iﬁ%ﬁ)&) Do i U)lﬁ;;ﬁﬁ) o /A= E/I/@HHTH' AR %/Vﬂibﬁf(ﬁﬂ]%ﬁy\(ﬁé
BEOUD DS, Wi s, AR DIEIEAHA D | 2 A T2 IR 53 U BEHSN, 7o vn | b5 OATI, MATEL

TyrzmenLodhtlt | 1B % OATI, MATEIL A OEHMmERE | %O MATE2-K # Bl
S, 778 | RO MATEZR & L& oapes | EEHBTFEE 27% | B, 7L EAORK
VATV EAD AUC 23 27%H | D7 iGHER#HH O T & YAFT BT 5 L OMER | PEERImE S LB
M35 LOWERD | 7w e O Pk s (NFyraen | bng ([EpEE] o5
5, " EhsrEzxbhsd (13 WRIETOF—%) . | BR) .
WEIRE] OHEM) | )
FAOEERHDO | BHERBBOT > 7 0 E KRR a7 =/ | AAEI 2T =/ — LRk
TYruEEOR | vEIaT =) L —ABE BT = FAK | BT = FARB AR
Sae o | HERV TYrEE | ET = T AGHY DR Save/— | MO AIE S | BRRTHAT S L EX
> VB E T = T AR ns, v e FEE ot A5 o i 0%
M OYE IS S A, M2 L OBRENDH
i D AUC A3 %, ®
LLOAENS D, T | KA E DDA L 0 | B A0 Cib % A%, A
ARAOTEERB DO | BFIIRATD 203, AH FHET 4V 0hE | BFEFT 4 U OREE
TvrmenEoff | OEER#EYOT Vs 0 FAT4VY | ERBHBDRD D | MET DT A T 1Y
soqmyy | MEEVTEAT AU BABTAT () DR LB B, oM EER RS
CORBERBL D | WEMEST 2D T AT ZLlnEzLND,
PROZLBDD. | 1 VA OMRRES B || 5y ORI T 0 mRETER B 5 IF (s ) (TR A f
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) FRCBHHEIR TORRMEN S 2 B3 (Rl S) (CIXEEICHE
H3nz L,

G452 &,

I EOER
RITEH

BMES & xtg & L ENEERRBRIZ BV T, LRkt
S45170661H63%1 (8.9%) ICRIWEHNRD bz, FArIEMH
. EEmSH (1.1%). ALT (GPT) #4745 (1.0%). fHEIR7H]
(1.0%) . CK (CPK) #hn5f (0.7%). FH#ISHI (0.7%) % T
oz, GhREEMRE)

PERRA LN 2 R E i P AR B 0N AR /KSR RS
PBIEN 9 5 M e A AE A IS WV T e MRl e 225
D27FHF5E (1.2%) IZEIWERAFED bivlz, E2EIERIL.
g2 (0.5%) HThote, (FFHAEAE T
BIRIEOHMAEZE (AR~ RO~ R) 255
& LA Z2[EHE S Ui ENERRRBRIC R T, 2Rt
41263611441 (5.3%) ICRIWEMSFRD bz, ERRITEH
W, BIR3G (1.1%) & Thor-, (RIE - FEBINE)
RO & g & L= ENEERRBRIZ B\ T, LR ikt
G599 R T4 (12.4%) ICRWEHDSZRD bivlz, FeRE
A%, ALT (GPT) #9174 (2.8%). AST (GOT) H&ni2f
(2.0%). CK (CPK) #hnofsl (1.5%). S 7H1 (1.2%) % T
bot, (R

WA x5l & LA A, BlERELE T2
BT T 2 K E A AT ER A K OV R 9 1 R AR W
(PHN) (23 % FEfl A BGEFRAI\V T L e PERT
%F54514,01351 513961 (1.0%) ICRIERZZRD bz, Eik
BIERIZ, i@ (0.1%) . Bl (0.1%) FThoT,
(PR AL T )

DN
S 2 0t & LI RERARBRIC RV T RIERIBI7HI, 64
Bil (16.1%) (ZHRRMRAEIE I 2 S TeRITER RS ShTnd,
ZFOERLOF, RG] (2.8%) . IRK%EDF MK T 1041
(2.5%) . IFHRERAIED EHSHI (1.3%) Thotz, (KRR
W SRR RS &G & LR RBRICIR VT RER]
21519, B R 2 S 0RIERIEA DR ol UK
ZRH)

HREB 2 x5 & UTZRERARBRIC IV T MERIB45HIH, 74
Bl (21.4%) IZHRRMRAEIE I 2 S TeRIERAHE ShTnd,
FOER S DIL, JTHRER AR L5206 (5.8%) . BUN L5,
VT F = FREOBEEIE (32%). ERmeE (1.7%)
Tholz, UK
PERRAVAZ OFRMG 2 B & UM ERRBRIC B
T, MIEFI164661T, 48141 (29.2%) |[ZHEAHEMAERE &
DERERAP#RE SN TS, 20X b DI, 8515841
(9.6%) | N5 106451 (6.4%) . FHI62451 (3.8%) \ JEH43651 (2.6%)
Thot, KR (TEERRGE] DOHESM)
Hlias - #IES 2 x4 & U7 i i A 42861, 48
Bl (1.1%) (ZEERMRAEE R 2 & eRWERAHE SNz, £
DOERBOIL, IEEAPLRSH] (0.2%) . FEH6H] (0.1%) TH
ot Fio, BRES A5G L U RRE ARG Gk
B BE TR DEmOMBT) 369%F1H, 1261 (3.3%) (HE
RAEMHERT 2 G TRWERAS#RE SNz, TOERLHOI,

BMIES & 64 & LT AR O R A L C ) T
KEREI979561 1, 11041 (1.12%) (ZERARMAIE DL B 25T
BITER NS ST\ D, 20ROk, 1EIR2241 (0.22%)
THI14H51] (0.14%) . @ b Y 7Y & T A RIEH] (0.09%) . ALT

(GPT) _EH9% (0.09%). AST (GOT) LEH7#] (0.07%) T
botm, Fio. HEHRERAEICBWT, BHBMICEIT 58
TNV T A L A SEGSE (B2 OFIEMHIIR 5
ERGIT796] (BRI 14235 B AN O 551111761, 36
ALl ko bahxe2s)) ERESh=n, BIERIZA LD
ofc (FHEEKTE,

RIS % k52 & U 7= B3R O P i AT lc 35\ T
FAREBI3856MIH, 22851 (5.91%) (ZEEEMRAEMEOLEE) % & T
BIER S SN TWD, ZDEREDIE, @ U 7Y
¥ 7 A RIJE47H] (1.22%). ALT (GPT) |3-3641
(0.93%) . BUN - 5-33431] (0.86%) . & 11251 (0.65%) .
FHImEREA 1861 (0.47%) ThoTl- (FHFEEK TH,
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ERWE SN, CGETRIZ 2 E B )

BRI SRR~ LA TR 5 BRI IC BV T, 368f1H12
Bl (3.3%) ICRMERRHRE Sz, ToEeboix, kE
B, ATHERERF 452061 (0.5%) & Thote, (FETEZ2 e
TE W )

AN

& fn SR B A & LR BRI B WL T, RIE
BB | ERARMRAM R T 4~ 5 RIER XA Dol
(KRR

KIE 25t & U= BRERBRIC I T, REFI435 d . 245
(4.7%) IZERARREMAT 2 5 LRIER A #E ST 5,
FOWNIL, H#RERAMED L5, EHA15 (23%) TH
o7z, (PERIAIAGERE) (TERERAGE ) DIEZHR)

K 2 b G & U 7o R A R A2 369651 1, 341 (0.8%)
WCRIER NS Sz, TOWNERIE, SRE26 (0.5%) .
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(EKZ2EIER
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wE M AL (WO b SR EY)

@Bk (0.13%) . MEEERIERIE (0.03%) . ifi/ Mk
(0.05%) . FEFEVEME NEEEREWGERE (DIC) . I /M M
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@aMEE 4 (0.02%)

OFEPPRRAELR - S (B, TAE, . BIE.
BHEL., FERE, TAMAZEIE. FREL., MAEZ (0.24%)

e
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(HEXZEIEH

WO X IERDENICH DD Z EBH DD T, B
ATV, BESRD SR HEAICE, #5 2P Ikd
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B M AFEIESE) (O b BEEERERED)
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77 Ly w e O ERGICET 5 ERITD 2
VY, EERE LSEAICI, B, SHEREL O
TREEEITO 2 &, BHERTOREIDST
WY R 2 T 72 o T B RE R R 1T I 1
T, AMEEEENHRE SN TWD, B, IHER
WY THLHL T rEL (IEFRTIERES A
Ryvrzubenlt UTHFEET D) 3SR TH
v | ARFR O MEGENTIC X 0 i i 1R 75 %08
DI DY,

9. BALMDEE

FERNAATRE - PTPRIEEDIESNIPTP L — M HHY H L
TRAT L5 ESTHZ L, PTPY— b
ORI L0 | B GLATEDS ATE R~
AL, HICIXFAE R Z L CHEBBIRAKR S D
EEREGIHEZIRT L ENHE SN
Tn5,)

IR A R ARSI TEIEROWFREL ST, 2 —T 1>
TEELTHWDDT, FEREZ ST LR
<IRHEEDZ &,

10. ZOHDIEE

(1) 7y MRS XITENZEI0HEM, 64 AN
BeHLIRR, 7> FTiE500mgkg/ H LL ED# 5
T, A X TlX150mg/kg/ B UL LG C, K TIRE
DIRT ., WEROERRED - FHHBFRO B 729,
F7o, B MRV TThhiz, 1A1250mgl A2[A]18
TR R GRBR TIX, BT 28I
BTN,

Q) Ty PR~ R2ERKRORE LI E.
600mg/kg/ H #% 5 THET » MMTHARMED A o HH
OB I 5789,

(3) ~rvrmENE, v U R Y UNEEEMIEE T
W2 5B G, 1000pg/mLLL_E T YLt (R B O SEEE

EABEICHEMSEIO b R Y ooRBkE AW R
TrX, 250pg/mLLL B CYe R B OB 2 N S
B2, £z, = U AO/NMERBR T, B EEE
9 500mg/kglh &2 IR G- L7 & &2, /M
BT DY MR M ER O HBLER 2 0 & 72 1219,

(EWERE]

Ty AV, BRAOREH, T EF kI
FV6-FAF N7 ERT, N
eI S, v rsreELE LTH YA VA
YEHR ZFBLT 5,

1, BRIN

(1) mighiRE

EEERLAIC 7 7 537 v B U250, 500, 1000mg%

HERAOZKG L&, 77 537 0 E/WTESR

PCRE S, EPICIEEREY TH D2

vrube ARt Eh (KSR, miEh<o v

78 EVOIEYEER ST A — X TFROEY

Thote (FBH), X7 B ELDCuk T

AUCIHE G- BRI Lo T, RN N

L7z, (720 775327 1 EAT50mg®% 1 H3[ES

AMREROBS Lz &, KBS X &M

R BT, BRI ALITED DN o7

14)

) AENOARS AL - AEE, DEHE., kA
WZiZ7 7 A7 B E LTIE250mg (HAf
Ji3%) X1E500mg CRPRIEIE) % 1 H3[EIRE O R
545, £, HREEOBEMES OBA I,
W, FAIEZ Az ELE LTIE
1000mgZ 2 AFK G952 L $TELH, | T
H5,

(ng ;'/]]]L)
8 -

—o— ihlne
—0— bz

—— 1000ng

W RSRE

0 2 4 B 8 10 1z (hr)
[Eiia]
(FEHE = BERE, n=8)

B BEBACI7ZLVYBAELZEERRORS L

EEOMBHRIRV I OEILDRERD




7 7 L EJL®§E250 mg
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x® BRBRAICIZ7LYYOELZEEEORE LT
EEDORVVYOELDEMRERN/ANZ A —4

&5 . AUCq..,

o %k Crnax Tnax ( ’ tin

= pg ¢

il (ug/mL) (hr) (hr)

(mg) ®D H hr/mL)
250 8 1.45+0.36 | 0.91£0.55 3.84+1.32 1.84+0.57
500 8 3.21+0.62 | 0.78£0.31 8.611.32 1.97+0.32
1000 8 5.76E£1.52 1.0010.42 | 16.50+=2.33 | 2.03%=0.37

CPEIE £ AR AE (R 72)
Q) "AFTFRAFEYT4— GEANIZEIT S HAE)

Q) BLARUVBRBAT
IR > MZHCERR 7 7 527 B EL40mgkg
EROEL LIZE &, Toe (E50.5KH) O
IS mAE T OFISRE D TR EE 3 FE D BTz
2, FBEH2ABRICIIEE A LWL LI, £2,
FIHEZMET » MIROEE L =, RO
MAE AU RRIRE KV IRIRE CTh 203 B R~0%
TTIFED 5722,

MO o o o s e fr by, 5 REMEREHICST SRR MBS B
U7 | E/L400mg Z RN e 5 L TR L E)vAﬁ% . N
PR A AR 377 £ 8% T o 1219, HIRHERER = 7 B 7 1 B 500me & PR
G) REOLS OG5 L7zl &, BHREDIKTIZHN, Xy
B L O M S 2 0 B0 Taad LA 7 E /LD Conan e CAUCO NN, t1pDIER: L DR
JZAE L, Coak CAUCIHEE I L7278, BB PRIEE OB B ST CREHD.
RS & 72 B AL TR 129, TVT T =7 VT T RO P
I RENDES )T T ATERO IR T AR L,
o2, R HH R vy B ELOWKIEBRIEE T ORIE L
BB AT 7 7 A3 7 1 E L1250~ 1000mg % ] WERERT 5 LA MRS NID,
BOfh Lz &, Xy a oLk .
x& BHEBEERICO7LIYBOEIILS00mg% EE

ITRFTH Y | 24 UNDRFIZR v 7\
EARV6-FAF L7 n EANERENE
5 148(53.35~60.92% % 185.06~6.40%HEiE X .
Ty AT u VTR SN no T,

v MNFERAWEREHZB N T, 6-T A F X
I EAMNSAL T T E L~
X, 7y —AlEEA RO LRT, T A
Y — NV TCTEWEMEEZ R LTz, E22OMIGIIE
TIAT b RAF X —F DG RREE S 71018,

3. 9

(1) #HEHE GEANZBITSEE)
TR AT~ v 7 | ¥ 400mg & 1 IRE RS & ik P
b LTz & & OOFAAEMIT. 853+13.7LTh -7z
15)

(2) MIFEBFESE (in vitro)
ARy vael 6.4~16.0%

(3) mEFBITHE (doik/migH) (in vitro)
Nyvraen o 1.07~1.1729

4. O
<HBE>
(1) WRARERGE
T MIHCHEGR 7 7 A 7 u B ERE LR
L., 77 A7 ELOWRINERN L NE EER
THY ., ENEOWIIIIDRNT ERRBRINT
[APSEDR

BOBELELEZEDRUYIVHIOEILDEYERE
WESS A=A

CLcr? Crax Tnax tin
(mL/min)| (ug/mL) (hr) (hr)
fatERE AR A (n=9) 9249 | 2.83+0.28 | 0.89+0.10 | 2.15+0.17
wpee | BEEED | 7056 | 3.26+031 | 0.79£0.08 | 2.47+0.21
Micg (R 4316 | 4.45+0.64 | 1.38+0.29 | 3.87+0.50
(n=6) | ZHE® 1846 | 5314041 | 1.13£0.22 | 9.85+3.12
AUCo.. CLr TR TR
(ug-hr/mL) (L/hr) (70;_41?:2?;
fREERR A (n=9) 8.20+1.02 31.944.2 58.4+3.5
wpshe | Y 8.76+0.82 273427 58.0+3.3
pisE | hEETY| 26.08+7.62 10.8+2.2% 54.145.1%
(n=6) | g 71.03+25.96 3.240.7 37.244.2
CEYfE = mdEgnze . + o P S ERERZE, o n=5)

1) B8 - 60 <CLer < 80 mL/min, H&Ef -
30 <CLer <59 mL/min, &/ : 5 < CLcr <29 mL/min

6. FFEEEEEICETIEDHE GREACEIT S

®
REEOEBEEBRBEICT 7 5V 71 E L
500mg % HEIRR D5 Uiz & & | B AT
T, R 7 B ELVOCuanxDIE T, Tmax®DHEE 37
SN H DD, t1ip RAUCITITIZEZ B D o 1=
D, ZOFRRENS, HREEDOSH HBEIZBT LM
BEESISELRNEEZ SN,
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7. BEREICEIT DR

&g (65~T3 k. Z VT F=v 27 )7 T AHE
SE85mL/min) (27 7 AL 7 1 B L250mg % Bl
BOgLLEZLE, 2y 70 ELDCunk
AUCIHEIHERERR A (20~275%, 7 L7 F=v2 07

7 v ZEFEI89mL/min) (ZHARTE NS H DD,

FOEALDOREEIT/ NE o722 D BERO D
HEICE-TT7 72370 EVOME - AEEZH
T D ME TN E E 2 D),

8. EMHAERERA (SEAIZEH TS

Tyhvruent vaSrl ) —nN, TET 4
VoXFzvaxv ot offfREIZEY, 77 L
7 BV RN S O S 0O s RE I BRI
MICABRBIIRD b hoTz, £, 77
L gabe) v ATV TaryTr 0l
RS2k, 77 Ay 7 v e oRpEEICE
RN B EALITRRD B LR - 722972,

(ERPRRE#E]
w1, BfiEs

()

HAIRIZ IS5 1E]250mg] H 3[E]#% 5
EHNTEBINT- AT V7 0 VR &
BiERER GE71EEE . 55561) I\ T, 4
TOHMIES ORESALNEET 2 ETo A%
T, AF| (1[E1250mgl A3EERS) OARTvraE
JUIEERYE (1[E]1500mgl A2[E1# 5-) 1Zxbd 2 S
AHGFES N7 (N — FE0.918, (FHEIX[#0.774~
1.088),

F 7=, Kaplan-MeierfH# O LG Tlrx, AAlE T v
7 u EIVHERRIE O 142 C O BEHHEZ ORI O
TR OWERIIM L THREILTERY, [2ToH
WIS DR TN E T 5 £ TO HE D50%
SIZWTHHB6H Th -7z (NBH) 30,

I (%) (PPS)

1004

60
S04
40
20
20

104

T biedr o EARF(2TO)
——— AT ey a AR (2760

M (H )
AEETOBIZET $Kaplan-Meier Plot

(2) FRMEOBMAZ I3 5 1[H11000mg 2[0]#5-

[N CHM S 7z FREPEDQ B S (D E~ /1S
AR~ R) BE MG L LT TR
xR B R Gooktia . A MR X
LM & L T37341) 1T T, B ICHRTICA
AT T Z R A S, RO YRR

P ORFIH LANIZAFAI1000mg X i3 7" 7 AR & ARHE L |

WIEIARFED & 1205 £ (FFA#IPH & L To~18MkFH
%) ICAKN000mg X ix 77 B ARERE LTz, £D
fili B THEAIIE DT X T OREEBALA TGRS 5 F
CORE ] 22V, AHl (18]1000me2[a]# 5-)

D77 B RIS D EEBE D BREE S A7z (P=0.008,

NP — REE1.33, 95%(SHE X [#]1.08~1.64) 3,
SEERE (5 (lTT)

—— 77 Ao LEE (18560
100 . 7o R RE (1884

BEBE, SO EE(HTE)
AR E TORFMEIZBE Y dKaplan-Meier Plot

2. #QRED

ENTEmBINTT V7 v EAstiR _EE R
AR GH50ERR . 47161 1ZFB VT, JREENLATE
ST 5 E TOREKT, AF (1[E500mgl A3
E#E) OoT7 7 e (1E800mgl H5EHEE)
R BIELENBGE S s (D — REE1.080,
{3TEIX [0.888~1.312), % 7=, Kaplan-Meierfi#z ™
TR, AFIE T V7 v B OSSR ELED
HERB I L CHIEL L T 0 | s iifi b= CToH
BO50%HITNTNETE THo7 (IBR) 32,
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Jere ek (PPS)
1. 0 =

u,g; —— 7y AL OEILEE (210M)
0. 8 === FLoOELE (216H)

0.7
0.6
0.5}
0. 4!
0.3
0.2!
0.1

0. 04

28

B Qi)
SEemMEIEETOBRHIZET SKaplan-Meier
Plot

-3 F-21:)
1. ERABF

7y A7 a e, IRAGBESHICH =T

IEHARE R 7 a B ICE R AN, Ry
78 EJIA LR ARED A VARG N IZ B0
T, DA NVARAFKOF IV FF—FIcky —V
Vb E, EICEEMRBRY S —BIc kY =
U BB (PCV-TP) & 72233939, EGHIIRANIC

BWT.PCV-TPIZ Y A L ADNAKR Y X T —¥ DRk
BO1OTHLTAXVITT /v =0 VR
(dGTP) ¢ HAMIHIT D Licky ., UvA L
AZDNAR U A Z7—EEEHEZ R, £z,

TANLADNARY AT —¥DOHEL LTYA L
ADNAICIRDIAEND Z LIZ& Y, U A /L ADNA
M EMAEFEN 2RI, DLEOERICLY U1
NADOHIEEMEIT S EEx 6N, vy rn
e VDB B TH H— U R kTG
HIRAPICEIET D IA VAR F IV I —F
WL D720, U ANV ARG D AT

Lt D EFEZBND,

F 7o, Bl L2 A L 2R OB R Y i
WIZ I 1F 2 PCV-TP D -1 132 11 £ AV 10WF ] K
UR20/FRIP3D 7K » ARIRIEIE U A /L 2 G
31T HPCV-TPD - 139. 1IR3 T o o 72,

2. \iUMILRIER

TEMERE R v 7 v BT~ LR 2T A L
AV RO AR - R U A L 2T LT
PLo A NVAER (BEEMII T 5 U A LV A LEGE
HHEIER) 2R L, Z DICsofEI R Hfli~ L2 2 7 A
VA TH R 2Bz 5t L Tl E L E 04~
0.6ug/mL K% TN 1~24pug/mL, /K « #RHE2 7 A
JL 2R L TIEL.9~5.1pg/mL T & o 723074,

(AR5 I HEEFEMHMER)
—f%4 7 7 57 v B (famciclovir) (JAN)
L5244 : [2-(acetyloxymethyl)-4-(2-aminopurine-9-yl)-
butyl]acetate
433 0 CiaHioNsO4
Sy 32133
HEER

(=}
A

b A 102~105°C
Y NER A VNS = B e M = R R G TR Rvat o T U
OHERTH 5,
TEr=F IV, AE =) =X ) —)
95 XIINN-C A F AT ® b7 I FITET
P <L AKIZRRBFETIZ W,
(kL LEDER)

TAI e —RE%, LERTCRETLI L, K
FNIHIC LV EETEZERND D, BALELDIT
FERHLRNWZ &,

(8 %]
PTP : 4288 (68X7)

ok [EEICH]

1) Boike, S. C., et al. : Clin.Pharmacol.Ther., 418-26,
55(4)(1994)

2) Davy, M., et al. : A study to determine the
pharmacokinetics of penciclovir following single and
repeat dosing with famciclovir in healthy subjects and
subjects with varying degrees of renal impairment. (1
&R

3) Jorkasky, D. K., et al. : A study to determine the
pharmacokinetics of penciclovir following single and
repeat dosing with famciclovir in healthy subjects and
subjects with varying degrees of renal impairment. (1
P&

4) Pratt, S. K., etal. : X7 1 BV OBEREREEH

M SIPRAE L7k} S CE i =¥

5)Ridings, . E. : 7 7 A3 7 1 E O AR
WNEEH

6) Fennell, S. W. : 77 A 7 B DA X ER DK



7 7 L EJL®§E250 mg

1.8 HfIXE (V)

Page 9

H3RBR (LN & B
7)Bax,R.: 77 LV 7 v BV O FFEMEZR LR
Yu i T ORBREENEEL

8) GreenhilLR.W. : 77 A3 7 B EADT v FBAR
TR (N
9) Smith,P.J. : 77 AT 7 B ENVD~ T AN AJRMER

BR(fENE B
10) Rees, R. W. 1~ 27 10 B L D Z2IRIE BHER (11N
2320

11) Carlton, J. B. : X 7 1 /L OYeb (R B g 3B (+E
PR

12) Gilbert, P. J. : X2 v 7 1 B L O/NMERBR(HENE R

13) Carlton, J. B. : ~2 37 1 E L O/ MEBBEFRBR (H:PY
g o))

14) TRE 2 . SKWERE, 547-55, 11(6)(1996)

15) Schubert, C., etal. 1 7 7 L7 &1 E/L DB A
BT D AW HIR =R RN R

16) LR 24« EHE L IR, 117-27, 24(7)(1996)

17) Clarke, S., et al. : Drug Metab. Dispos., 251-4,
23(2)(1995)

18) Harrell, A. W., et al. : Drug Metab. Dispos., 18-23,
21(1)(1993)

19) Pratt, S. K. : X7 u EADMBES 37 fEE G
PR

20) Yeulet, S. E. etal. : ~X> v 7 1 /L O ERBEITHE(RE
W& E

21) Filer, C. W, et al. : 3RFR & JR¥E, 159-83, 24(8)(1996)

22) Boike, S. C., et al. : J. Clin. Pharmacol., 1199-207,
34(1994)

23) TjE 2 : 77 A7 u L OEREICET
IERE(HENE R

24) Davy, M., etal. : & A F 2RI
U\ BV OIEYEIRE(FENE R}

25) Prince, W. T, etal. : 717U J — LFHEFICI T 5
77 L7 a L O EIRE (N R

IZBTF 577 A

27) Glenny, H., etal. : ¥ 2% OEWENREIC K5 7
7 Ly 7w &G O BENE R

28) Haveresch, L, etal. : EFIREEICBITH Y IF
OFYBREIZHT D7 7 v a BRSO
WA RENE L

29)Kelly, J. : 71 2 % P AK S
7 v e OEYENREGENE E

30) IS Efh : FRREZE, 285-307, 29(3)(2013)

30 I EAh . HERRZ£35E, 488-96, 35(3)(2018)

32) ARH  E 0 At FRRELK, 825-48, 24(9)(2008)

33) Vere Hodge, R. A., et al. : Antimicrob. Agents Chemother.,
223-9,33(2)(1989)

34) Earnshaw, D. L., et al. : Antimicrob. Agents Chemother.,
2747-57,36(12)(1992)

35) Bacon, T. H,, et al. : Antivir. Chem. Chemother., 71-8,
7(2)(1996)

36) Boyd, M. R., et al. :
1238-42, 31(8)(1987)

37) Bacon, T. H., et al. : JE RSB ICH 3220 v
71 NI A IV AER (RN E L

38) Standring-Cox, R., et al. : [} UK [E ERAR 53 BRI
I o 7w e DR A L AERGFEREED

39) Standring-Cox, R., et al. : ZE[E, K[E K RLF—fF
RATBERRIC T 2R v 7 m B OBy A L A HE
M GEPRE L)

40) PE  5A—  AFRERAR T EERR IS o~ e e
IVDHLT A NV ANER (FENEEL

41) Boyd, M. R, et al. : Antivir. Chem. Chemother., 3-11,
4(S1)(1993)

FTBHT7 7 LAY

Antimicrob. Agents Chemother.,

(CEkEER L - HREIRICET 2 8BLEhE %)
FEERICFEH OSBRI ELTH TR
FERT S0,

< URERASEHE RRER T 2 —
T531-0071 KPRAAL X AHEE-11-1
TEL : 0120-12-2834

26) Daniels, S., etal. : 747 4 U U PFARFICKITS 7 7
LY 7 m e ORI E RN
®FFRPSAR
7 WE B =i

‘maruho vuikirait
KBRMIEXRE1-5-22

JEIER D7 =V E4L

*RABTAEXEXAN-TE1EF2S

JINIWT4RX T7—<AG

) NOVARTIS
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1.8.2 hEE - HRKR VAL - REOFRL I Z DRERN
1.8.2.1 heeE - R () LT DERERM

[ZhAE - ZhA]

HL 2

ERINITRZ

[Ex E AR L]

AAEGREE A TAGRHFEIL, FREOBMES (DB A IRV R) OB
WX E - IEOBINTH L, HIBE~SVARZ R OEERA~VRZADOFFIE, BARO THHE
2 OFBICEEND D, IEE - WRICEEITZR 0,



1
7 7 L EJL®§E250 mg

1.8 RAXE (F) Page 2

1.822 Rk - AE (B) &ZTDHERM

CHIE - &
HliE 5
W A7 7 A7 v el LTLERS0 mga 1 H3Efk A G545, £/2, BREMED
HAIRZ OSA 1T, W, BRAICIEZ 7 A2 7 1 EJL e LTA1000 mgZ2[m# 0% 59 %
e TESL,

BRI S
WE. RAICIZZ 7 537 m L e LTIES00 mgZ 1 A3EFEA#E53 5,

(I« THEBIEAELENNS))

(R EAR L]

ENIZH T D RIS IER O BRI O PR T A NV AEKOBRETH Y | W,
SHREERE XND, BAFIAIALR T A L A IRFS X AP TR ET 22 EREE L
EINTWD A, FEREIK TIEZ < O HMIEZ B BRI ORIEYER 258 L T\ TH, 20
N2 2 2 e EEL <, BEITIRRZBAATE TWhL,

Z 2T, HAEZ (FRAEMES 2 50T X Comil) 1[CT 2 A A OBEAGEHE - HE (7
7Ly /ueL (LLF, FCV) & L1250 mgZz1H3[A], SAM&EYS) 2z T, FhE TR
L ST WD FR R B2 O R EENER 2 ERNIE AT L 2 & 2 at L7,

AFN DRI OV T, SAERRERBR O R, B OB~ L6 L TIEFCV &
L C750 mg#Z 1 H2[F], 1H A5 XIX1500 mgZ 1[RlHe 5 (R G-&E LT1500 mg) , FRRAIMERR~
JLAR AT L TIL1000 mgZ 1 2], 1HFRL (b5 L T2000 mg) DA NMER V22PN
el ST\ 5,

—J7. ENTIE, RAKROCEELZ O, BBEAVANZA ROV & B2 T,
(IS | 220 - IR E LClRI—oME - AR TEARBIN TV D, Z0 X 5 Z2ERNOHEE
P AN OB G EZE E 2 5 & REENRROHE - HEICEWTH, IR HME
% (AR~ ZSUIMERR AL R) (26T D 2D HE - HREE L CHRET DL Z LM L&
2120 TOFBZITHESE | FRE OBV K OFEBEBIMERRA~ LA OMFR O B 255 &
L7cENFENHERARZ I L, AR O ZeEa R oZ s & L,

7B, ENTHEIZEORWE—OHE - HEZHET HICEE L TX, ZaMICHED W
AN TEHEZHRET D2 ENHEUTHL LYWL, BARANKOSNEAN DK B REITIELI L TV
722 & (2722 8) 6 SNE ORRRBR RS 2 22 (T E NI ERER O H 1% - &4 111000 mg,
1H2E], 1HE#EEE LCERTDLZEE L,

EPNFEIFEE (MS21101-02:858) 1%, A OFERBEMEZ (FRAM OB~ L2 FIsil
PEEE~ILARR) BEZRIRIZ, 7T BARRIR T E SR TR LGB & U CEME L. BiIBRER

U BHREEICB W CTHWEHETH 28, Bk, FU TESSOEME, HEVE, Z 25EE) %
B TPHER] W) REICRE LT,
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7 7 L EJL®§E250 mg

1.8 RAXE (F) Page 3

GEFEE, bV b VRS FEEFCFCVZ1E1000 mg, 1H2[E], 1H#S L& & 0FMER K
LR R LTz, 728, #RE1ET7 v 7 MERRCIEERIE (RADUL T 7|88) 24005 S, H
& D RIBFAE IR FE BLEL 6 AN IZ AAN 1000 mg 3T 77 AR 2 RIE L, HIEIAREK O 120 1%  (FFR
HPH & L Co~18IREfH]1%) (ZAHAI1000 mg L7 7 AR & fik#E L7,

ZORER, AL OWT, EEFMIEE TH 5 [HMREZ O T X COREML N IRE T 5 F
TORM] OFREIE, AHI1000 mg bidBETLTH, 7T RBETSTHTH Y, PREOREM
13-1.050 CTH o7z, 77 v REUIKT L2AABEDO AT — REIZ1.33TH Y, 77 R T D
HEEE S REE S U7z (P=0.008, #1.8.2-1),

x 1.8.2-1 BESOITRTORESLAER T 5 FE TORME (mITTT) (M521101-025%5%)

PR it B HR A 0D 75 ANP— R PfEe
(f51%) (95%(E #E X 2 (95%f= #E X [#]°) (95%(= #E X [H]°)
FCV1000 mg b.i.d. 47 -1.05 1.33 0.008
(185441) (4.2~5.0) (-1.70~-0.40) (1.08~1.64) :
7SR 5.7
(188451) (5.2~6.0)

a : Brookmeyer and Crowley method(Z F:-5 < FHED(EHEX ] (SAS proc lifetest)

b LAY A2 A OIS EIX T 5> & B

¢ : H G OYRT A SIS & U 7= Cox b~ — RENF AT

F 27.3-6/0 55 (—ERkZE) . HfE R YR B2 - H

*1: mITT (ITT»>5 Aborted lesionfiE 5] & BRU N2 2], Aborted lesionfiE# : HHMIFEE D FERIZIBWC, ALBE -
B LIS D B35 I3 70200 AT HTERAE IR 0D F2 T RIB M 720 & IRBR EATEE Rl XX TEBR 50 FH Rl A3 )W L 7= JEB1)

Fio, BEMEIZOWT, REBBENGE T RWEERLORIES T, AAI1000 mg b.id i
T5.3% (14263f1) . 77 AREETLS% (4268%]) Thol, ZDH 6, AFIRECHE L &
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) THotz, ZNHOZ ENG, FHE - HE (1\1000 mg, 2[EES) OB, RS
EIZBWTHZICRWER & L CRtlid & b ooz,
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REIB AR IZ W T, AHID B AN KUk
EANOEYEREITFLLL TWDHZ b,
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REIENEE)
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WIS 3t g & Lo i A, B ReksE
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% 45 T | AL 7 7 5 BRGS0 mg(18EH T 7 AL B EV250 mg EH)
gl JT B
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B 2 (mgkg/H) (mg/kg/H)
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BL AL
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5321 MEEBHGHBRREE

BASK ¢

5322 FRBRUVEMHEFRARRBESE

BL TR

5.32.3 tOEMEFRFEMERVRBREREE

B YRR L
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ERE =

EE

e

SR

ES/ 0
(EHHEsE)

Fo#GE - 2ot

Al =
DR

533.1-1

TRER, FHET, R
3%, PR ), Rl
iz, FiE s

Famciclovir . [a] & OV 18 # 5ok
MZBTHIRNENRE.

SR EHE 1996;
11: 547-555,

z%E

5.3.3.1-2

P Az, B, &
IS RN CEGES
REAIEL, v ) (.

T7 A7 VO EIFEER R —
(AN YN L L AEIFSAN 0N
RO 5RO —.

HEPR LRI 1996;

24:1509-1516.

W
;N

533.1-3

Pue MA, Pratt SK,
Fairless AJ, Fowles S,
Laroche J, Georgiou P,
etal.

Linear pharmacokinetics of penciclovir
following administration of single oral
doses of famciclovir 125, 250, 500 and
750 mg to healthy volunteers.

J Antimicrob
Chemother 1994;
33:119-127.
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5351-1 Lok g %l”*ﬁﬁu’%ﬁif%ﬁﬁﬁ 2016423 H ~ = N TN o facp =5
TR TS bRk R U R e 201747 1 S il B
D RS —
A randomized, multicenter, double-
blinded controlled study
to compare the effectiveness of a single [
PR
e ___ |dose (1500 mg) of 20034£10H AR T 1 7
5.3.5.1-2 //VVP;;JT ~ |famciclovir, one day (750 mg q12) of|~ s+ (nﬁ:&&gﬁoza B
famciclovir and placebo 20054F1H 2403)
in patient-initiated episodic treatment
of recurrent herpes
labialis
Randomized, double-blind, placebo
controlled, multicenter
study to assess the efficacy and safety] 2 0. £E. I R
5.35.1-3 I\ VF 4 A7 57— |of a patient initiated o TR RS &
35.1- ’ . o ~ S+ P =
th: 1-day treatment with famciclovir 1000 ZO.EI B (FAM810A
mg b.i.d. for recurrent 2402)
genital herpes infection in
immunocompetent patients

5352 EXEBHABRREE



77 LE L §250 mg

1.12 HfHEH—E Page 6
5353 ERORBRMEH € TRFLIBEE
CTD No. e o ES 2 s, AV =
SHED W F FHIN | i e | B Z Ot PR
5.35.3-1 Atk |RRORBBEEDEORITLCE B FERER B%
5.3.5.4 ZOMOHBRBRES
HUG R
536 WEREOEAERICETIHREE
CTD No. . S ES R N el =
N _ PERIODIC SAFETY UPDATE
5.3.6-1 SIVTARITT IREPORT (01 Jan 20ff] 0 31 Dec| —~ — —
20
5362 I3V TF 4 A7 7—-= |Interim PBRER-PSUR Statement (01 - N - -
- At Jan 20] to 30 Jun 20
W77 —~  |FERBERRICET s Ey| B B
5363 PRt | R LA A7) Sl
Ty —~  |FERRERRICET oz ey , B B
5364 [T £ M P Ele
LTy —~  |FERRERRICET oz Ey| o B B
5365 BoCArE | Gk sl Ele
77—~ |FERRERRICET ok ey ] B B
5366 Mot [ R G sel) Ele
W77 —~  |FERRERRICE T ok ety ] B B
5367 Bt [ R R TR Ele
Wb r—~  |[HERAERR T etEy| B B
>368 Motadt [ (EaL2m - R s B
537 BETF—A—ERRUEHES
CTD No. - . ES oy Wit 25
EEEE s F I | oy iy | SR EOM o
5.3.7.1-1 — SEF—E RG] - - - -
B . e e 20164311 ~ e
5.3.7.1-2 v VKRSt [ES]—EZ (M521101-02) 2017457 A [EN LR FEAIG
PR 2003410/
5.3.7.1-3 i JiE 51— % (FAMB10A 2403) ~ s tHNEE 5%
200541 H
- 20+l
53.7.1-4 ”””’”577"7 Sl — 5% (FAMBLOA 2402) ~ Wt PR B
20
" N A BB AR S TRl D — B 3 B B B B
ol (52511
B o |EEmEsEsEsEmo—EE 2016530 ~
5.3.7.2-2 AR [(\821101.00) 201747 ] M anal gt Al
53731 B WA E F RSB0 B B B B
ol [ %3]




77 LE L §250 mg

112 RTER—E Page 7
5.3.7.4-1 _ e PR R A i e A B S B s S T . - - -
> Blo—E#E %5
5.3.7.5-1 — BRI A O ZE B X [R5 ] - - - -
5.4 BEXHE
CTD No. . s s FEhamET Al 25
Qﬂ%‘é% %%‘ FiE %Fﬂ/ﬁ;qflﬁl:] (W/(@M‘) ?Elékum D DR
AL AY A JL A Bl LA A
JVAHSV)EAKG « HPRHEB T A LA H 6 2006: 64:
5.4-1 ZNED N (VZV) 0~ ~SR A L R RYIE DT - - 306_"310 T 55
JRET IS /LAY A )L AEYLE '
(BB B FEI) (269 D IR,
ARG A JUARRGIE 4 PR C L E 2006 64
5.4-2 ZN i ED N DI LAY AV ATRYAE FE FGRIAE 95 9”8 T 55
Ik, B
Spruance SL, Overall .
ceo [ewkmen[Pemtmmamorsrees | e |
Krueger GG, Pliam V, antiviral thera ) 1977; 297: 69-75. -
Miller W. py-
MR ERZ T - 18
5, AHNBL, HAHARTA
5.4-4 AT, eEREE, L [HERRLSA, — — 2016. A 1k BE
JUE T, )1l . JESTE 2016; 27:
64-68.
- . R BRIR =K
) HRHE A, AREYZ, o e . B B o AR N
5.4-5 VERE T B, AIVARATT—T N A Hifdi~ LR, 5_17;%91:, 2002: %%
Pathogenesis of recurrent herpes Oral Surg Oral
5.4.6 Spruance SL, simplex labialis. IV. Maturation of - - Med Oral Pathol P
’ Wenerstrom G. lesions within 8 hours after onset and 1984; 58: 667- =
implications for antiviral treatment. 671.
BRAHEMRZ BT O BE G 7B W< € 2013; 29:
- — — HE
547 SR UQOLIZBIT 57 4 — Nl 137-149. >
EAARTNE, SR 7, [PERRA I RABEOFEREBI OB X I e
548 SEZIT R, | T EATIIC AT — o F— kg | — S il B
SEIRHES, FAHR . [BU7- B AR — :
The natural history of recurrent oral- Semin Dermatol
5.4-9 Spruance SL. ; btory of recurrent or - - 1992; 11: 200- BE
facial herpes simplex virus infection. 206
) Con e g g ANIVRAT A JVAREYLE Z2 W TE R - - - H li& 2006; 64 Sate
5410 i Yy i g i 55-58. 2%
D —, )1
[N T W
s . " PRIBE T ORI
A4- WL Ml IS, — — . 5
Al PR b 2017-2018. F: g
FEYL A 2017:
175-176.
FEINE Y
ARTA -t NE}
5.4-12 AARERMm AR R, [CQLOL P~ AD BB LR _ _ S KeAm2014. 3K P
‘ AAFEmABIES. |IX? I HARER R =
NP E R EH A,
2014: 1-3.
fEHKR, =R
A, R R
. . M. 4 A DOIRH
5.4-13 VSUPN EURIoRZ - — %
lL3UPN i i $E 512017 4E i e
HOR: BB
2017: 1207-1208.
———— —TTlen P T
5.4-14 ﬁ{;ﬁﬁk77 <Rz ;;L\l: JL@®FE250 mg ¥RAF ST, 559 - _ 2016 sz
=TI
TG« AIATTA L |73V w7 Z®FE500 i 3. 5513
- , — — %
5.4-15 oo i 2014 5%
TIUY AIRITAY |V E Ty ZA@FE200 N 3CE. Hil4
. — — i
5.4-16 e i 2015 5
p PEZRA VA AT I Derma 2008; 147:
- 5 =S — — ! Bt
Sa-Lr FIARZRE, KRR (suppressive therapy). 23-29, 2%




77 LE L §250 mg

112 FFEN—E Page 8
Dennis L. Kasper,
Anthony S. Fauci,
Stephen L.
Hauser, Dan L.
Longo, J. Larry
Jameson, Joseph
Loscalzo, ed.
5.4-18 Corey L. Herpes Simplex Virus Infection. H?”'_SO” S BE
principles of
internal medicine.
19th ed. Vol 2.
United States of
America:
McGraw-Hill
Education; 2015:
1175-1183.
World Health WHO guidelines for the treatment of World.He.aIth.
5.4-19 L . " ) Organization; 5%
Organization. genital herpes simplex virus. 2016
Sexually
Workowski KA, Bolan tr_a nsmitted
GA: Centers for . . dls.easgs treatment
5.4-20 s Genital HSV Infections. guidelines, 2015. 5%
Disease Control and
Prevention. MMWR Recomm
Rep 2015; 64: 27-
32.
Patel R, Alderson S,
5491 Sg{:;t:;’ Nilsen A, European guideline _for the IntJ STD AIDS -
Lautenschlager S, et al; management of genital herpes, 2010. 2011; 22: 1-10.
IUSTI/WHO Europe.
- AFR D FFER B IZ ORI EREIC g = 3K 2013; 29:
>4-22 SRR B3 57— M. 151-160. il
P FEEERR SRR D R &R — F i Bz 12 3
54-23 AR AT AR DB ). 2012; 29: 52-57. %
http://iwww.mhlw.
5.4-24 AT B PRI YYE S go.jp/topics/2005/ B
04/tp0411-1.html.
Mode of action of 9-(4-hydroxy-3- Antimicrob
5 4.5 Hodge RA, Perkins hydroxymethylbut-1-yl)guanine (BRL Agents Chemother| e
RM. 39123) against herpes simplex virus in 1989; 33: 223- -
MRC-5 cells. 229.
Earnshaw DL, Bacon [Mode of antiviral action of penciclovir Antimicrob
5.4-26 TH, Darlison SJ, in MRC-5 cells infected with herpes Agents Chemother| e
Edmonds K, Perkins  [simplex virus type 1 (HSV-1), HSV-2, 1992; 36: 2747- -
RM, Vere Hodge RA. |and varicella-zoster virus. 2757.
T. H. Bacon, J. Inhibition of varicella-zoster virus by ég:zlr\r/:ir;lry &
5.4-27 Gilbart, B. A. Howard, |penciclovir in cell culture and B
R. Standring-Cox. mechanism of action. Chemotherapy
1996; 7: 71-78.
Center for Drug
Center for Drug Recurrent Herpes Labialis: Developing E\é?éﬁfnjgd
5.4-28 Evaluation and Drugs for Treatment and Prevention ' 5%
X Dept of Health
Research. Guidance for Industry.
and Human
Services; 2017.
Horio M, Orita Y, Formula and Nomogram for Predicting Clin Exper
5.4-29 Manabe S, Sakata M, [Creatinine Clearance from Serum Nephrol 1997; 1: BE
Fukunaga M. Creatinine Concentration. 110-114.
5430 Cockcroft DW, Gault |Prediction of creatinine clearance from Nephron 1976; sE
MH. serum creatinine. 16: 31-41. ~
T;’%a Ei?if Famciclovir B [al & O e G- ok L EIRE. 1996; .
>4-31 S SRR BT\ 1 b 11: 547-555 &%
iz, o A, - ) )
B‘?@T’U\Z, q]ﬁil?h £ 77AV7UE/V@%|TEEE%§‘&% - %@&{A‘}é—( 1996:
5.4-32 FS—, SiARRTAT 3., | N a3t e D HEIRB LUK 24: 150§-ig16 ' 5E
REA T, PER AR |[ER RGO M-, ’ ’
Pue MA, Pratt SK, Linear pharmacokinetics of penciclovir .
Fairless AJ, Fowles S, [following administration of single oral J Antimicrob
5.4-33 ! o . . Chemother 1994; B
Laroche J, Georgiou P, |doses of famciclovir 125, 250, 500 and )
33:119-127.
etal. 750 mg to healthy volunteers.




77 LE L §250 mg

1.12 /T EH—E

Page 9

Strand A, Patel R,
Wulf HC, Coates KM; |Aborted genital herpes simplex virus Sex Transm Infect

5.4-34 International lesions: findings from a randomised 2002; 78: 435- B
Valaciclovir HSV controlled trial with valaciclovir. 439.
Study Group.
3 7 N AFE, = . o R N =

6435 mm g B R 0 B~ o

‘ Z LTS, VR A 4 IR BT 1998; 9: 78-81. >z

— B, TG,




	1.5 起原又は発見の経緯及び開発の経緯
	略号一覧
	目次
	1.5.1  起原又は発見の経緯
	1.5.2  開発の経緯
	1.5.2.1  再発型単純疱疹の病態
	1.5.2.2  再発型単純疱疹の治療
	1.5.2.2.1  国内の治療法
	1.5.2.2.2  外国の治療法

	1.5.2.3  再発型単純疱疹の治療の問題点
	1.5.2.4  本剤の開発の意義

	1.5.3  開発計画
	1.5.3.1  非臨床試験
	1.5.3.2  臨床試験
	1.5.3.3  特徴及び有用性

	1.5.4  参考文献

	1.6 外国における使用状況等に関する資料
	1.6 外国における使用状況等に関する資料
	1.6.1  外国における使用状況
	1.6.2  主たる承認国における添付文書及び企業中核データシート
	米国FAMVIR添付文書
	米国FAMVIR添付文書 和訳
	英国FAMVIR 125 mg添付文書
	英国FAMVIR 125 mg添付文書 和訳
	英国FAMVIR 250 mg添付文書
	英国FAMVIR 250 mg添付文書 和訳
	英国FAMVIR 500 mg添付文書
	英国FAMVIR 500 mg添付文書 和訳
	FAMVIR125 mg, 250 mg, 500 mg, 750 mg tabletsCore Data Sheet



	1.7 同種同効品一覧表
	1.7 同種同効品一覧表

	1.8 添付文書（案）
	1.8.1  添付文書（案）
	1.8.2  効能・効果及び用法・用量の案並びにその設定根拠
	1.8.2.1  効能・効果（案）とその設定根拠
	1.8.2.2  用法・用量（案）とその設定根拠

	1.8.3  使用上の注意（案）及びその設定根拠

	1.10 毒薬・劇薬等の指定審査資料のまとめ
	1.10 毒薬・劇薬等の指定審査資料のまとめ（現行）
	1.10 毒薬・劇薬等の指定審査資料のまとめ（追加）

	1.12-1 添付資料一覧
	第3部 品質に関する文書
	第4部 非臨床試験報告書
	第5部 臨床試験報告書




