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RERVBES—E
JiiEis b (—ix4) 3 20 Fh >k
7 7 L7 | V| [2-(acetyloxymethyl)-4- </N fN Ji R
Famciclovir (2-aminopurine-9-yl)-butyl]acetate )O]\ N N)\NHZ
JAN: 7 7 L 7 mE L HaC 0/\¢
r-INN: famciclovir OTCHS
ov s . O -
N7 | EJV (9 [4-hydroxy-3-(hydroxymethyl) . Rt
Penciclovir  |Putyllguanine 4 /'\lf (FEE 1K)
r-INN: penciclovir N N/ NH,
m/\ﬁq
OH
W5 B L TORNEH
ACV aciclovit/7 7 1 /b
FCV famciclovir/ 7 7 L3 7 v BV
HSV Herpes simplex virus/Biffi~/L~_X X 77 A JL A
HSV-1 Herpes simplex virus type 1/Hiffi~/L~_ A 7 A )L A1
HSV-2 Herpes simplex virus type 2/Hiffi~/L~ A o7 A )L A 27
ITT Intent-to-treat
JAN Japanese Accepted Names/ H AX [ 38§ — i ) 44 1
PC Protocol-compatible
PCR Polymerase chain reaction
PCV penciclovir/~<X> 7 1 /L
PCV-TP penciclovir triphosphate/~X> 37 1 B L = U U ER(LAK
VACV valaciclovir hydrochloride//N 7 o7 v b /L FRH
VZV varicella-zoster virus//KJg « I E 7 A )L A
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1.5 BEXIIEROBBRURKEORZE
151 BREXIIEROEE
1511 [ZL®HIZ

7 7 A ELCEE250 mg (KA X, 77 L7 v/ (famciclovir, FCV) #=HZIE D &5 541
TVANAIETH D,

FCVIZ, AIAZTA v - —=Fx otk Bl 777V « AI R T4 4%) TRHESNLZTY
VEKEAETHIEEMTH Y . WUNEECHITR v 7 1 BV (penciclovir, PCV) (2t ST
Lo A NV ATEEZ RS, PCVIL, Hffi~ LA 7 1)L A (herpes simplex virus, HSV) KUUKSE -
HARIEIE ™ A L A (varicella-zoster virus, VZV) OEFEIMGIER Z T S DO, IRIERFOIGIT 23
BN Z N BWIR O S E % HE) & L Cdiacetyl-6-deoxyds B8 TH HDFCVAARL S, BOHLY
A NVAHKIE LT SN,

AR OEFAEFFIL, FFERZIETH LT 7 v el (aciclovir, ACV) ([ZHEEILTH Y, FHHEEK
T&éﬂwﬁmwﬁw%ww’%v(?%WZm%m%QVV%T~€KiD*UV%M%kﬁ
Sth, BICHEFEMROF I VU F—RBICI O EKUIC =D VERbiR & 720 . 7 A /L ADDNA
BRI F 1T HDNAR U A T —BiEME 2 R, immﬁ_ﬁwﬁim1%®%5%m%ﬁé:&
Lo T, UANADEGEZIMHIT 5 EEZEZX LTS, ZOERIZ, ~L_A T A L R JEGHE
JACEBIRMICE Z 5 L Z 2 5N TR, KRBV CIRRYSMIIN CTIIPCVIRIZE A LY
VERAL ST, 5 EODNAARRIC K L TR EN DN T E XGRS N TV D (BRI I AR Ry
EEHEE  RIESHR),

WAL T, 1993412 A I CHE[E CHARIEIE OMIGE THIO CTRR I N7z, HMIEE IZ oW T,
19954E4 A (Z BE[E] | [FI4E12 A I KE TR~ L~ 2 D IE TAGR E 72, 20114512 A B A
T, EEEKOCKEEZEZDTOHELL FICBW T, FRA OB~V P38 K OFRE RV
W&X\ﬁ%Aw&Zwﬁ%mﬂ HOARIEIB OWIIE CTHRR « B STV D

ARFRTIL200844 H . [HRIEZ ) A dIGE & L CLEIS00 mg 1 H3[ED Ak - %ifﬁaém
Eﬁﬁ%mfﬁ%éﬂfwéo

ABAFEIE, 7 7 L EATEE250 mglxf L THAIRE | OMRER O O ik - & T1E250 mg 1
H3E 203 2 E3EGRGEREARFH S ETARBFE LT bOTH D,

1.5.1.2 BEilifELOHME

HUIEIZ 1, HSVAS BRSO3~ 2 2 ST K0 R AT A 2 kT 2B Th 5,
@@%%\Wﬁ%ﬁﬁﬁthWﬁ\%ﬁ\%ﬂﬁ\ﬁﬁ\ﬂﬁ@ﬁﬁ%@ﬂ@@ﬂmﬁﬁg
DOIKTIZ X FEM LT 2, FEMAE L7ZHSVIX, FiR it 2 F1T L CRECRIEO MR < HY
ﬁbfﬁﬁ%fﬁén

%< Oh . PIRGREIABETH 503, BIE L728HEG IITHSVIZHR T 2 508 23 72\ T2 DI i )
Y 2 @% FOREIERZ O, BB b IRFEIC T 57,

L22L, BREOGEITRERRE ZRE2HIERE DT, JERIZ i < BB R R <
»57,

BMIEE O EFEIRFRE X, FIHNTIRZE TN CEFRRCZ 2 FERE OFIER NS E Z D . 2D,
ﬂﬁ\E%\mﬁ\@%&@ﬁb\r&mbf%%%_@@fétmaﬁgéﬂﬁﬁ

HSVIZ, AW, B i) O P 2505, 1 (herpes simplex virus type 1, HSV-1)
L 2% (herpes simplex virus type 2, HSV-2) IZ/08E S35, HSV-1, HSV-2 & & |2 R G0k MEE L Rk
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Yed B8, HSV-UIEE A0 & Lz BB, HSV2 13 MEse 2 il & L2 FEHICHE A0 K
T, BAEZ IR, RETNCEFIEIROE T L Y . DB B~V A L IRV KIE
BERIBIE, PERRA LB OfFRIC SN 57,

Mg « BEEA~ L2, DEEFEEEICRIE L, BEOSITHRMTH LY, BRIKEH
BWBIEIX, 7 MM REO RGN THEEEMME T L7 A NLICHSVAS IR B U, 5 FE
WICEBNHHRT KB TH D, IIEENZ VR, BRMABALANRENSIERTH 280 H
D B VFOIERE D &b B0, PERRA LSRR O JE P O T PR
WIET D, PURG CIIRAE D LFPE TERN I | BEAGEORHIERZHED 2 E BBV, T
TIHERITEE < . RHIERZLED 2 L3y,

HMEZ I, BEBZE CEL AL D FEERIYED 5 WITMERYER B TH 5, S =LA SR
ERNER LT TR — A 7 A Tk, MRS, RIBEYYED F CHREEN LK
BO—>Th2%, F7m, MR, MEEYE L LTI T 2 207 BYWE LR R YE 12k
SHFH T, BEEREREEZONTEHY . 20094 £ o E 7R YLERF 72T 00 BRYLE A4 &) 1 SR A
T, EAERAEEYE DOR15% % HDTWD, £, REHLOFRE (F 1.5-1) TiE, EHE
BAER KRB ERNCZZ L Bl L2 BE ORARIERERIL, NE « B~ XA MRS
AL IR D KIERERIBIE DNEIZ % 703 7229,

ERBERIESD TREFRYV—_A T2 12X 5 &, HEARS OWEHIT1987~20034E0
IR TLIBCHIN L, 5% bEINT5 & TRENTWEY, ZOWN, IR PRGBSI,
174ERICRIBMEIC AR L TR Y . Bflifs L 7 b E— MR SR ORMAERK & Z2= I T 5%,
—J7. 20094 DJEYE T A B AT S K DR~ LA DO ESFTHE TIE, B ME132000~20064F
F CIRIERIZ N T20074E0 B . ZeME132000~20054FE F TIEAEL 2 BENME IR D HAu TV
% H20064E7 B LT AT, 7272 L. 2006454 H O REYFEE OUCEICLEN . THI 5 h7e B3 |
TR AEIZ -T2 L 2BET H & 2006~20074-LARE © Mg~ /LR 2 BE IR L <
T L Wb ETIEEIND,
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£ 1.5-1 HEREOEMAILRI A JLARLFEDBERFE EDA(/IILRE

ENZSTIRIN JSEGIEL HSV-1 HSV-2
IR DS 26 24 0
71 7RV AKIERRIEIBE 206 202 3
HIBA LA~ 487 455 0
BRI~V A 230 220 4
H - GEER o Hifli L2 10 10 0
AR ZPED X DI 70 36 20
BREg o _ERE o Bt~ LR 45 27 9
WIE GRS A 105 71 34
FEFRBPEZR LR 329 17 265
Hb e« JTP9 o0 B~ L ~2 2 24 4 19
fRFE~ LA 4 0 4
A~ LA 140 6 121
T D Hifdi~ <2 41 1 34

(1982~20024, n=1788)
KICHR2) 2 — Pk 22

WE L, BRI, B - B2 KIE - IBEEORKIER & O, FIEMRA., WEIZ XD
LW TH BY,

HAMEZ OERIZE L LT, UANVAFHRE, HFFRIRENERIND, 7A LV AFAR
ix, HSVORHSCHSVORIAZ RIET DM E NS HGAICHWON S, FEb o L LT, fuiim
Hik, oA L R 55 BiERE 1% K O'Polymerase chain reaction (PCR) 1£723% %, w8 WCHUARIESE O PG
HiEZ, fiE CHSVRIOFEE S ATRE T D23, MR I L _ARIERNE WYY, v L 2 3B
B, BER SHSVOSBENFTRE CTh 20, BRI A 22 L, HSVORIZFEET 5 Z &7
TRV, 2ok, BETIE, X0 RE TEREICHSVOREASARETH Y . MZ T, HSV
DORIDIREE S FTEEARPCRIED VB D = L%,

MIEFRIRRA I, B8R EE & U T I, FIZHEAEE O WG F ORI v 5
nzn",

1513 BEiETOREERVZOMER

HAEZ OIRIEIZIE, PIV_RATA VAEPRHNOND Z EIE TR TORETHEL TN D
D3 ERSOEIE LTI U THALR A T A )L AFEORE 3 SR OSBRI S D,
BIHOMENFFIIU T D LB ThH D,

HSVIT R &R TR < ARECTHHIE L TV D Z 2 h . I EIEDSACIRRIBIED
BOEBRE, RYEENEAE 2D, 2EBREOHRE 1FE A EOBRFITK LR OERE—
BIRIETH D, 1272 L, BEARRE LD BAERE ITIZACY OIEF RIS & 72 5", S4H3RITE
B0 SRS ICHRFL S B BB A IS & R D28, U A LAY A SEAICHE T X 9, BT
PREERLE ORI R LW, B2 A BICENT 5 2 L1320, SRR, MR O v A LA
BEBY SELZENRTEARNED, BIMTHAT X TRV EERESA TS,
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AFTIE, BB T A E LT, ACVERTACVD 71 KT v 7 ThhHN"TF7nt
JVHEERHE  (valaciclovir hydrochloride, VACV) 7232 Hifg: L T\ 5 (£ 1.5-2), MiZRANT, HH
H OIERFE L% OBE IR L OISEMEG- S5, F7-, FIC6RILL R & i 0 3 PEgR~
N A BIFITHR L TIX, VACVO FEMEEE 1T D, RO BEMEZS T 21RE T A K
FA L LTI, AARBRYYEES O WEHRYLE W - BRI A KT 4 22011 VRSN TED
ACV L OWVACVIRPEZR A~ LR A DIEEIRIRIE S L THERE STV D,

—J5, WA TR, HHYEZ I 2803 E LT, FCV, ACV X ('VACVA50 % [HEL - CHARR -
BRESNTWD (& 1.5-3, 1.6 MHMEICIH T 2 HEAPREICEET 286 2M), B2+
DIEETA BT A & LTIL, #ECenters for Disease Control and Prevention (CDC) OHELEN A N
FA4 » (2010) 2REATEY . FCV, ACV R OVACVIEHERR A~V OIEREIRFRIE & L THELE
EhTWwW3b, F7-. Cecil MEDICINE, HARRISON’SZ D\ FH 72 i O NEFERE ZIC 1%, FCV,
ACV K OWVACVIZAE « B~V ARMEER AL AR Z OFEHEIREIK & L CREil S LT 5,

® 152 AHTOEMABIHT SROLORE - AE

FEH T E Mk - &
ACVEE iz 200 mg 1 H 5[=I5 A [#]
y 500 mg 1 H2[E]5 H
NS me | 2015

SN BE AL~ 1 s
VACVEE (HIZEFRIPE B~ L~ E10 H & ©)

500 mg 1 H 1]=]

PEERAJL A A OB
LN PN H (HIV 13500 mg 1 F 2[f])
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& 1.5-3 RATOEMADICHNT HBOXDRE - AE

FEFH E | #E LR &
FERBPEZR AL 1000 mg 1 H2[A[1 A fif
Y[ BHRBOE - B~V A 1500 mg 1 H 1[a]1 A [
TSI B L~ 2 D FRFE N 250 mg 1 H2[=[14:fH
— HIVEF T O 38 B2 500 mg 1 A 2[A]7 A [
WIFETINEZR~ LR 250 mg 1 A 3[=]5 A [H]
o FEFRBPEZR LR 125 mg 1 A 2[A]5 A [
FRRIIMERR AL~ 2 D TR I 250 mg 1 H2[E[6~127% H
(HIV £ 13500 mg)
g~ L~ A 200 mg 1 H5E] (4F[H &) 100 H
KE | FRAEER LR 200 mg 1 A 5E] (4FFf 2 &) 5H[H
ACVEE FRRERUPE R~ /L~ 2 O B IE N 400 mg 1 H2[F[124 A
- B2 200 mg 1 H5m] (48 &) SHEH
PR B 25 200 mg 1 H 4R (6IFf = &)
g~ L~ A 1000 mg 1 H2[A]10 H [
S PRI ERA~IL R A 500 mg 1 H2[A13 H [
PEZRAIL AR D P 1000 mg 1 H 1[8] /%500 mg 1 H 1[&]
VACV§E A « B~V A 2000 mg 1 H2[E1 AR (128 &)
WP S 500 mg 1 H2[A[10 A [if
RN | P8 R B 2 500 mg 1 H2[=]5 H i
HAIEIE O FRE I 250 mg 1 A 2[R 321%500 mgl A 1[7]

AR THGE S TN D B0 D% AP~ LR A T A )L ZFEFACV L OVACY T 5 73,
VACVIZACVD T 1 KT v 7 Th D72, TEMENS & L THUIACVDIRGT DA TH Y | IRFEOIRR
AR BTN D,

AFNFZACV L OVACV LTGS2 5 O~V AT A VA TH Y, VACV, ACV
THHEBERTHHLIVAF VU, T4 74 Vv OFEESTFIZBWTYH, FCVOREY @RI Z 5D
WELZ T (FINEZAGEREEMIE ~HZH) 72, 2O OHERERE L T\WHEE
W2k L CHOIREDOBTINE Z AT 5 Z EBFHRETH H, FCVITRAFL~LRA T A L 2R3 L LUCRE
W50 [ELL ETHAGE - IRGES TR, OF - I~V A L OWEGR LR AT DOV TIFACV &
WVACV 2 SEEAEIRIEIE L L CTALE T v Tun b,

ZOX DR AERE X AR OBMEIZ KT LA ESET L8, 77 —ARNTA
DOALEFITFITR Y 5 DT R IGE A RO ERBIGICRET 226 THY | BEREEROHD
ZEEEXD,

VLB XY | ARANZHEMAEZ OREZ BN~ < B2 2 x5 & U BRIRBR 2Bt L7,
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1.5.2 FROER HMRERVFREIAEICRIEER)

1.5.2.1 FEERFPREAER RGO HEHE

1.5.21.1 HAZERMITHHER

A 18] 0D [ 38 S BOE R e AGE I — B R BAGR B REIE [HMEZ | ORREEINTH 523, HSVIZ
X9 DASEO KB ERNIVZY & O TRHI L. ar iz OIS IAGRF ISR LT D Z &0 63T
T2 7o SRR ORREHE M L 72 2o 72,

1.5.2.2 BRIREABRRIEDHBIEE
ARFN O BB T AR B L, THMEE ] ORRICOWTOAREEE—BIRY T, B
INEEIIAR E R ER 4 i L 72 T, SEHELZITo7 b DO Th D (15225 [HIEKRHGEE
DR 2R, L= - T, HWHED ORREBINE OHE - HEBIMRFEO 720 OFHIE EHE,
A* A RO R ER L U 7 IR B, I
FRER2EBRIZIN X . B S U 72 BN EE IR bR BR O G55 BR & L7z, 240D OB BR OIS %
= 154 LTz, 7eds, RIS TEME L2RRREIC X0 | AFIOF MR OV 2D FEHMm 75
ThbHEBZEXT-Z MG, I CE SN BERRBRIIAREORE S 7 —ICE Do Tz,

* 5 HEURRR IR IS B Z M 7
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F= 1.5-4 EREREAER DR
Eide
B X Sy i) . . 5.
& SESAIRES SEA % . =N
(BRI - pop-s3 i JiE B ER L - & 15
fH
RPRIIERR AL~ X
FRRTUPEZRF LA
GIEYERA ek PRSI R « B~/ R
(19914E5  ~ - T ARSI 43451 500 mg 1 A 2/ SH
» 19924E3 ) P~
HEIIHA AP k9
(EM) Z DB Bt~ L2 2
. #1614
AR “EEM VRIS A~ L~ 2 125 mgh: 5341 Z?%
(199249~ | - -F ISR R~ g g 5[
199345105 (HERR) | W RIKEERBRE 250 mgfit:54% | 500 mg
500 mg#t: 544 % 1H3E
st BIFEFIE SR AL R . FCV
[ Ve 24541
B _HEWM IR IR » B~ A f 250mg 1 H3MH
(1994497 ~ | A FCVEE: 1274 5H
| GHEB:ACY) | Wl kiR ACVEL 11861 ACV
T 199653 T Ot ' 200mg 1A 5[
FRIIMEZE A~ LA
[P o
E ) et e PR O - BH~ /LA
(19944E10 H ~ #i% B~ LR 10843 250mg 1H3[E | 5H
199642 ) AR AR X D JH
& OAth B i Hffio~ LR
T — JEEE <HHRARHHHE >
el B E B I |\ T
. C
SEWNER LN 5 . BT~ LS . :
e BIMAURIL | ey | V8 ST~ 2t 56205 Fev
SRIIER | el . 7 RV AERETIBIE . 250 mg  1H3[H
()(:J'ﬁﬁ: . . FCVE‘PL 281%” 5 E]
@) | Cc A ~ PERR L2 v et | VACY:
g | Y e - mgmbmy | VACVER 8B 50 e 1 Hom

RRTE] H EE R OO R A SR R I L S & B S M OV IS O S5 TIHAR L sk BRI 6 L C ., OF 3651 o0 17
TE I L (RAEFES.3.5.1-2),

R X TORBRCTHEFEAOPIHA - FHRBOBNIT X THZ THRR SN TV DA, PIREICOWT, BN

FRECEGRBR T TR BT TR L RARDRFLTHRIFSN TV D, AT, BN

EnListo

HRGIRLSA ORIC TR L RSN TOBRGRME . T2C TIRAD & LCRlizs L1,

1.5.2.2.1 FIHAEIEEER (19914 ~19924,

HEIE (2T 2 AR OF 01 K O 4 % 1[81500 mg 1 A 2[7]5 B i 512 & 0 Mt Uiz, x5
PRBITHIRBIERR A~ LA WIS « BRI~V A . TR DKERRRBIE, BRI~
AN RO - BIEASVRA L BRIV AR ZPED LD JH ROV Ol 0D B HLATEA~
WAL LT, ZOREE. ARIOFRHR (IG%) LLEEHESHIIEFROERS) 1387.2% (34/39
Bl . e (TR L) LB SNIERIOEIE) 12100% (39/39%1) ToH Y | HfliEZIC
LA RZRERTHD Z L AR Iz,

A* $1)

* 5 HEURRR IR IS B Z M 7
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15222 ZREAFEIEGRER (19924 ~19934 . A* %)

HAEZ T AR OE@EHREORR Z B L LT, AA| 181125 mg, 250 mgf U500 mg 1
H3[E]5 H #5110 & 5 BB M3k 2 S5 L 72, SR BIIRIRAMERR ~ LS A KO R
UIKIEEERIBIE L LTz, T ORER. HERIL125 mght 78.0% (32/4141]) . 250 mghf 93.2% (41/44
) KTS00 mghf 88.1% (37/4245) TH 0 . 125 mghEDH80%% FHl V) | LI~ D & F T
WEERTH o7, LT -> T, AEIOHEMIEZ 3T 2+ 72 6B RS MR & 2 AR 1E
250 mgll |- & #EZR U T-, 22T, 125 mghE 95.1% (39/4145) . 250 mght 95.5% (42/4441) . 500 mg
B 100% (44/4441) ThHY | BEMICKERET R -T2,

Pboz &t HUHHREBRO ML « AEX1E1250 mg 1 B3R &l L7,

1.5.2.2.3 ZEINFELLEER (19945 ~ 19964, A* 1)
B2 (SR T 2 AR OFNMER O LMD 2 B & LT, ACVEEZ IR E L, AH 11
250 mg 1 A 3[EI5 A M5, ACV 1[1]200 mg 1 A 5M15 A 500 — B S il 2 5l Lz, xi4:
PREBIE, WA~ LA WL O « BV A KO R DIKIERIIBIE & LTz,
ZDOfE R, Intent-to-treat  (ITT) ﬁﬂﬁf@ﬁ #hEk1%. FCVEE 81.1% (103/12741) . ACVHEE 87.1%
(101/1165) TH -7z, BIEOZEDIO%FH X MI1X-13.56~1.63%TH v | xtIRIIZKT 5IESH
P (RIZEPE) 1IMGRECTE 2o 7z (A=10%), LaxL. BIWRAIIZ S L 72 Protocol-compatible (PC,
7' b3 —)LOBEITEE LT fRTRI G fi#T COA DT, FCVEEI4.2% (97/10341]) . ACV
#£91.8% (90/98451)) . AN DZDIY%fEH X [H1X-3.36~8.03%TdH v . AHI1[E250 mg 1H3[EISH
M5 COACVICKT DI (FI%EME) 2Rl d HfER1z S b7,
LAVEIZR L CL ITTH#T COZLAFRIIFCVEE 80.3% (102/127641]) . ACVEE 86.2% (100/1164)
&L MR e o T,

1.5.2.2.4 FIEF—T Bk (19945 ~19964 . A* $t)

BB ISR D ARFN O FINE R L BMEORET 2 BRg & U CTAH] 1[H1250 mg 1 H3[E]5 A H#&
BoA—7 e il Ulc, RIRERIL, BRI~ LR REOE - Bl LA
ARV AR ZVED & D JE KR OE OO JF AL L LTz, ZOFER, KFIDOF
ZhHRIL97.8% (88/90f1) . Z4RIT92.4% (97/10561) & . BIRHUTKI T 5 A0 M O 22 M) e
W,

1.5.22.5 #IEIAEEHFRDEE
ESISGENE 5 PENt A Y TBRIES ) RO THRR
HE 1 ORI OV TARIOHFEZT, IR LR R (20034£10H £V | filfk
7 7 —~ A& - L C e, FEEOBE T, WEIE & b IR
ThHBHACV EDIHME (RS PRIES o 7olzib, ARIOAEE TS 2 2 &I
Th Y T BRRROEASLETH D &) 4l 20 A e E YR k0 s,

Ax didEic 7 e — VRO AR LY

B* thi 720 ZHUCHEOIA CIIARIOMERNL ) 7SV T 4 2T 7 —~ thIC

Tz, B* fhZ X 2 BN RRER O il I A" HE CTh -
Too % 2 TAIRTORZE A M3 2 72 o0
I - - RS E S LI A* AR

k5 RGN IR I E R R T
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HLUZZEBZMMT 5 2 &R T 4 2T 7 —< D RBREEUES N T O ARFN DO H & fEiih
LIl lizol, ZORMIIESE | Jirik a2 g A i

B* tEDHIFE & Rl —NE TAANDOEKGBHFHZITV, T O% B* tED
HIEEIR Y T ISV BIO BEEE & 72 o7z, 20044F X 0 BB 7 7 — < Bk thid, ez o
Hre G L LT BN IR BR R AR BR 2 B 72 (S 50 L CHEEERHIBIN L, HEERIEE - R 5 TH
MRS ZHIBR U CRGREA 252 1 755, 2008454 7 . AFNT THARIEZ ) 2L L CRR S
iz,

2l R T 7 —~ R b L AR A S R BRSO & A L, B R
g & LT IB NG ITH FLieal B o0 S fi K O THRIZ | OZIRENE NS £ DML - B 2B
% S SOEARTORRR S IR BUKRR RS (— A HEE) &Rt L7z,

15.2.2.6 BANEIIMELEREHERD IR U - 5

SEIFH LSRR I, AR BIMERR A~ LA FIRE NS « B~ LA KOV R Y KR BRFSIBE
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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
Initial U.S. Approval: 1994

-------------- RECENT MAJOR CHANGES-----------------—---
Indications and Usage (1.3) 01/2011
-—--—--—--——-INDICATIONS AND USAGE-----------—-mee-

FAMVIR, a prodrug of penciclovir, is a nucleoside analog DNA polymerase
inhibitor indicated for:
Immunocompetent Adult Patients (1.1)
e Herpes labialis (cold sores)
o Treatment of recurrent episodes
o Genital herpes
o Treatment of recurrent episodes
o Suppressive therapy of recurrent episodes
e Herpes zoster (shingles)
HIV-Infected Adult Patients (1.2)
o Treatment of recurrent episodes of orolabial or genital herpes
Limitation of Use (1.3)
The efficacy and safety of FAMVIR have not been established for:
o Patients <18 years of age
e 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

| herpes [

Immunocompetent Adult Patients (2.1)

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

Genital herpes
Treatment of recurrent episodes 1000 mg twice daily for 1 day
Suppressive therapy 250 mg twice daily

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

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

Tablets: 125 mg, 250 mg, 500 mg (3)
-—mmmmmmmmememe—--—-CONTRAINDICATIONS------ === e eeem

. . . ®
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)

U ) 3% 1) 21 OB 13 0104 b (0 ) M—

The most common adverse events reported in at least one indication by >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.

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: 01/2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 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.

1.3 Limitation of Use

| The efficacy and safety of FAMVIR have not been established for:
e Patients <18 years of age
e 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.
2.1 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 three 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).



S5 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 >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 FAMVIR-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 2Selected Adverse Events (all grades and without regard to causality) Reported by > 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 2.5 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 34 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 34 0.0 1.2 7.9 7.9 0.2 0.4
Body as a Whole
Fatigue 4.4 34 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 33 1.6 0.0 0.0
Reproductive (Female)
Dysmenorrhea 0.0 0.7 1.8 0.6 7.6 6.3 0.4 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) 1.3 0.9
Neutropenia (<0.8 x NRL) 3.2 1.5
AST (SGOT) (>2 x NRH) 23 1.2
ALT (SGPT) (>2 x NRH) 3.2 1.5
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) 1.5 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
Nervous system disorders: Dizziness, somnolence

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

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 co-
administered 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 pre-treatment 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, irn 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 and safety of FAMVIR tablets have not been established in pediatric patients. The pharmacokinetic profile
and safety of famciclovir experimental granules mixed with OraSweet” were studied in two open-label studies.

Study 1 was a single-dose pharmacokinetic and safety study in infants 1 month to <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 <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 seven 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 seven 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 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 <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 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.

8.5 Geriatric Use

Of 816 patients with herpes zoster in clinical studies who were treated with FAMVIR, 248 (30.4%) were >65 years of age
and 103 (13%) were >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 >65 years of age and 7 (1.1%) were >75 years of age. Clinical studies of
FAMVIR in patients with recurrent genital herpes did not include sufficient numbers of subjects aged 65 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 (CLcg ranged from 6.4 to 138.8 mL/min), the
following results were obtained (Table 4):

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

Parameter CLcr' =60 CLcg 40-59 CLcr 20-39 CLcr <20
(mean = S.D.) (mL/min) (mL/min) (mL/min) (mL/min)
(n=15) (n=5) (n=4) (n=3)
CLcg (mL/min) 88.1+20.6 493+59 26.5+5.3 12.7+5.9
CLg (L/hr) 30.1+£10.6 13.0+1.3% 42+09 1.6+1.0
CL/F} (L/hr) 66.9 +27.5 273+28 128+ 1.3 58+2.8
Half-life (hr) 23+£0.5 34+0.7 62+1.6 13.4+10.2
t CL is measured creatinine clearance.
"n=4.

S 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

Well-compensated chronic liver disease (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 (C,,,) and the time to maximum
plasma concentration (t,,.,) was increased by 0.75 hours in patients with hepatic impairment compared to normal
volunteers. No dosage adjustment is recommended for patients with well compensated hepatic impairment. The
pharmacokinetics of penciclovir have not been evaluated in patients with severe uncompensated hepatic impairment.



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-9 H-purin-9-yl)ethyl]-1,3-propanediol diacetate. Its molecular formula
is C14H19N;sOy; 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 (>25% w/v) in water initially, but rapidly precipitates as the
sparingly soluble (2%-3% w/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 Clinical Pharmacology (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 [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)’ (meg hr/mL) Cpax* (mcg/mL) tia’ (D)
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.
1 Crax (mcg/mL)=maximum observed plasma concentration.

Y tax ()= time to Cppyy.

Following oral single-dose administration of 500 mg famciclovir to seven patients with herpes zoster, the AUC (mean +
SD), Cinax, and ty,, 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 two groups.

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

Penciclovir C,,,x decreased approximately 50% and t,,.x 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 C,, and a delay in t,,, 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 <20% bound to

plasma proteins over the concentration range of 0.1 to 20 mcg/mL. The blood/plasma ratio of penciclovir is approximately
L.

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%,
<0.5% and <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 three
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 three 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 65-79 years) as compared with younger subjects Some of this difference
may be due to differences in renal function between the two 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: Well-compensated chronic liver disease 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
well-compensated hepatic impairment.

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 11.14£2.1 mcg
hr/mL in males and females, respectively. Penciclovir renal clearance was 28.5+8.9 L/hr and 21.844.3 L/hr, respectively.
These differences were attributed to differences in renal function between the two 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 Virology

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 EC;s, values of penciclovir against laboratory and clinical isolates of HSV-1, HSV-2, and VZV were 2
UM (range 1.2 t0 2.4 uM, n=17), 2.6 uM (range 1.6 to 11 pM, 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 ECs, 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 uM
(range 4 to >395 uM, n=9), and 92 uM (range 51 to 148 uM, 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
AUCT] 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. fyphimurium and E. coli) and unscheduled DNA synthesis in mammalian HeLa 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.

13.2 Animal Toxicology
Juvenile toxicity study in rats: In juvenile rats, famciclovir was administered daily at doses of 0, 40, 125, or 400

mg/kg/day for 10 weeks beginning on post-partum Day 4. There were no treatment related deaths or clinical observations.
The toxicity of famciclovir was not enhanced in juvenile rats compared to that in the adult animals.

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 versus 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) versus 13% in placebo-treated
patients. The median time to loss of all symptoms (e.g., 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 FAMVIR-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 6Recurrence 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%

"Based 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 1/5 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 CD4" 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.

14.4 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 one of three 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).



e FAMVIR 125 mg tablet:
White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “125” on the other.
LRI 13T T I PP NDC 0078-0366-15

e FAMVIR 250 mg tablet:
White, round film-coated, biconvex, beveled edges, debossed with “FAMVIR” on one side and “250” on the other.
250 TN 30078 ettt ittt 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.
RO 3 T T A T PP NDC 0078-0368-15
500 MG STUP 5078, .ttt ettt et et e e e NDC 0078-0368-64

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

17 PATIENT COUNSELING INFORMATION
See 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.

17.1 Herpes Labialis (Cold Sores)

Patients should be advised to initiate treatment at the earliest sign or symptom of a recurrence of cold sores (e.g., 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.

17.2 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 one year duration.
17.3 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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T5, WA REEE, KERSAERRIIITOA TR, B h TORAHER MR



(MRHD) KOt N TORFEEZ ERIZ2HEO 7 7 Ay 7ot X7 a e sy Jn
7= D AEREF A BMERBRIC IV T IR - IRV AEICKTT 2 A EREEIIRD b h o
2o BOERIREFERRTIILT L E FTONGETRITE RN &b, IEEIC
KT D77 L7 mEVOERIZ, RERGEIZORMTI Z L,

B O AT AE BRI, R L7727 v RO HFITR L, AUC I2ES% e bl
BRFEED 2.7~108 1% (T v ) KO 14~54 1% (UHX) 725 HE (1,000 mgkg/ H %
T) O7 7 LAy 7 aEARREAKE SN, I RERBAEICKT 56 EREEITERD 5
Nieholz, BIORBRTIE, HIRLZT v NEORTHFITH L, RERHEO LERIZHES X
MRHD @ 1.5~6 f% (360 mg/kg/H., 7> k) KO 1.1~45 f5 (120mgkg/H, 7HF) &
RHMEOT 7 A7 m /b, XL MRHD @ 03~1.3 % (80mgkg/H., 7> k) K05
~2.1 f% (60mgkg/H, 7HX) LARZHEDO 7 0 ENEIRNEES S,
W - BRI T 2 B E R BB b v ho T,

LR DIEEEIC B 75 Novartis Pharmaceuticals (21X, 7 7 A BV OIRE %
T T C BT DA - IR~ DB e =2 ) T 5 L aHIE L7z FAMVIR
Pregnancy Reporting > A7 A3 5, [EANIL 1-888-NOW-NOVA (669-6682) ~DEFEIZ &
V. BEOREZITI ZENEEND,

83 #HG

Ty Lo (FuRIvr) IR raen (GEWER) BAe N TIcBTT
LE I ML NTIERY, BAFTOT v M7 7 LAy 7 aRngh+5L, ~
Y7 EANHFICBAT L, MERREL D bERE L 2o, HIRITHT D7 7 A
ENDOLEEMIZET 27 — ZITFE L2V, KW ~D 7 7 LEVOERIZ, 5D
BER 72 A R ME DS ER e faetE 2 RE 2 S SN A GEIZORITH 2 &,

84 /NRE

INREBFICBIT A 7 7 AEABEOE N & ZZAVEIHEST S TUNVRUY, OraSweet® & il 4 &
N7 7 Ly 7 v BV OERIFIBIE M OEYERE T 1 7 7 A )V R OVZEMEDR, 2 o3k
B CRE ST,

REX 11T, B~ LA (LA (HSV) (2L BIEEMERY A A4 5 5t HSV BRYWE D
YA RS DAL 1 WA~ RO Z x5 L LT, Wl GROIRYENRE b 222k
ERFTORBRTH 72, 18 FINBESN, BEDOEREICHESE, OraSweet® L HIA SN
727 7 57 v eV OERIRAIBAR O HEIF 3 Thi e (&M 25~175mg) . =
NHOMEIZ, 77 537 7 EL 500 mg 2 RANITERE LR E RSO v 7 v eLros
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HIRBEENMFOND L 5 IEIR LT, #rAEI HSV BYYE 2 FE U7 $LIR IS k9 2 JiiliRis

ELTO7 7 AV 7 a O ERZEMITHNL SN TV e, £72, A TIEL O

PRIBDFAE LR ALIRITK T 26802 AL OHEET 52 2 SILTERY, Z07
HIRICKT 27 7 537 B EAOEEITHERE S L0,

AR 2 13, HSV BEHYE XIIKE - #RRIEE 7 A VA (VZV) JERYWENERIRAIIZ SN D 1
E~12 WA O/ Z 4 & LT, OraSweet® EFLA S- 7 7 LS 27 v B LR L]
B 5% & 0 B B - O SR B BE K O & R DR A a2 EEREBRCThH - 7o,
Z ORI BT D EYBREORFHIIL 51 IS, KECHELZHED Y 7 A7
o BV H AR S (FE#PH 125~500mg) . SAHLDOHEIE, 77y Ay uEl
500 mg ZREAICIREG LB E RSO 7 n ELOLEFRBEENGOND X9 ITRIRL
Too MRIZZN DL OREE LG LIEBRICA DN EYEET — X I35, KEX—20
Bl 57N T RLEBLL, ZORBRICEIT 5 KELGROREMEBRFHIHV .
SGETIROEBER—2AOFLGT L3 Y XN % AW T-EMBIET — Z 1345 TV 720,

Z ORI T D KER 5RO EMERFHIIT 100 FINEGFE S, 95 47 FillX HSV (2K
Y TR L TR Y . S3HIEKEZ A LT, HSV IZEGE IR LT D B
FIZIL, 77 Ly vl 1 20T AEESGESN, 77507 vELD | HEOH
I, BEFEOMKREIGCT 150~500mg 1 H 2 [AlE Sniz, KEREICIE, 77y 70
BN 1 H 3E 7 HEES SN, 7747000 | HEOFHMIL, BEOEEIDS
CTC 150~500mg 1 H 3 A& Shtz, Z ORERCTH LKA EF RN R R E
HEIX, KATHONTZSDEHBLTWe, UTFTOEBIZEY, HoiieTs —ZI3KE
XIX HSV BYEZH T /NEOIERICBIT 57 7 A7 a BV OERZ 3R 2 012+45
72D &R S TN,

Az INRBE ERABEONTIUZONWT Y, KEDIRRICEB TS 77570 ELOD
BTSN SIVTVRYY, 7 7 A7 1 ELITER A B E O #ARIEIS O V55 % 38 i | 2 KR
SNTWDR, RAFREZEE BT 26897 — 2 2/ NEAKEBEIMET 52 LT
HE T2 NWEB 2 LD, KEEFREBIZFE L VA VAL > THEEZ SN,
FEHRIZE > T 5,

PEZEANNZX TN OPERRA~VR AT DR R IERIT D 720, LIz o T, ATHEDS
NIEENET — % % ZOEMIZIMET S Z LI TE RV, T, BREESRALSAZH
T5 1~ 12 R O/NEBREZ MR L L7 7 537 0 EXLORFHIITHI TV,
AR 2 THR E SNT/NRIZW TS HER A~ LA~ AZH LTV iRno Tz,

11



[N 27 7 A7 m el 1,500 mg Z NS HER G LR E RSO~ v r7m e
NOEHFEBENGOND 77 Ly 7 EAOREEZ LT H L 57, NRICBIT Y
BT — & K VBT — ZIIF(E L 720,

8.5 WmEE

BRRRBRC 7 7 A VA HE G SN RIEE A 816 Bld 5 B 65 kL % 248 #
(30.4%) . 75 LA Ei% 103 5] (13%) Th o7z, IEmimBE & mnEs o<, AHEF
B ORI IFIAC 2R 2 ZTRO SN2 h o T, BREBRTY 7 AV EEE SN
Te AR~ L~ (1 BT 2 ) B3 610 BlD 5 B, 65 s & 2 TV =dDid 26 Hil
(4.3%) . TSEEBZTWIZ0E 76 (1.1%) Thoto, FRAMEG~LSZBE & x5
L L7 7 AEVORERRBRICE D b7z 65 kL EORERE oL, FEEminEE & OIS
DFEZFNND DIZA43 78 b O TR o7,

RFSRERE E N e WIGA L, FICES W7 7 Av 7 m E A0 HEFEITHERE S LD
[ (2.3 H) | EFEFERE (123 ) #28R] . —I2, BEROMK T R OMhAl L
DUABHROENDBHERENZ 0D, @B E T 27 7 AELVOERE L E OB
BRL Il iimadh s 2 &,

8.6 EHiEEEERE

R EADRNTOMIEZ VT Z o2 7 VT T A KROMIED & O IR E
ik, BHERROMTICHS LTl Lo, (REEERE K Ok« 72 E OB EREE 2 6
HHERFE (CLer 2 6.4~138.8mL/%)) (27 7 Av 7 EJL 500 mg ZHEREOET5 &
Q761 . UTFOL D RERBGLNTZ (FR4) .
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K4 e PBREOBHERELE T OHBE RIS
NV v EVORYBIRENRT A —F

X5 A — & CLx =60 CLcR' 40~59 CLcr' 20~39 CLcr <20
(SE¥fE+SD) (mL/43) (mL/4y) (mL/%3) (mL/%Y)
(n=15) (n=5) (n=4) (n=3)

CLcr (mL/%7) 88.1+20.6 493+59 26.5+5.3 12.7£5.9
CLg (L/hr) 30.1+10.6 13.0+1.3¢ 42409 1.6+1.0
CL/F® (L/hr) 66.9+27.5 27.3+2.8 12.8+1.3 5.8+2.8
Fa3 ) (hr) 23+05 3.4+0.7 62+1.6 13.4+10.2
TCLp X7 VT F =227 U7 T ZADOHE,

In=4o

SCLFIZ. MMM ROESR L 77 A3 70 NS L 7 0 EA~DEROEHR L NSRS,

kxR OB RERE 2 H T AWM E 2R BICEBINTZT7 7 L7 2 ENVDORERE
B (18 f) TH LN 7 u b oEYyEiielL, HEHGHROESLFRETH- T,

EPRRERE T A I L QI RIS s s k-2 2.3 /) =25 W]

8.7 JTHREREERE

{RAEPERPERTR R (B MERFZE [6 1] . @M=& 7 —VELA (8611 | JFSSPERRH-PEAFRE 22
(1601 ) 1%, 77 L3 Z7ab)l 500mg HEIF GO 27 o B oA WEgf] %
(AUC) OREICHBE RIS ehotz, UL, FFEEGER S B IR giig 2,
Ny m e OREMBETIRE (Cha) OFIIED 44%(KTF U, feis MUSE ik B2 B ERr
f (tmax) 7% 0.75 RERIER U7z, ARUEMENTHERERE B 1T 2 FEAFENTHESE S,
HEOIERMEMEO I EERERFIZR T 20 v 7 v BV OEYBREDRHTIEIT AL TV
VAN

88 BAROTZIUNRKEADBRE

FRAESRANANAE G T HREEOEFRBAKROT 7 U IR KEANORKA 304 5% %t
LUCE SN BRI —EER T 7 EARXRRBR TIX, 77 AEAHEE 7 T ERBEOM
T E COMMOFRIEICEITRO SN oTz, BER 707 7 A4 Vi L TR A
FraRRE LMD 7 7 AELVOEKRBR TA LN O LB LW [FIEA (6.1
) BB, TOMOBEICIETRAKLORT 7 U A RKEADOBEITHNZHEITHT D
ZORBAEROBERITHAL T\ Bk (142 18) 25K
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10 BERS
B2 HERRTE M O FRRIEZ1T ) Z &, ~ 37 o VRS Tk s h b,

11 HEBER - IR

77 DENMBEDHENENE T 7 A7 e HITANAIES s a DO ORET
0 RK7v27) Thbh, 7757 ELDLF4AIE, 2-[2-(2-amino-9H-purin-9-yl)ethyl]-1,3-
propanediol diacetate T#H 5, 0 F2UE CiyHoNsOyw 2 FEIE 3213 TH D, AFERAS
T=UHERTHY LTO L) 2iEE G T 5,

i I
HsC f“wqq

0. _CHy

T

o
/= R %

77 AV ENVFAA~NREADOEER TH D, T RN RORA S ) —MIRTRT L,
TH )=V DA Y TR ) — U RoRETIZ W, T AV v eV 25CITRBVL T
DITARIZET T (>25%w/iv) 28, RREITIZ< W 2~3%w/v) —KFi & L CHER
DICET D, 77 57 v eV, FAHBE 85%A 12 BV TR AR S 720, 43l
BEE, A2 % 7 —n /K (pH 48) Tix P=1.09, 7 % ) —)v /Y VEEFEE R (pH
7.4) TIE P=2.08 Th 5D,

77 LEEEIL, 77 A7 B E/L 125mg, 250mg X 500mg AE AT HE & BT, B
TORMAZEETS e Rax 7ot leilo—R, b Rafxi 7ot L AF el
m—Z, b ATT VB IR A R)F LTV a—L, T T a—
MET N DL CRRIETF 2

12 BERpRZRE
12.1 {EAF
Ty LI ruae I, FIVANVAESR o 7 a e o5 T Ry 7 Thb K

A (124 1) =ZWR]

12.3 ZEyEhRR
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Ty L7 a eI LA NVATERE BT 2IbEM TH LR /e ELD YT B F IV
6-TAX LT FulThd, 77 AT O ENAEROEET S ELHOMNITEDSE L BEH
ENTRryvr7ubendiay, MR UIRFICT7 7 27 v BT E A ST B
HEnen, X7 n eI EICETREMEE LTRSS, LEER-> T, el
FEDOBKERELATIREICHLTL, 772 ELVOHBEZRHESTILENDL S [
e (2.3 ) BB

D YN SIHRAE. /L)

AR I MR FHIFIHF - G B HMERF 12 BT 5 7 7 A7 = EJL 500 mg #2 O
H#% RO v 7 v eV 400 mg RN 5% I RD b0 v 7 b L OHat i A Y
BIFIHRIZ T7E£8% TH D,

77 AV e 125~1,000 mg O EFHPH CTHEER G LG AICE. Xy s e En
DOPFEITHEIZHEI L T EH U, BEESMEGERE I L7 7 A2 HEE G LZERIC
BTy 7w E)VOVEEYEE T A — 2 %2R 5ITRT,

x5 @%&A%%ﬁﬁ%ﬁé&yy9ﬂEW@?@%%@%N?%—ﬁ*

& AUC (0-inf) " (ughr/mL)  Cpayt (ng/mL) toax (hT)
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

* 17 HOREBR TH O NI EREET — #2125 <,

" AUC (0-inf) (ughr/mL) = BEFRACHE R € o 55 v B — WER bR T o fl,
FCmax (ug/mL) =g A b

Stmax (W) = Copay B EERER,

HIRRZ A TR L7 7 A3 7 v )L 500 mg Z HERE 085 L2 AUC (CE¥fE
+SD) | Chax X tyax (XZ 1 F40 12.151.7 ug hr/mL, 4.0£0.7 pg/mL K O 0.7+0.2 KT
Holz, BORS BE TR E T, Sy 7o AUC 23 35% K& 0o
72 ZOZEDFERO—EHIT, WEEOM TORMEIEDENTH D AHEERH 5,

7y Ly 7uE/l500mg 1 H 3[E 7 BEOEE#ZIZAN Y7 v EAOBERITRD bR,

Ty Ay 7a ol eV BE AR GREESA &I 910keal, BN 26%) L & HITHE
HLEHEITE, Ry Z B ELD Cpp 5 SO%IET Uyt 25 1.5 BFEIERE L7=,
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7 m ELOEYTFRIRIE (AUC) ORREICKT 52 ﬁbEﬂﬁ#oto77Av
7B ENERERERD 2RFHZRICKEST DL BFEO 2 FHANIRE LG EITH A Cu 2

18%MK T Ly timax 2549 1 RFHIER L7z, X7/ nm EJV®£E’§£¢@%E’J41~IJF94®&F WZxFd
DEBIB DN ST Z LD, 77 AEVTEF L ITERRIORA T2 L8 TE S,

7 BERE SRR ERE 12 IR L C 1 R O SEERE L LTy v 7 B BV 400 mg & HL
[IEFIRIN B S- L7230 A8 (VAB) 1% 1.08£0.17 Lkkg TH -7, 0.1~20 ug/mL DHEHE
HWHEICHZY  MEEALEAT AR V7 B BT 20% K TCH D, 2 7aberm
Mg,/ AT 1 TH 5,

AF: 77 L7 eV eROEET 50T ETF ki, Bhah Ty 7ren
DAEREND, NEERR#mE LTI, 674X Ry rmein, £/ 7 EF R
vvrmen, B)THFME 6-TAF LU EARERDDL (FRTEHERGED
5%, 0.5%A0 MY 0.5% A IRHFIZH HbiLd) o MEERUIIRPIZT 7 L7 EL

FFEALE, BV FEIEHIARY, B MFI 7 ey —AZ W in vitro RBR T, 7
b&m%bP%O@77AV&HE»®R@K%DTEE& B E R LTWHRNIEN
IRENTZ, 6-TAF U7 abeAnb Xy a e~ BIE, TAT e RAF
H =PI Lo TSI D, Invitro TT VT & RAX VX —BELET LU ATF VUKL
THAZD T, EENTON 7 a EADAERRICH LA SR BT RIS ot
(oA E (7.2 7)) =#Z8]

P RERE S RS 3 B 1 R O & LTI L 72X v 7 B LR S mg/kg
592 L, 24 BRI ETIC (BHED 83%ITHMD 6 BEElICHE) | 85 L gEeED
9B OFK) A% BIRTICEIN Sz, Rr 7 o IR TICHE SR BEEED 5 b o
91%% HH Tz,

FEFE B VR E 3 BT SR SN 7 7 A3 7 1 EL 500 mg A R OB 5T 5 L. 72
Ref % & Tlo, 5 LI2BEED 5 H D 73%&% O 27%03 2 I HUR M OB fiZ [AY X
Nize RAICHEIE S N ERED 9 B D 82% % X v 7 u BN D, T%% 6-T 4 F 3
Y7 e ED TN, IO 6 BFEICRE LI E#R R S n=7 7 L7 a Ed
2 H DK 60%H IR FUZ B STz,

TERE BIERERE 48 BTN v 7 v BV EERIRNE G LTEBRICBIT X v 7 v eV Ok

W VT 7 ADOFHMEESD 1E 36.66.3 L/hr (0.48+0.09L/hr/kg) Th o7z, <7 nm
EADEBI VT T AIRMEEZ VT T AD D BHO 745188%% b Tz,
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fEE BIEGRERE 109 I 7 7 A3 7 1 BV 500 mg & B[R A& G LZBIcBi 527
gD VT T AL 277276 Lhr Tholz, N7 v E/LOBPREIZITREEIN IR
A W B LT B,

BERE VIR 48 BT~ o7 b BV EFIRINI G LTZBRIC R T 5~ 27 b BV b
FFYH RN L 20203 I CTh V| A MEMERE 124 Il 7 7 5327 B EJL 500 mg %
RO LB T 580 v 7 v B O MR RN 23204 K] Th o7z, HF
W2 B 17 N4 2 BRI G- X O G- O T 2 24 2.8 £ 1.0 R L OF
2710 TH -7z,

ek 4E M

EREE R LS & milnE (184, 65~795%) TITIEMMmE IZH~R, N
7 r LD AUC 8 40%E <. BEZ VT 70 AN 2% < IeoTe, T OEDFEKRO—E
(T, WEEOH TOBBEDENTH 2 AIRRMENRH 5, BEHERENRWGEIE, Filmi ik
DWW T 7 Ly m e O MERMEIIHER Sy UFE-HE 2.3 H) . HFEDBEE
[T S/ 8.5 H) 5] .

B REREIE 2B - ff 2 TRFRJE O BHERERE H 4G 1 28R Tl Hal 5 & IE# 55
DELLDERICH, XUy 7B ELOANTOMSEs V7T A B2 VT 7 AR
1M B OISR E EES . BREBE DR T2l U T LTz [HEDBELELICAH TS
(8.6 ) 5] , BHERERERZ IO LT ERENHERIND [ HaE
2337 =zH]

IFHEAEREE A I BPEIB PRI, ~0 o7 0 L ORI (AUC) DR
B RIS Rino T [HEDHBLETIHN TSR 6.7 H) #BIR] . A
B SRS BRI S N,

HIV @2 - HIV R EIC 7 7 53 7 1 B 500 mg % AR O 5 L 7-BRIC 31T 52
YU ENVOIEYENRE N T A — 2L, BEERE THAONTE LD LRFETH T,

PEFE - B DR E A 18 Bl a s BRIC, 77 A7 nEUL 500 mg ZHERE A& G LT
B~ v r m BV OIMBIEOFH I N T, X v 7 rENL®O AUC I, BHETIE
9.3%1.9 pug hr/mL, ZMETIL 11.1£2.1 pg he/mL Th o7z, X7 OBF I VT T
AFENZFH 285589 Lhr ¥ 21.8%F43 Lihr Thoto, ZOZEDFAIL, WHEMOR T
DBMEREDENNCH D EEZ BT, YERNCHESWE=7 7 A Lo fEHREITHEE S
VY,
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A BAROEANOHEERE T L, 77 L5327 1 EJL 500 mg DHEHEG KON B 15,
1A 2E&EQ 1 B 3 EIOKEESZIToT-BEORMBIRE T A — X & kT 514 A X 5F
i3 T T, ERHERE 255 L L2k (HERS) | kxR RE OB KRS 24
T OHRE At & Lol (R G R ORERE) ROV RERE S 2 A 3 2 s
gL LB (HEERE) I2B\W T, BAERE & AAEREOR T 7 Lo
HEYERICAEZITRO Do Tz,

12.4 A VAR

YEJRERF - 7 7 A E VT, B~ L2712 1 B (HSV-1) & 2 B (HSV-2) K Ovk
i« AR U A VA (VZV) ST 2MER 2R~y r7nenror7a 87 v 7T
&%, HSV-1, HSV-2 L VZV IZE R LTEAIRN T, XUy 7 mEART A VADTF IV
YHRFT—BIL Lo TY Vb T R L 72 . A iaNF S — Bl ko TE
PRITHLN v 7m e =0 VBBIZERIND, FILFRIMENL, Xy e =
UUBRIET A 7T 7 =0 UEREBEAIZ HSV-2 O DNA RU A 7 —EZHFL,
ZDRER, ~NVRATAJLAD DNA G E . O TIE DNA HRLSSRIRICIEE S b 2
ERTRIN TS, H538 L7z HSV-1 JEYSHIfL, HSV-2 YAl Y VZV REGSHIZ 3517
By 7 a e =) CEROKMBAN RIS E L 10 B, 20 FE L QN 7 R TTH B,
L2, MR OFF SRR AR ZRIT H 22 Tlde v,

LU ANV AVER - MlEEEERIC L AFRICB W TRy v 7 v EALVOMEERN I REN TN
AR T A VAL HSV-1, HSV-2 KN VZV Th b, b b El i 2EMmia s X w7
B ARIRRIC R 220 v 7 a EALDOFLT A LV AER (HSV 46 3 A% VZV i
5 10 BEE) OFHER, 77— 27 BER T U ZAZANA ALy N EE VLT T
L7z, HSV-1, HSV-2 KT VZV DOFEBREHR K ORIRBERICKT T2~ 7 meLo
ECso D REIXZNEI 2uM (#iPH 1.2~24puM, n=7) . 2.6 uM (#iPH 1.6~11 pM,
n=6) KON 34uM (#iPH 6.7~71u M, n=6) ThH 7=,

M : VAN ZADF IV ¥ —E (TK) B FA DNA R U AT —EBEEFDZRRE
FIZ 5T, HSV H O} VZV O 7 v EVTHEZE B BT A Bt b 5, 7 A
JWVAD TK BT NFRER AR 3L, TK O/ dklE (RNEE TK) | TK EPEL
AOET EBSTEMEL TK) « XIZF IV ) UERbRE ) D% b WAKI % U v
35U A4 VA TK OReIOZE (EHEEL TK) (2R bR rnd 5, 77—
Bbikic L B v 7 a EVE HSV-1, HSV-2 LY VZV OFEf T4 5 A7z ECso O 4k
fEIE. TR0 69 uM (i 14~115uM, n=6) . 46pM (#ilH 4~ >395 uM, n=9) K\
92 uM (#iPH 51~148 uM, n=4) Th o7z, WERETITISNHHNRWEE UL T A LA
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PEHH ORI D BE TR, Ry 7 v eIt 5 7 A L AMPED gt 2 5 4
5Tk,

A XMHPE : HSV DNA R U A 5 —FHESK L O TR XMER DI D, RiEMEZ TK & 72
ST V7 v EOVIIMEE BE TR D 72 b Dlx, X7 v BV IR R T,

13 FEERRFHEME

13.1 FERAME, BRFEM., EFHE~DOER

FBBAME . Ty PR R LT 7 A3 7 v EVERER G5 2 FEO N AJFEMER
B THTZ, 600 mgkg/H (500~2,000mg &9, HERINLEOD 1 BFRGELE, 2
vy a e omER R T ERE[24 FEE AUCI T T H L. B NRFIREERED 1.1
~A45FICHYT D) LWV O mARREOMEET v MW T, e (RREOEM T
BINC A DNDIEE) OIRRERD LHNA LT, 240 mgkg/H (B b AUC @ 0.7~2.7 fi%)
ECTOMEROMENET v b, X% 600mgkg/H (B~ AUC D 03~121%) £ TOMERD

MR~ © 2 Tlk, BEGREARO ERITWE ST,

ERIFVE © Invitro i ER & in vivo REROMAEDOEEZHNWT, 77 A 77BN XY
oL (77 L7 a e OiFEEREY) O&mEEoBBN Tz, ME (X7
ZRXE/R OB (2B D BARTZERE R K OWFLIE D HeLa 83 Ml 1) 2 A E H]
DNA &R Z 5 in vitro ik (Z1E 4 10,000 LT 5,000 ug/ 7L — KNET) TlE, 77
LA 7mENERy IO ENTRETH T2, -7 7 A7 B EVT L5178Y Mila %
HWnwl~o2Y v 7 —<7 vEA (5000pg/mL) | in vivo ¥ U A/NERER
(4,800 mg/kg) KT v MEMEHSERAER (5,000 mgkg) THEMETHH-7Z, 77470
EVE, ROREENR WA in vivo Tt b U U BROEEMEOB K ZS &SR Lz
(1,200 ug/mL) . L5178Y Mfaz W\ ev v R 7 4 —~T vEAIZBNT, N7
2 B/ AHHNEMEOH B2 0 b TEB FEZRE AR I OWTHETh o 72
(1,000 pg/mL) , RBFEIEDRVNRRE TR 7 mE LT b Y L/ ERO Yt ik H % 5|
TR L7z 250 ug/mL) . FRECIERVWEEA T HE (500 mgkg) TRy 7 rbE L%
HARNE G2 & HENTO~ T ZAEHO/NMERAERO ERANH LR, RO L
AT ERIEA LN,

HEIERE~DEHE . 77 AL 7 EAIR_r v 7ubt a2 Ty b, w7 A ROA X RIE
B LTZBRICR RFEEDNRO bivTz, FEROZEME LT, MBlEOFENRE, o,
FERER A L ITEBMHE T2 "3 O HEBRD LR R ENRSD o7, BB O 4TIk
T HEMEORE T, H5EEEEMMIZEE LT\, 500mgkg/H (B b AUC @ 1.4~
57 %) To 10 WEOEG%IZ, BT v S TRIREOK TR b, 7 v MIEH
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&5 (26 W) L7cSha Otk SR EMICE T 2 B8 EIT 50 mgkg/ H (AUC @
tigIcES< e PARHIRERED 0.15~0.6 fi5) Tholo, vU A (104 ) KA X
(26 #M) I2FNEH 600 mgkg/H (& b AUC @ 03~12f%) KO 150 mg/kg/H (& b
AUC @ 1.3~5.11%) OHETEMERE LIS, BREENZRD b,

77Av0new%m%§y%:umm@@m (B h AUC @ 2.7~108 ) ¥ TOHE
THEEG LB, —MRATERE T RRRI T 2 B3R b o 7z,

BRI ANRZA /T 5 Z L UAMNIERETHY . 8 HEORX—2F 4 CHIMICKIT 5
FfD7a 77 A VRIER ThoTloBPE 130 fllckt L7 7280 250mg 1 H 2 [1], 66
B) XT7 7 'R (64 ) % 18 HEICHh 0 RAOKE Lz 2 o7 7 R R CIX

FHHM T L 8 M BB AR I, Ko, EEMESUITEREICH 2 EH R

BERTRERITEO N2 5T,
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Famvir 125 mg film-coated tablets

Famciclovir 125 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 125 mg famciclovir.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

White, round, biconvex tablets, debossed with ‘FAMVIR’ or ‘FV’ on one side and 125 on the reverse
side.

4, CLINICAL PARTICULARS

4.1 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).

4.2 Posology and method of administration

Herpes 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.

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
40to 59 500 mg twice daily for 7 days
20to 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
40to 59 500 mg twice daily for 10 days
20to 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

20to 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

20t0 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

20to 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

20to 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).



Elderly patients (> 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).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Hypersensitivity to penciclovir.

4.4 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.

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

4.5 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,
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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.

4.6  Pregnancy and lactation

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.

Lactation

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  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.

4.8 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

Blood and lymphatic system disorders
Rare: Thrombocytopenia.




Psychiatric disorders
Uncommon: Confusion (predominantly in elderly).
Rare: Hallucinations.
Nervous system disorders
Very common: Headache.
Common: Dizziness.
Uncommon: Somnolence (predominantly in elderly).
Gastrointestinal disorders
Common: Nausea, vomiting.
Hepatobiliary disorders
Common: Abnormal liver function tests.
Rare: Cholestatic jaundice.
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).

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.

49 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase inhibitors,
ATC code: JO5AB09

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, 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 persists in infected cells in excess of
12 hours and 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.
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, the most common form of resistance encountered among HSV strains is a deficiency in
the production of the thymidine kinase (TK) enzyme. Such TK deficient strains would generally be
expected to be cross-resistant to both penciclovir and aciclovir.

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 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.

5.2 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
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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.

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 patients (> 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 elderly volunteers
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(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.

5.3  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 chromosomal damage, but did
not induce gene mutation in bacterial or mammalian cell systems, nor was there evidence of increased
DNA repair in vitro.

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 or in mice of either sex.

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 given

500 mg/kg/day. Furthermore, degenerative changes of the testicular epithelium were 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.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Hydroxypropyl Cellulose

Lactose Anhydrous

Sodium Starch Glycollate

Magnesium Stearate

Tablet coat:

Hydroxypropyl Methyl Cellulose

Titanium Dioxide
Polyethylene Glycol

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

3 years.



6.4  Special precautions for storage

Do not store above 30°C. Store in the original package.

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

7 September 2011

Legal Category:

POM
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Famvir 250 mg film-coated tablets

Famciclovir 250 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 250 mg famciclovir.

For afull list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

White, round, biconvex tablets, debossed with ‘FAMVIR' or ‘FV’ on one side and 250 on the reverse
side.

4, CLINICAL PARTICULARS

4.1 Therapeutic Indications

Varicellazoster virus (VZV) infections — herpes zoster

Famvir isindicated for

- the treatment of herpes zoster and ophthal mic 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 isindicated 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 herpesin 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).

4.2 Posology and method of administration

Herpes 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.

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 herpesin 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 possi ble 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 isrelated 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.

Table1 Dose recommendations for adult patients with renal impairment

Indication and nominal dose Creatinineclearance  Adjusted doseregimen
regimen [mI/min]

Herpes zoster in
immunocompetent adults

500 mg threetimes daily for 7 days > 60 500 mg three times daily for 7 days
40 to 59 500 mg twice daily for 7 days
20t0 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
40to 59 500 mg twice daily for 10 days
20t0 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 herpesin
immunocompetent adults—first
episode of genital herpes

250 mg threetimes daily for 5 days

> 40

20t0 39

<20

Haemodiaysis patients

250 mg threetimes 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 herpesin
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 herpesin
immunocompromised adults—
episodic treatment of recurrent
genital herpes

500 mg twice daily for 7 days

> 40

20t0 39

<20

Haemodiaysis 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
her pesin immunocompetent
adults

250 mg twice daily

> 40

20t0 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
her pesin immunocompromised
adults

500 mg twice daily

> 40

20to0 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 impai rment

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 patients (> 65 years)
Dose modification is not required unless renal function isimpaired.

Paediatric popul ation:
The safety and efficacy of famciclovir in children and adol escents 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).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Hypersensitivity to penciclovir.

4.4 Special warningsand precautionsfor 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 impai rment

Famciclovir has not been studied in patients with severe hepatic impairment. Conversion of famciclovir
to its active metabolite penciclovir may beimpaired 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.

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

45 Interaction with other medicinal productsand 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 enzymein 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.

4.6 Pregnancy and lactation

Pregnancy
Thereisalimited 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.

Lactation

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 datado 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 Effectson 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.

4.8 Undesirable effects

Headache and nausea have been reported in clinical studies. These were generally mild or moderate in
nature and occurred at asimilar 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

Blood and lymphatic system disorders
Rare: Thrombocytopenia.
Psychiatric disorders




Uncommon: Confusion (predominantly in elderly).
Rare: Hallucinations.
Nervous system disorders
Very common: Headache.
Common: Dizziness.
Uncommon: Somnolence (predominantly in elderly).
Gastrointestinal disorders
Common: Nausea, vomiting.
Hepatobiliary disorders
Common: Abnormal liver function tests.
Rare: Cholestatic jaundice.
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).

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

49 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase inhibitors,
ATC code: JO5AB09

Mechanism of action

Famciclovir isthe oral prodrug of penciclovir. Famciclovir is rapidly converted in vivo into penciclovir,
which hasin vitro activity against herpes simplex viruses (HSV types 1 and 2), varicella zoster virus,
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 persistsin infected cellsin excess of 12 hours and
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. In uninfected
cellstreated with penciclovir, concentrations of penciclovir-triphosphate are only barely detectable.
Hence the probability of toxicity to mammalian host cellsis low and uninfected cells are unlikely to be
affected by therapeutic concentrations of penciclovir.



Resistance

Like aciclovir, the most common form of resistance encountered among HSV strainsis adeficiency in
the production of the thymidine kinase (TK) enzyme. Such TK deficient strains would generally be
expected to be cross-resistant to both penciclovir and aciclovir.

Results from 11 worldwide clinical studiesinvolving 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 16 weeks duration showed
that famciclovir was effective in the suppression of recurrent genital herpesin 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 ora
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 regimensis 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.

5.2 Pharmacokinetic properties

General characteristics

Absorption

Famciclovir isthe oral prodrug of the antivirally active compound penciclovir. Following ora
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 repest (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 CYP3AA4.

Characteristics in special populations

Patients with herpes zoster infection

Uncomplicated herpes zoster infection does not significantly ater 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 reductionsin 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 notabl e 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 yearsto 1.2 hoursin patients aged 1-<2 years.

Elderly patients (> 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 elderly volunteers

(65-79 years) compared to younger volunteers. Partly this difference may be due to differencesin renal
function between the two age groups. No dose adjustment based on age is recommended unless renal
function isimpaired (see section 4.2).



Gender

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

5.3 Preclinical safety data

General toxicity
Studies on safety pharmacol ogy 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 chromosomal damage, but did not
induce gene mutation in bacterial or mammalian cell systems, nor was there evidence of increased DNA
repair in vitro.

Carcinogenicity

At high dosesin 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 neoplasiain male rats or in mice of either sex.

Reproductive toxicity

Impaired fertility (including histopathological changesin the testis, altered sperm morphology, reduced
sperm concentration and motility, and reduced fertility) was observed in male rats given 500 mg/kg/day.
Furthermore, degenerative changes of the testicular epithelium were noted in the general toxicity studies.
Thisfinding was reversible and has also been observed with other substances of this class. Animal
studies did not indicate any negative effect on female fertility.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Hydroxypropy! Cellulose
Lactose Anhydrous

Sodium Starch Glycollate
Magnesium Stearate

Tablet coat:

Hydroxypropyl Methyl Cellulose
Titanium Dioxide

Polyethylene Glycol

6.2 Incompatibilities

Not applicable.

6.3 Shdlf life

3 years.



6.4 Special precautionsfor storage

Do not store above 30°C. Storein the original package.

6.5 Natureand contentsof container

Famvir is supplied in PV C/PVdC/Aluminium blister packs containing 3, 15, 21 or 56 tablets.
6.6 Special precautionsfor 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 00101/0624

0. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

11 December 1993/08 July 2011

10. DATE OF REVISION OF THE TEXT

7 September 2011

Legal Category:
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Famvir 500 mg film-coated tabl ets

Famciclovir 500 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 500 mg famciclovir.

For afull list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

White, oval, biconvex tablets debossed with ‘FAMVIR 500" or ‘ORAVIR 500" or ‘FV 500" on one
side and plain on the reverse side.

4. CLINICAL PARTICULARS

4.1 Therapeutic Indications

Varicella zoster virus (VZV) infections — herpes zoster

Famvir isindicated 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 isindicated 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 herpesin 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).

4.2 Posology and method of administration

Herpes 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.

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 adiagnosis 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 isrelated 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.

Table1 Dose recommendations for adult patients with renal impairment

Indication and nominal dose Creatinineclearance  Adjusted doseregimen
regimen [ml/min]

Herpes zoster in
immunocompetent adults

500 mg threetimes daily for 7 days > 60 500 mg three times daily for 7 days
40to 59 500 mg twice daily for 7 days
20to0 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
40to 59 500 mg twice daily for 10 days
20to0 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 herpesin
immunocompetent adults —first
episode of genital herpes

250 mg three times daily for 5 days

> 40

20to 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 herpesin
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 herpesin
immunocompromised adults —
episodic treatment of recurrent
genital herpes

500 mg twice daily for 7 days

> 40

20to 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
her pesin immunocompetent
adults

250 mg twice daily

> 40

20to 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
her pesin immunocompr omised
adults

500 mg twice daily

> 40

20to0 39

<20

Haemodialysis patients

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

Patients with rena impairment on haemodiaysis

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 i mpairment

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 patients (> 65 years)
Dose modification is not required unless renal function isimpaired.

Paediatric population:
The safety and efficacy of famciclovir in children and adolescents aged | ess 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).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Hypersensitivity to penciclovir.

4.4  Special warningsand precautionsfor 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.

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

45 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.

4.6 Pregnancy and lactation

Pregnancy
Thereisalimited amount of data (Iess than 300 pregnancy outcomes) from the use of famciclovir in

pregnant women. Based on these limited amounts of information, the cumul ative analysis of both
prospective and retrospective pregnancy cases did not provide evidence indicating that the product
causes any specific foetal defect or congenital anomay. Animal studies have not shown any embryaotoxic
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.

L actation

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 datado 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 Effectson 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.

4.8 Undesrable 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 afrequency 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).



Table2 Adverse reactions

Blood and lymphatic system disorders

Rare: Thrombocytopenia.
Psychiatric disorders
Uncommon: Confusion (predominantly in elderly).
Rare: Hallucinations.
Nervous system disorders
Very common: Headache.
Common: Dizziness.
Uncommon: Somnolence (predominantly in elderly).
Gastrointestinal disorders
Common: Nausea, vomiting.
Hepatobiliary disorders
Common: Abnormal liver function tests.
Rare: Cholestatic jaundice.
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).

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.

49 Overdose

Overdose experience with famciclovir islimited. 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Nucleosides and nucleotides excluding reverse transcriptase inhibitors,
ATC code: JO5AB09

Mechanism of action

Famciclovir isthe oral prodrug of penciclovir. Famciclovir is rapidly converted in vivo into
penciclovir, which hasin vitro activity against herpes simplex viruses (HSV types 1 and 2), varicella
zoster virus, 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 persistsin infected cellsin excess of
12 hours and 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.
In uninfected cells treated with penciclovir, concentrations of penciclovir-triphosphate are only barely
detectable. Hence the probability of toxicity to mammalian host cellsislow and uninfected cells are
unlikely to be affected by therapeutic concentrations of penciclovir.

Resistance

Like aciclovir, the most common form of resistance encountered among HSV strainsisadeficiency in
the production of the thymidine kinase (TK) enzyme. Such TK deficient strains would generally be
expected to be cross-resistant to both penciclovir and aciclovir.

Results from 11 worldwide clinical studiesinvolving penciclovir (topical or intravenous formulations)
or famciclovir in immunocompetent or immunocompromised patients, including studies of up to

12 months treatment with famciclovir, have shown asmall 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 effectivein
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 herpesin 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 virusinfections) 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.

5.2 Pharmacokinetic properties

General characteristics




Absorption

Famciclovir isthe 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 reductionsin 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

Repesated 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 notabl e 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 virusinfection 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 hoursin the patients aged 6-12 years to 1.2 hours in patients aged 1-<2 years.

Elderly patients (> 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 elderly volunteers

(65-79 years) compared to younger volunteers. Partly this difference may be due to differencesin
renal function between the two age groups. No dose adjustment based on age is recommended unless
renal function isimpaired (see section 4.2).

Gender

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

5.3 Preclinical safety data

General toxicity
Studies on safety pharmacol ogy 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 chromosomal damage, but did
not induce gene mutation in bacterial or mammalian cell systems, nor was there evidence of increased
DNA repair in vitro.

Carcinogenicity

At high dosesin 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 neoplasiain male rats or in mice of either sex.

Reproductive toxicity

Impaired fertility (including histopathological changesin the testis, altered sperm morphology,
reduced sperm concentration and motility, and reduced fertility) was observed in male rats given

500 mg/kg/day. Furthermore, degenerative changes of the testicular epithelium were noted in the
generd toxicity studies. This finding was reversible and has al so been observed with other substances
of this class. Animal studies did not indicate any negative effect on female fertility.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:
Hydroxypropy! Cellulose
Sodium Starch Glycollate
Magnesium Stearate

Tablet coat:

Hydroxypropyl Methyl Cellulose
Titanium Dioxide

Polyethylene Glycol

6.2 Incompatibilities



Not applicable.

6.3 Shelf life

3years.

6.4 Special precautionsfor storage

Do not store above 30°C. Storein the original package.

6.5 Natureand contents of container

Famvir is supplied in PV C/PVdC/Aluminium blister packs containing 14, 21, 30 or 56 tablets.
6.6 Special precautionsfor disposal

Any unused product or waste material should be disposed of in accordance with local requirements.
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HINTWD, 2B, EHEREmTHL > r0oE
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FIRNIR G L= & E0, INEEE T 2R ImERD
HIRRZ BN & 727",
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1. BRI
#k (1) MFPIRE
fEFERR NI 7 7 N2 7 0 E)L250, 500, 1000mg™ 2 Hi[AIFE [14% 5
L&, 7y o770, miEdicias
R TH DX 7Ol E Nz (KSR, miEh
22 OE I OEEYEERINT A—F 1T FO@O Th-o/z (%

Zid) ., X227 0B OCmaxk CAUCIE L G- RO HE M- T,

FARMBIMICEM L7z, £z, 77 L5327 0E)T750mgM % 1 H
35 HMKEROKLG L& &, KEICX2EREITED 51
T EMBREICAIZRD S0 72,

fRERR AT 7 7 A3 7 T EIL250mg, 500mg 2 Him#E 135 L= &
EOIMEF R 27 OB OREHES
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5 -
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w

EEEEE
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EOR 7O OEYERERN T A=

BHRE | Bl Cmax Tmax AUCo-e t2
(mg) (#i) (ieg/mL) (hr) (tg+hr/nL) (hr)
250 8 1.45+0.36 | 0.91+0.55 | 3.84+1.32 | 1.84+0.57
500 8 3.21+£0.62 | 0.7840.31 | 8.61+1.32 | 1.97+0.32
1000 8 5.76+£1.52(1.00+0.42 | 16.5+2.33 | 2.03+0.37
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QNAFTRAZEYT 1« —HEANICEBIT D)
fERERAIC T 7 53 7 D E)IL500mg Z 2 M 5 R R > > r7oE
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BEICLOMERR> 7 OE)L OTmaxi3ENITELEL . Cmax
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(=4
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I 2 %)
HEREREA (n=9) 8.20%1.02 31.9+4.2 58.4%+3.5
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B e | B 8. 76£0. 82 27.3+2.7 58.0+3.3
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1.8.2 e - MRE KUV E DERERM
1.8.2.1 ek - R

Has, iz

(I THREIEAELEMNSY)

1.8.2.2 EREIRM

AKENDOFK S THDH T 7 57 v BV (famciclovir, FCV) 1%, WIBIELHCR 7 o B
)V (penciclovir, PCV) (2@ &5, PCVIE, B b~ LA 7 A LA (herpes simplex virus, HSV)
TGS BV THSV R OME Ml ORERIC L 0 =V UER(bik & 720 . T A /LA DODNAEKIZ
BT HDNARY A T —BIEMZLE, JUIDNABICIRV IAEN TEOMRELET 22 &Ik -
T, UANVAOHEEEZNHT S EEZ 5N TS, 20X 5 RFCVOIERBEFIL. BEICHAHEZ
B E LTRSS HEHEN TS T v 7 v el (aciclovir, ACV) (ZHBIL T\ 5 Z &R S
TV (1131 HIERAE R .

F£7-. FCVIZ, HAMEZIZRT 203K L U TS0 m ELL E TR - lRe ST, KE
Centers for Disease Control and Prevention (CDC) O#IEH A4 K4 > (2010). Cecil MEDICINE %
721XHARRISON’SZ D E T, ACVRUNT 7 1 B VR (valaciclovir hydrochloride, VACV)
WY, A - BRSNS AR LR 2 DOIEEIRFEIE L L TRl STV 5,

AP IR D5hEE - DROBREHBIIUTO LY TH 5.

B2 13, HSVAS FREOR I e % Z L IC k0 RIS KIE AT T 2B TH 5,
HSVIZ, W), W L5 R OZ PRIz 86 . 18 (herpes simplex virus type 1, HSV-1)
L 27 (herpes simplex virus type 2, HSV-2) (28 &5, HSV-1, HSV-2& & |2 R JE OB 2K
Yed B8, HSV-UTEHE Z ol & Uiz B¥Bic, HSV2I3ME8e & il & L7z TB IR & 0 K
T, HAEZ I, RN EIER OBV LD . DBV A | BV A L TR VKE
BRFEBIE, PRIV AFEORBIC I N D,

AlEl BB OH T H — R CH 5 OIE - Bl LA R U KIE RSB K O
PN R TR E LT RSB T EEREERBR L L, AF O [ TOHEMIES ORES
MERIERT 2 ETORE ZIEL LT, AFIOVACVICHT S IELENRIES N, 72, K
BRIOFIMEZ R L2 E Z A, AFNTWF ORI LT HVACVY & FRICE IR BT
XHbDEEZLNT, BEMETYH, AKI0250 mgl H3[E], 5HM&HG TRE 2MEITRD bk
Molz, Fio, BEUEZ IO AERERBRICE O CEB S NIRAT, oL O - 3
I~V A L R DIKERRFIBIE, BT~ LA A~ LA & 5 & O Ol o B2 Jg Bl
NRATHY, BHEZOTERFRMEMERE L, ZAL0FEMD L, OB - EHi~ LA,
PERR LA RO R D IKIGARFEIBRE DINRIC PR E 2032 < . 2 b OWERE RN REOIEILL -4
b7z,

BERABR Txf & & L BREEMIT., BB O ETEARM AT XTEATEY . Elih & OER]
DR DONT HIEFR R L& o7, £z, RBRT L ICHGRA, Ehtfisk S X872
20D, KROEIMENR—E L TRD LN TS Z &b, AHI0 BIEREE 2 HEs & &%
ET D EICHEIT RV ST L,

YL EOFRERICIZ EHE TH HACVIE NI VACVORIRE N BEMiZ Th 5 = L 2k 2 (1.7 A
Y —R) . ARIHFET 2206 - W a THMEE) & L,
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1.83 AiE - AER LU ZDHRTERN
1.8.3.1 Hix- BE
B i 15
Wi, A7 7 A7 oL LCUERSO mgZ 1 H3ERE O #5545,
W AT 7 A7 v e LTCES00 mg 1 H3ERE A5 5,
(JF : FREIEAELRESY)

1.8.3.2 EREIRHL
1.8.3.2.1 #EAZAE

ATEIEEIERER CIx, BAEZ O 2 5| HEUIRE S TICHIRE MR~ LR IR OE - 3#
VR A L AR VKERRBEZIE, BRMEMGR LA~ BREOE - B~ LR BV
RA AR ZPED X D IE, OV OO B Bl /L~ 2025 D KB O/ INER L2t % 1
[A1500 mg 1 H2[E]5 H %512 L 0 st L=, ZOfE%R., AAIOFRHRITT2% (34/394) . L4k
100% (39/39f31) &, HMUEZICR LAHARERTHD Z LRIz, L, WEBOFR
KT, PIBETMERA~IL2Z66.7% (4/66]) . 1RV KBHEIIZIE100% (9/961]) . FFIFETUMEZR~ /L
2100% (3/3%]) . BHRA OB « EHE~/L2Z100% (12/126]) , BB~ 2100% (3/341]) . ~/v
RAMEO X 2IH100% (1/161) . Z OO R~V 240% (2/561]) &, FIFEHRMERR~L~XA
KOV OO Fz [ Hfli~ LR 2 DFHRPMMOIFRU AR TR o 7o, —EBOBE TIHHRNLAR
toalbEZLNEZED, ToRREESL O, BRI ZER L CORYEMIEAN TOPCV=
U UBE{bAR (penciclovir triphosphate, PCV-TP) OFARFEANRE ~ LiF 5 Z LA HME LT, %#
BIFERR CIXHEEZ 12N H1H3ENCEF LT,

B EIFHRER Tl WIRBEMERR LA RO 7R P KERERIBIE % X R ICARFIEN125 mg,
250 mg} O’500 mg 1 H3[EIS A &5 OF MM CLEEE2RE Lz, ZOER. A2¥EIX125mg
#£78.0% (32/4143]) . 250 mg#t93.2% (41/4443]) . 500 mght88.1% (37/42(3]) TH V. 125 mght DI
80%% FEIV | L D BHFIRWERTH 72, LI > T, RAIOEMIEZ I 5+ 7278
BN ENHIFF CE 2 HEIZIER250 mgll EEHER L, Za2R (MR L) & SNEFO
EA) X, 125 mghf 95.1% (39/4141) . 250 mght 95.5% (42/4441]) . 500 mght 100% (44/4451)
THY ., BERICKRE =T RhoTz, bz &b, SRR O HE - FAEIX1E250mg 1H
3[EIA3 Y LT L7z,

SEIFE HLie e BR CIIARA] 1[B1250 mg 1 H3[E]S B &5 OFMER VR %2 . IR R~
AR FIFEBOE - BV A O R VKR RRISIBAE 2 382, ACV 1181200 mg 1 H 5515 H [
BeH RIS UTHRET L7c, ZOfER, ITTHT TOANFRITACVEE8T.1% (101/116f]) 1Txt L
FCVHE81.1% (103/127f1) . BZhEDZEDIO%(EHE XM I1X-13.6~1.6% Th v | *HHRIKIZKT HIESH
PE (RIZME) IIMEECE o7z (A=10%), L2vL., BIRAGICIENG L 7= PCAENTRE R Cld. A%
(X, FCVEEI4.2% (97/103%3]) . ACVEEI1.8% (90/98%31) . HZNZRD7EDI0%(E FEIX [H]1%-3.4~8.0%
&L ARHE 1E1250 mg 1H3[ES H S5 TOACVICxHT 2L (A% 2R/8 T RN ED
Nz, ITTHNT COLEMEIZHOWTIL, BERNPFCVEES0.3% (102/127/1) . ACVE£E86.2% (100/116
fFil) & MBRICZE=IT e o Tz,

BIFE A — 7 3B Tl AFI1EI250 mg 1 H3[E15 H @ 5O F 20 & V22 2 2 F1TAH Hrige ek
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BRCxIR & S o Tm R Mg~V BREAOE - B~V A AL L
ARAMEO X D IH MK O OO B B~V 2 2 b RICHET LT, £ OfER, A20597.8% (88/90
) . LARE2.4% (97/10561) &, AR LRI R ST,

TS ST Fele sk R J OV IIAR A — 7 L BRBR O R 22 & . AHI250 mg 1 H 3[E]5 B % 5138
WIRZ OWT ORI L THAERITH D Z LR EN, MhoREMICHRED 2N &2
MR STz, Fiz, BUKHLEGRER Tk, AAIOACVICRHT D IELHE (FIZ%ME) 2SRREETE 72
STb DO, BIRHNCENE U 7-PCAENT OFE R 1%, B 22 RBREE IS W= B & £l 4 2
Z LT, ARFNER50mg 1H3EEEOFIMEEZRTZENAEETH L EEX LT, £, Hil
o O THE S BIEE N E WO —DTh 2 WIBIERR~ V2K s () o
% - HEIFAAINE250 mg 1H3EISHEE G TH 5, Yikmiloxt Ligsh TGRS TV D &%
MAWd Z LT, B2z o2REICkHT 2 B8R IRFCE 5 LB 2, AAlOEEMAE - AT
[61250 mg 1 H3[EI5 H M5 L H8E LTz,

PLEX Y | BINESIAE ek <l B s - HE & 88 L2 A FI11E1250 mg 1 H3[E]5 H Al
HOFIER ONZ2M% . VACV 15500 mg 1 H2[E]5 H B#5 2 B L U THRat L7z, xfguntl
I%. BHES O TR OB - i~ LR A | R D ABRERBIE R ORI R LT,
ZDOFEF, FCVEEOVACVEEIZ T 2 [ COHMIEE OIRETALN AT 5 £ TOREY O
— REO SEHEEM (ZDOMi95%ZHEXE) 130.918 (0.774~1.088) & . 1E4E F IR IELVERFE
0.76% LRIV | KRNI OVACVIZX T 2 IELMENRRGE S iz, REREFRZMD WA EREROIHR
1%, FCVEE22.1% (62/2811) . VACVEELS.0% (42/280f]) & FCVEETRORm M- 7203, K RBIR
EEETCXRVEEEZORBRIT, FCVEESI% (25/2811]) . VACVEET.5% (21/280f]) & ik
TREREWVIT o7, o, BEERNZOMEEE~ORENRESINIAEFERLLRD L
NippoleZ Eonn . ARFINEI250 mg 1 H3EIS HE#EGIL, ZaEICHO VT HRER VWAL - A&
EEZLNT,

PLEOFER G AH 181250 mg 1 H3[E]S H 51X HMEZ Ik U TREDR G TE, »
DOEEMEICHED WAL - HETHD LB X7,
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1.8.4 FRLDIE (F) BLUZDORERM

BAETTIR ST 5 7 7 L BV 6250 mg DI S8 & JEC A HFh

(2R D BRI TABRBRE S OF

MER A ERRS O EOFEGRHEHEICOWT ) (BAEEERR @A | FR9FE4H 25 HHERE

60775) ZHSE . M SCEDOUGTRZ 1B LTz,

MR OREBINCHE D T EOEE (8) 1 OBGETEZIC OV T FRERISR LT,

R EOERE ()

A EARAL

(2 (ROBFEIIIFEA LN &) ]
AHN DR ULIBBUE OB TR O & 5 B

ARHFEIRDLOEERL,

<HitE - HEICBEET 2H EoFEE>

BHg e
BHAEREE O b 5 BE CIIBREMRE b OS5 2 ENE |
F LU, BEEEICE U AR OB B R OB ERERO H 2L TE
DEBY Ths, (MHERE), TEhE~0kL), &)
RO CEMBIE) 15, B ES 35 2 EKmiE) OESH) |

BREREIZ IS U ARFI OB ED B &2

IV F= 0T
F A B OIRE HRIIZ DRI
(mL,"43)

=60 1[E1500 mg# 1 A 3
15250 mgZ 1 H3 [=]

40-59 A 1181500 mg#% 1 A2
[=]

20-39 15250 mgZ 1 H?2 1[E500 mgx 1H1
[=] (=]

<20 1E250 mgx1H1 1[E250 mgZ1H 1
=] =]

) AEMCBT BRED ) 2 b L ICRE L,

MR BT B :
AT EH I IIAAN250 mg 2 BAATE L IG5 5, 7k, KA
BHTRNC BN 5 134T 720, :

HUMUE 2 O B HE BN
VR A G LT

|kt RGR R A
T, AFIO B AN LB
R AICE T B ENBEC
e n D LRy,
Company Core Data Sheet

(CCDS) D#EWIHZDH

(15 - AR KT B B REL
I U T AA OB R D H 22
SRR AL EER
E LTz,

(AT O Y - SR
B B HEREITS U AH
HOBEDBZIZOVTY,
|cepsic S = gE L.

(EH EorEE]

1. HERES ROBEIIIEEIFENTLZ L)
(1) BHEREOHLEBE (B2 U7 7 ADKTICHD, &
WL HREN RS 2820302 DT, FKEMRZ &1 TR
B EEETL L, (T - HEICEET DM Lok
. THEREG ) RO EEwERE] 15 BlERESEICRT D

KRGO LEE R L,
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A EOEE (%)

A EARML

KyEhe OESH))
2) @ (TmEndE ~oks | OEZM]R]

2. EEREAREER

(1) AFIOFEIX, BRI DIZ EDENHFETE LD T,
B GA2HmMT L2 L, s, HEZE LT #HIREZEOIE
FICB W IR HBGSH UNICE G2 MG T 2 2 ENEE
LV,

(2) AAFNX, JRAI & U CHAEZ OIGRICBWOISHE, 72,
HARIEZ OIRIFICB W UITHBEHR T2 2 &, SGEDIK LR
Ronnd, H50EET 258101, ELNITMOTERE
WU EZLZ L,

(3) AANL, AEHREDIRT (EMEMIaBM, i, HIV
BYZ L D) D BEICHT D ANMER L 2T LT
[AYAQAN

W2 O e BN £
VY, L B LT,

3. tHE/EM
JFRER (BFRICEE T2 L)

KA %

BEIRAEIR - HETE 515

tA - fEpRIA T

ZAR=IRaNE 3
R

KA OIEMERHY T H
HRv 7 a ey
ARy REFEALE
Srtr. HEEE IR S 4.
Ay a eLo
H R B R D I R K
O i 55 v i B2 ff 8 if
FEREMT 5820
H 5,

KA OTEERHY TH
HRovrma et E
& L CEIgO RAME 5
WZ X VRt s Z
N >N =S S N i
)OS/ = R W 7))
PEt 2390 = 0 5 FTRE
Rd 5,

KHFBIRDLEE R L,

4. ®EITEH

BRI 2 x5 & L - ENERRRER I8V T 2Rl 545
70661, EEAR MR A ERE 2 E T RIER 2 HE S 0136341
(8.9%) Thot, ZOELH DL, BEFESH] (1.1%) . ALT (GPT)
76 (1.0%) . EIR76] (1.0%) . CK (CPK) HAHN5% (0.7%) .
THISB (0.7%) ZETHodz, GhREBEINEE)
I 2t G & U ENERARRERIC I T 2 FEAM o 4 5
59961 | BRI MR AE R 2 5 0RIER DA HE S vz 01X744)
(12.4%) Th o7z, ZOFE7e b OiE, ALT (GPT) #0174 (2.8%) .
AST (GOT) #ghni2f (2.0%). CK (CPK) H&hnofi (1.5%). 98

SR (12%) % Thot-, (GKERH)

HifipZz & Lxg s L
7 E N ER IR BB O R &
BML, 2RISRV A
el L7,
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A EOEE (%)

AR EARHL

(1) BERZEIEH

1) FEFRRRRAER (B RE™) « $5EL. 205, B Re & ok

MRHRIERD H D DOND ZENRHDHDT, BlEEL+TITITO,
HEPROONTGEICIE, &5 E2HIET 5708, @URALE
ZITH 2 &, SERLITEICERE THh LD Z EnME SN T
Wb,

2) EEKIEEE (BEEARIY)  hEER SR ARE (Toxic
Epidermal Necrolysis: TEN) | F7 & ¥ERHRSE A+ (Stevens-Johnson
SEERE) . ZTABEDOEERKERISNH LIV, Z Enbh
L0DT, BEEHHIATV, BEPEO LG EICE, &5
T o EEUIRAELITO Z L,

3) AMBAE (HERHY) . BEEBRER"H b Z E03H
HOT, BHEREMAZIT O 2 CBIE L 21TV, BEDTRD
ONTHEEICIIREERIE L, BURAEEZITY Z &,

4) BERUERREMEAE (BEPERBA™) - PR, M1, CK (CPK)
EH TR ORF I A7 0 v ER AR S 9 DR R R
FED S HoiLD Z EWHHD T, BEZ 7TV, BENF
DONTEEAICITEEEFIE L, @URAEEZITY Z L,

H) BEREXIIAECBWTCEALZEWER T 70,
ER L L,

RO 2 HE i LT,

(2) ERZEIEAM (3K

HIRC, LT ORWERAN S SN TWD, BEEHoIciTVn, 2
WD LNTEEIIE, E AR IET 57 @O R LE 21T O
&,

D) 7F747%y—Yavr, 7T 74 7% —KEK (K
PRISE, i A v M SE)

2) PLImERE/D . MERERIERAE, IO R M PN EE EE
fERE (DIC) . /MR 28BS

3) REthmRRER - Bk E (B, YA, B, g8 TA

DAAFEAE, R, JE S

4) W I, SRR

5) FEMEMZ%

6) FFJc. NPiREmR S, PHE

7) AMERER

IO TR I 2 B E 2
CRod & B L 7=,

(3) =ofhogEIfEH

DX IIERNDH HONDEZ ERNHDHIOT, BENRED LN

AL, WENIEEZ LT 5 S EETH 2 L,
| | 0~S%RiE | 0% BRI |

WREEREZIRL L
7= [E PR ARG RS, B
MEZERE R E L
(] P e R BB 2R 22 0B

L. Fe#z%m L,
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A EARML

SHJA . HEEIR, @
H T, HAE

U AN T N

B

PR AR A B
BUNEE/N, JRH
1 B

PRSI 7 v
T F =N, R
M. SR+ A
Bk, PR R ifn Bk

liR(E3

I BRECHE N
i BRERAD |
7R ML BR AR |
~NEZ 0 U
2N )
v N ifEE
BRHEN, 1 /N

LR 4T
PRk AR
BT, HERKIN,
U oREREEM, Y
L BRI,

N2 U > REEAN

FoE

Ji-fik

ALT (GPT) 4
jmn. AST (GOT)
H . LDH# N,
Ry ey /

—

y-GTPRAI, ALP

t%j]l]\

Y

HIbAy

T, B, B8

PR, ST .
Ay, e, &
e R f

B, A@, [#
W, O, B
oIS

WEAET | BB

e
== A
E=) ZR2

By

mliLE, BhE

Z DA

CK (CPK) Hg/0.
MH Y o L
m, e, 3

B SRBEGE

«

FHE, R A
NN YN
i DR T, CK

(CPK) A, H
e NE R R

AT

D) BEHRE SUINAEICBW TR LZEWER CTH 5720, HE

R E LT,

H2) ZOXDIERD S HONIHEIIE, 52T E

WY RALE 2T O 2 L,

5. HEE~ORE

AFNTEL LTEBE PS5 25, Ml TIXEERENMET

ENGE NS oL B O
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A EOEE (%)

AR EARHL

LTWn5ZENEL, mWiRENRFRT 28NN H 57
O, BEOREBEZBE LN OERICKRET L2 L,

6. hhw, FEhw, RIEFE~OREE

(1) #E5 TR LW B ATREVED & 2 I NI 5T 2 558121,
BE_ EORRMENGRMEZ BB S SN 58O EET
52 &, UHRFOBEICET 2R8I L TV, ]

(2) wRtmicxr LCid, AR GEHIIRALRT IS5 2 L, (#)
WER (v 8 ZBWTHIHTIIBIT T2 Z LamE ST
W5, )

ARHFEIRDLOEERL,

7. INRFE~DORE
RHAEMRER, AR, LR, IR AT/NRICxT 52 20Tk
LTy (FERARER 220N,

ARHFEIRDLEER L,

8. EEH G

77 bhv 7 omEHREIZET L ERITD RV EERE L
TeHEIIE, BE, SHERIERORHRIEZITO 2 &,
EHEEIR T OREIS CE U e & 21T oo - B E
BEICBNT, BEBRERHEINTWD, 2, TEMEGEH
McThir~ v (IERTIIREBSBXr 7 men
ELTCHEET D) ILENATRETH 0 | 4B OIS IC XV 1f
e Ch O EE 10 75% A3 5 Y,

CCDSHUET SNT=Te D,
FrE A B LT,

9. WA EOEE
HRANAZ AT - PTPEREEOIANIPTPY — s HHY L CARA T
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