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(2) %4
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2. —ik4

() #%& (@maE)
77y AL ael (JAN)

(2) %8 (m4E)
Famciclovir (JAN. INN)

B)RTL (stem)
Lo A VAH| R BR{LAEY - —ciclovir

3. #BEXRTRER
Ny
%
)k N N)\NHZ
HaC ow

0] CH;

Y

0]

d\

' FARUATE
13 CHN;0,
5y f-H : 321.33

4.

5 {LF4 (fnfiE) XITAE
[2-(acetyloxymethyl)-4-(2-aminopurine-9-yl)-butyllacetate (IUPAC)
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1 2) INEGRER (235 1) B SRR OB BRI 2 3 1 2N 4 F o 2R 7R EHZ W TRIE,
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(1) e 1
9-(4-acetoxy-3-hydroxymethylbut-1-yl)-2-aminopurine
(2) k' E
9-(4-acetoxy-3-acetoxymethylbut-1-yl)-2-{1-[9-(4-acetoxy-3-acetoxymethylbut-
1-yD—-2-amino—purine-8-yll}-ethyl-aminopurine
FEERFIC OV T TIX. FERRBRICE T 21EE 2. (7) 4)) OHEER

 BHOEEREEHTICBTARENR

=B PRAFRM PRIFIEBE Rt wmOR
E WA BR 25°C B — A gk 36 % A N
IEEEER | 40°C/75%RH | B —mdEED 6 %A HN
R 60°C ) 3% A RN
MEALEE G OV o — A A
NTHoT-,
W ) P SHEBPED (ITRNT, M
i | @ | 25°C/90%RH 1 1 3»H KRG O, O T
i = T ORI E DT OB
A Wb LT, B —alE s
b7z L,
N . FE TR AR E
N AL 4]]{ i =
ot e AT HEp gk 180 75 Lax-hr N

AERIEE MRIR, ARyED . R, HREERAER, AR, EE. S

HDPTP ats (KU b=/ - TAI=U L) 2701207 I3— MIEID ZEUELELO,
7 2) EHWURATRER . DR OV R 2 3517 2 IR S F O 27 s BHT S W THIE,

1 3) ZEMERBRIC IS W THUE 2 328 L 7R o Took sy, TEE, BB ORUE AR 22553k & L CHEsd,

<HE>
PRAFSRA: PRAFEHE el [
R FRDRIS 6 7 H 2 H A THEADOEANLE LI,
N - - N
PTP @ 6 %A 3 HTHER, 6 7 A THEOODEANRALNTZ,
12 5 KA 3 5 HTHRK0.7%, 6 # H THK 1.0%HEML,
25°C/60%RH ™2 | PTP @l# (BB ) ZO®RITIEALR L, 6 5 A E TTHRAK 15 O HE
BRRIRINR IV

SEDSER D i, LARRIIA A L,

EDRBRER - S GEAE v e B TR L, AROREZ RBE M & i L,)
T 2) BRI E - MR, FERREBR, JERME. TR Ko, W (BT e T 7 A V) B

%IIII

1EER NBREOREMS
% L2,

=113



10.

11.

12.

feFlE DRAZIL (B0
AR L,

- a ke
Fik Bl —EGEERE EHERBRE SRk
M - BlEEL 50 rpm
AER K 900 mL
FE 1 85.3~103.3% (30 MDEHHE, 4 2 v F O/~ K)

B% - a8

(1) EEAVELES - A%, NMELSERIES - SRICHT H1EE
LR L,

(2)a%
PTP : 42 §& (6 $EX7)

() PREE
% L7gu,

(4) BEROME
PTP Ak : RV =1, T/ I=17 LA

AR S HEMEE
% LR,

Z Dt
ZEER L,



V. JAEICEAT HIER

1. HRER SR
O et
O #kmms

2. PEXIIHMRICEHEST 5FE
BRIE STV,

3. BiERUHE

(1) HERUHBAEDOMEDR
(BftED)
WH L, RAIZIE 7 7 A3 7 LT1HI250 mg # 1 H 3ERRO#EGT 5, £/,
BRI O BAIRE OB, H . RAIKIZZ 7 A7/l d LT 11H 1000 mg %
2ERIBAREGTHZEHTE D,
(FIRES)
W, RACIE 7 7437 vE0LELT1HI500mg 2 1 H 3EEEAOKST 2,

(2) BERUVHAEDRERERE - BRI
FRNREICI N T, s RGEH B M ORISR 2 2512 E N TR R 2 S fit
L. AR O ZEEPHER S RTE - HREZRE L, TV.5. (3) MERIGERHR
AR, LW (4) BRERTRER) 2

4. RERUVHAZICEET EE

7. B - AEICEET SIE
(Zheedt@)

7.1 BHEEREERE CIIREMBEEZ H T TEHET L2 Z EDRLEE L, BHERRICIL U7 AR
DORGEKOBREMBOAZITIFEOLEBY THD, [7.2, 9.2, 9.8, 16.6.1 &[]
BHEERE IS U T2 ARA O RO B 2

Bl s LR INIIR
17 250mg 1 H 3[al| 18] 1000 mg % 2 [a] | 1 [7] 500 mg 1 H 3 [A]

B
- &
=60 118] 1000 mg % 2 [6] | 1 8] 500 mg 1 A 3 [f]
—. 1082 1
;;;z;; 2059 | L1280 me L H Bl e % 2 ] | 1151500 mg 1 M 2 ]
(mlL/%) 20-39 |17 250 mg 1 H 2[A] 500 mg Hi[A] 1[0 500 mg 1 A 1[5
<20 [1[E250mg1 A 1[@] 250 mg HilA 18250 mg 1 A 1A
) SMEAICET DA Y &b L ICikE LT,
7.2 IMEENT RFE IZIIARA] 250 mg 2 BATEZ ISR G925, 708, IRELEITRHTEMNE 5
W 77, [7.1. 9.2, 9.8, 16.6.1 &[]




(BHESIcxtLT1E250mg 21 B3 @53 5548)

7.3 AR OHBEIT, FIHPNTVIE EDRPHIFFTE 20T, REICRGZMGT D 2
B

7.4 AFENX. JFRIE LT, 5 AR5 2 &, WEOIKLARLLIRWD, HDHWITE
LT 25EI2IE, NI OIERICEIV 252 &,
(BfiEs(cxt LT 1E 1000 mg % 2 B%R59 51548)

7.5 WS (DB IR~V R) OfF U OBFREZ#0IRTBETHD
T EERRIERICE ST MRET H Z &,

7.6 KR OARMIL, WIHIERIEH L, HONICBB T 2 AL E LV, [FIHER TR
5 6 RFERORB IR 2 BtE L= BE BT 28I EE T 57— 213560 T
W] FE e BRIRRBRICI W T, 2B H 0BG, FIEEG% 12 KefEtg Grad
PHE LT 6~18 Kffifltk) (2G5 Shi-, [8.3 5]

7.7 REIDOHIEHE LT T 5561, LTORIZEERETHZ &,

c RGO IRTEETH D Z LI, FREENERER 3 BILL B L OREL S E
W5 Z &, [17.1.2 ]

- FROYIGER (BEOEFUKR, JHEUE, & 5 FE%) 2 EMICHE TR AT TH
HTEhHMERTDHI L,

© HEME R OEEOBEEOREBEZHZE L, AAIOLITIH, Ak AR OE Y72 i
% HENEIRAGERGAICORNTTT5HZ L,

c 1 BIOFFRGOUTFITEDH Z &,

7.8 ENEERRBIL, OBV IR~V A D BE & X GUTARF OB M OV
SO E RN E LTERS N, [17.1.2 2]

(HRAEZ)

7.9 AFIOEHIL, BHEOHIEWVIZEDRENIFFTE 50T, BRIICR G 26T 5
ZE, B, BELELT, RBHEE S AUNICERGZBET A2 ZENEE LU,

710 AFNX, FAIE LT, 7THMEHAT S Z &, EOI LA LNV, HDH VI
BAL T 2GA 2L, EONITMOIBRICEI D B2 5 2 &,

EL, @mWMHRENRRT BTN 5, FMEICE W T, BHEREIK T ORE IS
Uit 72 2 (T 0 - - B el E B CAaMEREESRE S TnD Z En
b, BHEREEEOLH BT CIHEGHREE ST THET 0L, HEERE LT,
£/, AEICBWTC, 2T F =027 U7 T A (Cler) HD R 7% BHEHERE
18 B O RN 9 Bl 7 7 L7 v BV 500 mg ZHERE D&% 5 L= & 2 A, Ik
Rt chH 52027 v eld Cmax KON AUC, . (X BEHEAE DR T OFLE (LN
L. ty, OIEE R ORFPEER OB B A B, B2 VT Z 2 A%, Cler DX FIZLE
WEMIZIE T L, Xy 7 o EVOERIIEEER TOREICL Y BEE2ZT 5 2
LRI N2 Y,



UL Z et BHEREREEERE TII, AROME - HEe2lE T 508 RS H 2 L
B, A ERE - HENSFE—TH L KENCB T 2 HEGMEO B L% &1, A
51T 5 BEHRRISIG LA OB G EROEERIBO B LZFLH L0 T, ZhasE
Z, Bk HEZHET DL L,

7.2 MiEENTBE
SAENZIB T, MRENT 24 R RTOB A L2BE 3 iz x4, X v 7 v e/l 5 mg/
kg%1ﬁWWTf£%ﬁ&L 4 BRI O M BT 2 G T L& 2 A, v 7l

BEPIREEDK TBRIE T T 5 Z &R Lz ¥, kBT BE TITEHRENMK T
LT%DK% & PSRN DT, AKAID 250 mg 2 BITERICHEEG L, R
[ OB E COFNIARAN Z L LisnZ &y

(Hpiz 12kt LC 1[0 250 mg & 1 H 3 [ml#&E53554)

7.3 HHEIE U A L R IHTHIER 2 D O BB NIZIE R ICHE T 5 72, FIHER TS EL
B, HODITHLUA NV AR OE G ZET 2 2 L2k 0, REOEITIH, 8 E T
D HBOFEMBIFS D, 16> T, BIRFEINIAFOTG 2T 52 &,

7.4 EANOREFERBRICB T, A#FI1[E 250 mg %2 1 H 3 [\ 5 HETHoe AR S
izt kv, &5%W®E£kbkoK%&ﬁ%%¢uﬁ%@&%@%bﬁﬁ%n
WAL B WIEROEALAFRD b HE I, BARLEEHIchbzRET 5
T VTS, ORI A D 2 L,

(Hliyyz 12k L C 1[5 1000 mg % 2 [ 53 5 8545)

75 BREBRRICHETIEEFHEE LCRELE,

76 RADODZAI V7T HIEBREREEL LTRE L, VI Z24et (EHLEoES
BT 2HE) ] © I5. EEREAWEREZOHM ] OELESHT L L,

7.7 WEIOFFESOMFIZETH2EEFHEE UTHE Lz, BHEEERE~OE LIS
WL TV, IBRICBET2EE ) © 17, ik - HRICBEES 2] © [7.1) OHE
HLZMTHZ &,

(HRIEE)

7.9 B LA CHBN D, HIREZBICEBWTH U A VAR AATEF L T 5 R
e CREBEHIoKHEH) [T RETH D b T s 19, #REZ TR LT
b, ARG ARG T L,

7.10 ENOEEHBRICIHB W T, AAI 1[0 500 mg 2 1 H 38 7 HE THoaohtkosR
Shiz ko, &5%W@Hﬁkbt0$%&5%W$ TIER DO UGE D JE LA A
LW E . HDOWVITIEROEALRRD SNT-HAEICE. BAREEHMICOIEY &
B9 25 2 L3k, hoiREA~EI0 XD Z L,

5. ERPRAUE

M ERKRT—2/\vir—o
7 7 L EIVERIR ui%ﬁ %‘2‘:{

ERIX Sy AR D FEFA SIS iE 1L A & $e 541
B 1 &R 12 6

B || g O FCV i 8 {3 250, 500

EY Mk —mERE A | [ pp g % 1000 mg A
5 2t 36 fi




RISy SR O T X & SEGISK Fik 51
i
[A] 7 AF—N—k O 500 mg (ZEfiE s
) # (RHOEE) B 112 61 gy | P
& 140
R % s 1181 750 mg
p e v |FCVEE 841 1A 30
# —EERE R " p e 4 gy ago7RAE | TH
i 1A 1)
[EE]
AL T 44 4 LpTeome | o
% 1 CHEM 20300 . 18] 75, 250
11 e 75 mg #f : 66 {71 %1% 750 mg 70
i O ) 250 me ¢ : 68 41 1H 30
* BokyEss | 750 me BE : 69 4l
. _HEM 247 151
AL Heeak FCV #¢:122 f 1l 250 me TH
e GRIBASE . 77 a ) ACV F:125 {3
B ZHEM 471 151
ST T FCV #%:233 fi 1200 me 7H
#BR GRS . 7o 7 mEL) ACV #£:238 4l
545
\ - FCV
24N “Hah - 1171 250, 500
bR 007 | GHEZE . 7z ) 750 mg B - 138 1 1H3
ACV Ef : 139 il
s “HEHEM HREZ
et FolAT
B 008 | G : 77 i ol % 138 1 1 11 500
Wish —EER 750 mg 135 4 | 1% 750 mg 7H
A Pl BB - 146 f 103
Bk 008 HER A '
B Get R « 75 &)
AT
a%ga F—T R 43 5l o 5H
B o 7t 161 £
L3 “HEM . 125mg. 250 mg,
I e b e §;22 gﬂ 1% 500 mg 5
IS = FCV 250 mg
I b Wi |2t LA 3
tti&%%ﬁ ”Atti)auﬁ% FCV E}é'127 'fﬁlj ACV 200 m 5 El
" GIHR3E : 7> 7 meL) ACV ££:118 LB 5H g
£ sl # 562 01 FOV 220 me
Al TN FCV #£:281 4 5
PR | GHIRSE: 577 2 © VAR VAGV 251 1 VAT R e !
b e =g FCV 250 mg
e F—T R 108 e 5H
~ BRMED |
" CEEH SETED 13t 531 4
R e T s g Y LELI000mE | g
e GEHBBSE - 75 R) | e T P RE268 f
MR R)
s —_— _ 2 701 £ 1500 mg % 1 A 18]
51 AHIFABR J:Eifi%ﬁ MO | 1500 mg #E : 277 41| ORE T L H
2403 (% REE - ;olﬁ“lz/‘ﬁ‘) ARANLAA| 750 mgﬁ : 220 | 750 mg % 1 H 28]
(ZEBEED Sl P i - 254 {3 O #s
g4 I =
VAR —EER Fsttoy | o 329 Bl 1000 mg % 1 A 2
510 w2 ROV R : 163 4 e A 1A
(BE LR GiHHRSE © 7T & R) P #£ : 166 1 T

FCVHt: 77 Ay 7 aenft, PHE: 77 vAEE
ACV B : 7o 7 m eV, VACV R : NT o7 v O VIERRIERE Oof REERE)




(2) BRPREEFEEABR W
1) Hi[a|$e LR
e R A AHE 250 mg, 500 mg & Y 1000 mg (FRE 8 i) % B[R 05 L7-
fade, ERTOZE, BRIER, BUPRURAE K ORI O B ICAANC R T 5 &
EZONDRFEHAITERD b Rdoiz,
1) AANOAGE S HE - HEE, TEE ., JAZiZ7 7 537 er e LT 1[H 250 mg (H
fliEyE) X% 500 mg (FrfkiEE) 2 1 H 3ERAKE T 5, E7o. HRMEOHEMEEZ 0

BlE, @E. RAICIE 77 A3 70l LT1E 1000 mg Z 2 BEA#EST 52 L8 T
x5, Thd,

2) B bRy

e 8 BT AFA 760 mg™ 4 7 AERAKRE (1 X7 HAIEXL A 1[E,

2~6 HEHIL1 H 3[) L7fHE, AR EOBEEENGE TCERWEERR L LT

HRIEKIZTHEOABRLA 1HIZED b1, BRREEORF L L LT

AST(GOT). ALT(GPT) XU CK(CPRKYE® E&HiF 0Nz ALT(GPTYED EH734% 1

fﬁJ CROBNTZNER LR E 72 5T L EITEZ 2 6T, MICARANTERE 3 2 25
ITRRD N2 o Tz,

) AFIOAGR S AV HE - HEEL, TlsE, A7 7 437 LT1[H 250 mg (B
M) X 500 mg (HRiREZ) % 1 H 3ERNET 5, £/, BREMOFMEE O

AL, @E. EAIKIZTZ 7 A7l LT1E 1000 mg & 2 B AEESTHZ L H T
X5,] TH5D,

(3) HERICIERHER 20 »

1) B~V _RA DT A JVATEGHED 5 B Mg~ S ANEGE K O IR Y KRR IE
ZXfg B L LT, FCV ® 125 mg, 250 mg, 500 mg @ 3 &, 1 H 3[E 5 H[#
BHIZ LD B REORB R OAF M, et A AL RE 2 —HER
HEEIR A S L 7=,

O A
HRNHIT, 125 mg K GHE 78.0%. 250 mg &% 58 93.2%. 500 mg £ 57 88.1%
T®» Y. Kruskal-Wallis ##7E. Dunnett ®ZELEDWTIUIIBWTHAR
TR N7, BREEZICERRIICAT o 72 max t £ TlE 125 mg T’Qi‘}ﬁik
250 mg, 500 mg HGREOMICAERBEANRD btz (p=0.046),
BIERMTHDHE 1-40H @f{ﬂ“( /%, Dunnett ®Z HE M EIZI T,
125 mg & G-#E L 250 mg #GRHCHBEZNRO bz (p=0.009), £7-. Eib
B> 4 B 3 23 125 mg #HRETH o7z,

@ Z4atE
LEERIE, 125 mg BEGRE 95.1%., 250 mg % 5-8f 95.5%, 500 mg £ 5-4F 100%
TH» Y., Kruskal-Wallis # & & ' Dunnett O % B LI B W THEZEITED S
N7pino7= (p=0.358. 125 mg vs 250 mg:p=0.994, 125 mg vs 500 mg:p=0.339),
TREBREEA & OBIEMEN G E CE RWEIERIL, 125 mg & H5HET TFE=] 28 141,
250 mg HHHET TERHER] 2 1EAHR LN, ERTVTLBETH T,
B, MRNTSERBRIMEGI O 16 (125 mg Fe5-8E) T TEHEK) AH S8,
BEDIERTH - 72,



TREREEA| & OBIEME NS E T RV R BRAEIE O R A8 X, 125 mg B 54 2
Bl 34, 250 mg ¥ 58 2 61 2 . 500 mg FEHRE 4 B 4 Rl A BTN, W
NHEERICEBEE 2D LD TIE o7,

VE) AFNOAGR S - Bk - HEE, s, A7 74370l LT 1E 250 mg (H
FEIE) XUt 500 mg (BRtREE) % 1 H 3ERO#EET 5, £7-. BERMEOYMES 0%

BlE, @E. RAICIE 77 A7l LT1H 1000 mg Z 2 RIEA#EST 52 L8 T
x5, Thd,

2) BRI Z BB TR 1 [E] 75 mg, 250 mg M (X750 mg & 1 H 38 7 B D&% 5
L7-AB 5, A2h=1% 75 mg BF 81.0% (47/58) . 250 mg ¥ 90.0% (54/60) K} 750
mg BF 92.2% (59/64) Th 1, etz TR L) LHEShZeRT
75 mg £f 89.8% (53/59) . 250 mg £f 98.3% (59/60) KX 750 mg ¥ 96.9% (62/64)
ThHoT=,

) AR OEGR I Ak - AR, @, RAIE7 7 A7 el LT 1H 250 mg (B

WIEIE) X% 500 mg (HRREE) % 1 B 3ERNEET 5, £72, HREOEMIES 0%
Ak, W, RACIET7 7 A7 E LT LEI1000 mg & 2 M AFKESTH52 L H T

X%, Thod,
(4) HRELAIERER
1) BRI ER
EAE AL ITHE RIGHERD
<HEANT—H >

HRIEE BT 419 B 7 7 B AR 2 RHREK & U7 BAE A0 (H) ZE 5 B b
AR 2 FE L 7=, AA 500 mg (138 i) . 750 mg (135 i) MU' T AR (146
B) % 1 H3FET7HMKOEE LR, FEFMGEE DR 5220kt
THETOHE O ITT NIV T, AAI 750 mg #ED 7' 7 B RBECT 5
— REEIX 1.400 TH Y, Z D p 1% 0.0228 L AETH -1, > T, AH| 750 mg
BEXEEFHIE E Ch 2N OERHELE TCOREN T FEARFEL Y Bz
ENFBO BN, £, AAI 500 mg BETIE, ITT AT B\ TR ZEEL O 52 2
FALE COREIZT 7 BRI T2 AEREZTRO Lo 725, Kaplan-
Meier 7' &2 > Tk, A%l 500 mg A & 750 mg BEO MR IXIZE A CEHAR->TE
D, 77BRBELHLNIRRD Z LERLTZ, B2, A 500 mg & T 750 mg
1 H 37 HRE#GI1Z7 T B R K52~ PHN % X » BEICdk S8, L4t
IZOWTI, BEEHMPROEGKTH% 30 HE TICREL LI-AFERIT. AH
500 mg #f 76.1%. 750 mg #f 76.3% M N7 T VR T4.7% TH VY . AEFLREI
RIZBWTAKIREE 7T 2R TEITRO SN2 o T,



SERMi AL E T HEIZEI T % Kaplan-Meier Plot

e i) A
e e — e =
80%-{
77 1y 7 0 EIL500mgEE
60%-
77 Y7 O EIT50mgEE
20%] T REE
20%-
O%A T = T T T T T T
0 5 10 15 20 25 30

=41

) RENIOERE N HE - HEE, TEE, AT 720 7m0 LT 1R 250 mg (H
HE2) XX 500 mg (HEREE) & 1 B 3N #&L545, £/, FREORMES 0%
AlE. WE, BRACIET7 7 A7l LT 1E1000 mg & 2 B OS5+ 6T
X5, ThHs,

ttiﬁgﬁ%ﬁ 14~16)

[ HAliEz]

(1) 2 x4 2% 1[0 250 mg 1 B 3 [A[#& 5 19
EN THEM SN2 T v 7 v VIR R —E e R esli G 71 ik,
555 i) 2B WT, [ ToBMIEIEZE ORREBM BT 5 FE TO R T,
AHl (18250 mg 1 B 3 [El#E) DT 7w eV (18] 500 mg 1
H 2 [B18e5) 1253 2IEH MR RRGEES vz (N — R 0.918, {E#EX M 0.774
~1.088),
F 7=, Kaplan-Meier HifRD LI TlE, AFIERT o7 m eV RiED 14T
D HHIRIIE DIFZEENL BT 5 £ TO HEY D 50%581XWFnd 6 H TH
o7 (MEZH),
A C O HMIIZ OISR T 5 £ TO HE (Kaplan-Meier Bi##EX)

IR (%) (PPS)
100

90 —— 7y LY 7 1 EIVEE(2T941))
80 === NF vy VR (2764)

704
60
50
40
301
20

10

L COHAMRIZORLRIAER T 2 TOHE (HR)



(2) 3D BAMIEIZ %95 1 B 1000 mg 2 [BlF5- 19
[EN CHEhE S 7o R D HAEE (MBI AR IMEZRA~ LR ZD[E U
T O FIEBEE M 3 LI E) BEEXIRE L7 7R EEML
ekl (R 96 figk . AMMEMAT G (mITT) & LT 373 fiil) (28T,
PERE I CFRNCAFI LT 7 R 2 BA S, R OYIHER R B % 6 K
PAPIZAA] 1000 mg KT 77 B ARZRIEL ., FIERIED S 12 Kk GFRE
FiPH & LC 6~18 FEf#) 1ZAAI 1000 mg XX 7 TR ERK LT, T Dk
R, THAEZ OFT X TOREEANIEE T 5 £ TORR ] 1I220 T, KA
(151 1000 mg 2 A% 5) O 7T RICKT HEEERBIES N (P=
0.008, ~#'— Rk 1.33, 95% 5 #HX[# 1.08~1.64),
F 7=, Kaplan-Meier HifRD LI TlX, AKl L 7 T8RO [HMHEIZ DT T
DIRETALOIEER ] OHEBIT, LT 7RI AR TEL . Bl
TR A ER 0 B, THMIEE O+ X TORREEN NG 5 £ TORy
M1 D B0%IIAFNTL4TH, IR TETHTH-= (PRIEDFE-1.05,
95% (5 HHIX[#]-1.70~-0.40) (XZMH),

BEHMAL DT N TOREIUAAAES 5 F TORRE (mITT)

A /AR %

2 pe=d =N J 705'%27‘1?
u‘T%ﬂﬁI,E Fl ﬁu‘l’% 1000 mg (11'8352{;[%]7{?}:[]&5‘ (188 @U)
(95%;%%;&15%*) 4.7 (4.2~5.0) 5.7 (5.2~6.0)
s D3~ T {38
DIIEEOLATET  (95% =KX **) -1.05 (-1.70~-0.40) -
3% F TORFH SR
(n) NY—F - _
(95% 12 #5i < [4]) 1.33 (1.08~1.64)
PAE*** 0.008 —

* : Brookmeyer and Crowley method (2355 < FHEAEDOFFEXE (SAS proc lifetest)
sk o TR 7 O E OFHEIX R 2 B FL
ok ok B HRER OYER A B S L LTz Cox HefFlo W — RENG 4T



HHIEIZ O T R T O BT 5 £ TORiE] (Kaplan-Meier #i##[X)

JEIEHEA (%) (mITT)

—— 77 Av 7 a ELEE(185H1)
e 75 Rk (18851)
90 \
80
704
60
504
40
30
20
10
0
‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
0 3 6 9 12 15 18 21

HAEE O3~ CORAEEALASTRE T2 ETORH (H)

(3) FHEMED OB~ A% % 1500 mg 1 [B]31% 750 mg 2 [A1#% 1% 5-

<HEANT —F >

FRMED OB~V BE R & U AMEBRRRERR (41 fEsk. A2 T
KL & LT AT77 #) 12\ T, BEIZHANIAAI LT 7 A %2l S
AU, PR OYHPERIEEE 1 R LANIZAH] (1500 mg 1 [A1F 721% 750 mg 2
[B) X7 7 ERERIE L, MIERIEN S 12 R 2 [ H ORIEZE L
7o ZORER, TERFEMALINRM T 5 £ TOREM 1220 T, AF| (1500
mg 1B E7212 750 mg 2 [A) D7 T v RITx+ 2 @R HEES - (P <
0.001, ~H— R 1.64 £721% 2.05, 95%(EHEX M 1.26~2.14 £ 7=1% 1.58~
2.66),

ABANIILRZDBERBEEMIEE T AETORER (mITT)

Ty ALt Ty AhvZar

I N 1500 mg 1 H 1[5 750 mg 1 H 2 [ 7TER
R B R s PR (168 fi)
(152 1) (157 1)
o fE N N -
(959% (= RRIE ) 4.4 (3.9~5.0) 4.0 (3.8~4.8) 6.2 (5.7~17.0)
FBE AL AD MR oD A
BRI (o5uismp ) LS (-2.7~-0.9) -2.2 (-3.1~-1.3) -
BT 5 ETo R
e (H) NY—F ~ -~ _
(95% (24X 1) 1.64 (1.26~2.14) 2.05 (1.58~2.66)
Pl <0.001 <0.001 —

% ®E1E1X, Hochberg M{&1E Bonferroni %% A CHi#& L7z,

% : SAS lifetest procedure T ) X% H Juffiod 95%(54#E XM (Brookmeyer and Crowley method)

% sk RIS e h R O HE X 2 B R

% okosko BEREROVENE ERAEES £ A & LTz Cox Efbil 9 — RIENF 301

7E) AR OAGR S L - R, e, lRAIZIEY 7 497 v EyLl LT 1[E 250

mg (HfJEE) X1k 500 mg CHR¥EE) % 1 H 3EIRDEEET 5, o, HHRMED
HHEZ OBA1T, @, A7 7 A7 el LT 1[E 1000 mg % 2 [AlfE
HEG352LbTED, ) ThD,



(4) FFFEMEDYEZR~/L_ A3 5 1 B 1000 mg 2 [Ef% F % 5
<SENT—F >
FRMEOMERA~N_N A BE x5 L UI-ANERRRS (G 31 faq, AR
st @46 & LT 270 f) 123\ T, BEFICHEANIARI XL 7 &R % Bl
S, FEOYIHIER I B 6 R LANIZAA] 1000 mg XL 77 & A % IR3E
L. FIEAREE DD 12 BRI ICAHK] 1000 mg XX 7 7B RERIE L=, £D
R T R_RTOIREEN NIRRT 5 £ TORE] 12250V, A%l (1000 mg
2[\) OF 7RI T HEEESBREES Ve (P <0.001, ~— R 1.64,
95% 5 #E X M 1.23~2.19),

HBEANWRZADTRTOREEMAERT 2 F TORE (mITT)

AN/ =l i

G = 77k R
wFAAE A Rt 1000 mg 1 F 2 [E#% 1 5
(125 1) (145 1)
il N _
(95% = HE X [15]*) 4.3 (3.9~5.0) 6.1 (5.0~7.0)
PERRAJLAR A D i (i D35
STORIED (950 (BT **) 18 (2.8~708) -
BT 5 F TOWRE R
M (H) NYP—F N B
(959 =B 1.64 (1.23~2.19)
Pfges* <0.001 -
% : SAS lifetest procedure TH /) S5 FRAED 95%FHHIX[H (Brookmeyer and Crowley
method)

sk TR 7R h R E D EFEIX I 2> 5 B
s ok ocko BEERE, PERIR OSSN IE R EE 2 Ri A S & LTz Cox LB~ — RIElG 4T

[HrikEz] o

ENCTEEIhT > v e/bx i T EE RS (G50 Mgk, 471 #1) 1%k
W, TRAETNLAE AT 5 E TOHET, AK (1B 500 mmg 1 B 3 [A#5)
O7r7aE/L (118800 mg 1 H 5 EEE) IZXT I LRIz (A
— Kk 1.080, {E4HIX[H 0.888~1.312), *7-. Kaplan-Meier hi#g® ik T,
KRN ET V7 a BN OERACEOHERIIM L THEIL Tk v | 2k E T
DO BHED 50% 51XV h 7T H TH o7,



SERMiEAb E TO HEIZEI T % Kaplan-Meier Plot

ik%él%gﬁ‘i{ t (PPS)
0-9 —— 7y AT ZOELEE (2104])
0.8 == 7 rOULE (2166)
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0% ==== .
0 28
BHZH ()
2) R2aER
Y ERR L,
(5) BF - IRREAIEAER
EUERR L,
(6) JAaRrERA

1) ERARERE (—REAKGAE. HECRARGEHRAE. ERAMRELEKRE). 2E
RFERT —FA—RHE. BERTRERABROAR ™19

[k 2]
(1) A AR OMEE ()& 1)
il R EE T ISR DAKI DA MK L2 OME &2 B & U768 ki
AL L. 609 gk 3,441 HlOFHA A IVE L=,
- T
L ARMEFRHT R SIER] 3,248 BIOREIVEFA OFRBIEI A1 1.0% (34/3,248 f5l) T
HoT,
FERIIER O E2RER KO ORBEIS L, HHES 0.4% (14 #1) |
—fB - BB REE K OB EEALOREE 0.2% (8 #1]) . ERARRA K O AR
EX0.2% (%561 Tholz, EARGENDRIEHKOZEORBUFHIL, &
D4 PE, TRILKOVHIES 3 % CTh o7, EERBIERIERD bieh o7z,
- btk
B NPERRHT T RAE B 3,248 Bl DM UGEE 13, HYERNIC X AA O S
B AG I & B 2RI T RE D B EHE IR & TR ORI (L 2 R A BIC IR L.
ERSE], Mg, IR deE) . RE), Tk RO THEAREE] TH
SN, HIEARGE 22 44 FR< EHSE KO T%#E)] ThozBED
EE (LAF, TER]) 1%, 94.4% (3,045/3,226 f5) Td -7z,
99—



(2) BHEREREE 24 3 2 BF T 2 FrE i R A OMEZE (K& T)

RREEPR E 2 A 7T 2 BE I T D AKOF MR O LZE2EORFZ B E L

tﬁmﬁ%%mﬁﬁ%%mb 2 figx o 53 Bl O A2 IVEE LT,

s e

LM RN R BIEBNL 53 Bl T - 7=, BIERILZRD SN hoT-,

- AahiE

A NSRRI SIE B 53 B DR SGERE L, RIS X 0 ARAKI$ 5 5 haRE
& Blss %W%Tﬁﬁ®&ﬁfﬁkﬁﬁ@%ﬁ@ﬁM%%A%’@%Lf%
BgGE), TdeE), TRoR0ME ], %, Bk @ 5 BRECTHE I,
&%%(%Emﬁlm%%<)i\MM%(Mﬁxm)f%oto

(@%ﬁﬁf%@ﬁﬁ(mm)K%#é%ﬁﬁ%%ﬁ%ﬁ@%%(%ﬂ

W FICB 2z iem (PHN) (B4 2 AF O R OGR4 H

m&un%mﬁﬁﬁmﬁE%£ML'mm X5 764 BIOFAE AL LTz,
o =X

L2 EVERRAT R GHER] T12 HIORIVER OFRBRENE1E 0.7% (5/712 #) TH-
7o ROOLNTZRIERIL, MEHAPE, B, RH, ZEMED Ev, =
BRI, RS L TH Y | EiL, EEBEICOWTUIEE ThH o 7208,
W b ERIFIERIE TH o 72,

- A

BN MERRAT 6 SUE BT B 23504 T I 707 4, PHN OEHIRGE Z a4 5
BFHA T 687 Bl TH -7,

BIERA T 2 DMRUGER 1T, YRS X 0 ARFIP 5Bl AR & BlE2
W%Tﬁﬁ@&ﬁﬁﬁwﬁﬁ%%—M’m* L TERgGE] . T8, TR
R, [RE) F%mjm5&ﬁfﬂmémt SR (HIEAHE 9 fil
%%<>im3%(myw8W)f%oto

PHN ORI A G Lo & 2 A, EIRETFHEIT 90 H KR 12.3% K Y
360 HMi M 3.9% CTh -7z,

[ Bz ]
(4) PEZRAIVAR RN BT 2 Rl A i (6 T)
PEZR~LA (LR, GH) BEEXZ e L, BEZE NICBIT 2 AKK 0L 4
PER OE NI SR A L, MR 22 L2 B E Lz RE i ki iid 4 5
fE L., 36 gk o 352 FlOFHAE A INE L7z,
- 2k
L AVERRAT R GOER] 296 B (935 GH 107 #, 37 GH 189 #i) D
TEROFBIEIGIT 1.4% (4/296 1) [#1%% GH 0.9% (1/107 fi) , FEil
GH 1.6% (3/189 %) ] Th -7z, RO LNT-EWERIL., SIS &
SE, BE, RIS R BB L CTh o7,
- AahiE
B NPEREAT S RIAER] 251 61 (#1%ER GH 90 4], fF%% GH 161 #1) D4 fk
UGB, PSRRI L 0 ARFIE G BRAARE & bk U 7= BIE R TR (X
93—



ﬁ&%$t%)@GH@%ﬁﬁ“*%iﬁﬁéh/r%%&*JF&éJ
(R #E | AL, THEAL) OS5 BEf THIE S -, #1013 93.2%
(234/251 ) [%)J%éﬂ‘” GH 93.3% (84/90 f) . F¥#% GH 93.2% (150/161
B THoT,

(5) 71 7R VKIERRFEBIRE B3 D R e H AR A (6 T)
ARTAKEREFRZIE (LLF, KVE) & ZxiReE L, HEZETICBITLA
Fl DM OFMEIE AL, MR 5 2 & &2 HAY & L7 FrE il 1 ks
A A I L. 51 fEa%)s D 146 BlOFHA E A INE LT,

- Ak

B MERRAT X GAEE] 131 B O BEIEH OFEBLEI A 1% 0.8% (1/131 i) Th
D, B LIZEWERIL, IR &K OMES 1 CTh o7z,

- B

B RIWERRRT R GIEG] 114 BlOBMRYGEE L, HYEMIC IV | KHE 55
%%&%@Ltﬁ%%%%T%ﬁ(Xi&ﬁ¢kﬁ)®KVE®%%ﬁ%é
FICEHI = 4v, [EERdGE), TdaE], TRodGE ), TA% ), T k) o5 B
BECHIE ST, BERIT 96.5% (110/114 i) fa%oto

(6) FrE M plgii A (BB SERE T ICh 1T 5 MR O HMEE (DB~ L ~AX
il‘i””f\/vf{x) X D e A e OB IEAE IR PE ORERR) - (SEHE )
fEERE T2 T 2 RO HMEZE (RIS~ L) #
Hl _xﬁ“éﬁé M O 2 B3 %,

2) ARBEHE LTERFEODHNRXIIERL-AE - ABROME
=RV

(7) ZDith
ML,



VI. BHEREICEHY HIER

1. ZEEZHICEAESH HILEYRITILEYEE
TruaEN, NTvrunenVERE. A RZ7AD YUy BEXTE Y
HE  BED DB OREE - WREL, BT OBRMNLEEZRT L L,

2. EEEMA

(1) YEFERL - YEFRMER 2519

AL, IRAZESLICRI & S TTEERE < > 7 m e VB En D, Xy
B EVUIAVASARED A )V AERHENICB W T, VA VAHRDOTF I VXS —BIC
X0 1V U b, BicEEMEERY S —Blck 3V UEkiR (PCV-TP) &72
%o YSHENIZIB T, PCV-TP IV ALV ADNARY AT —FDEED 1 >ThHD
TAXTT v 3V VEEE (AGTP) EHAMICH T2 &2k, VA LR
DNARY AT —EMHEEMERT, £/o, VA LADNARY AT —EDLE L LT
TANVADNAIZIRYVIAEND Z LITLY, U AL X DNA B EEFE-HZ =T, L
FOERICL Y AN ADHEIELZIRT 5 B2 bhd, N7 VLD
—BETH D 1Y U EGRIRNICFET D VANV ABRTFT IV R —RIZ LD
7o, U AV AFERGSHII )T DI b D EEZ NS,

| ZyLoOEN
| RyyomEl |
AIRZRT AV
R Y £JL R DNA HiBR{E
<— VANRBERFID FF—E |
RyooOEN 1Y UEbE XL AVR 3 VR

Ry oOE) 21 VEEbE

Ry oaOE) 33U VEEbE
TAFXLTT/ Y 33U ><
Bt EDFEaSNERER

[ 4)LR DNA ARME |




(2) BN H#EfF 1T HHERBAE
1) BN ToREr (in vitro)
F & LTHSV-1, HSV-2 KWXVZV O T 57 7 — 7 BEtEtE L Lic 7S 7 —7
ANEOM, VZVIZOWTIEI T A NVABEERIRE L L2k E LT, BY.OMliHE
HEIZROVHIANA_XATA NV ZERZRE LI, ZORR, Xy 7mbenix
HSV-1, HSV-2 XN VZV (2% L CTRWHL T A LV A iEMEZ R Lz,
O A NATEM © 7T — 7 Wik
HSV-1, HSV-2 ;O VZV FEBRERRITkE L THL D A L ATEMEN R Sz,
IC;, (ng/mL)

A LA BRAR (EES R HIETTIE

R | Tvrsae
HSV-1 HFEM MRC—5 | 77— 7 bk 0.5 0.3
HSV-2 MS MRC—5 | 77— 7 ik 0.8 0.4
VZV Ellen MRC—5 | 77—/ Hibik 2.4 3.3

QLT A N ATENE « 75— 7 b 42029
HSV-1. HSV-2 Bk VZV Bbk Sy BRI S L THLY A /L A TEREARSD BT,

. y . IC;, (ng/mL)
v 1= ;’: PANEES 50
AL A T8 F A0 e I S e <oosucr] rooaen
MRC-5 19 AXVU R 0.4+0.2 0.2£0.2
HSV-1 HEL 20 TAUH 0.6+0.4 0.5+0.4
MRC-5 15 HAR 0.4+0.2 0.2+0.1
HEL 15 HAR 0.5+0.2 0.2+0.1
MRC-5 22 AXVU R 1.8+0.6 0.71+0.3
HSV-2 HEL 20 TAIV 2.4+2.5 1.3+2.8
MRC-5 15 A A 1.5+0.3 0.3+0.1
HEL 15 H A 1.1+0.2 0.3+0.1
MRC-5 12 A XY A 5.1+2.9 52+1.9
MRC-5 11 TAU 4.0+t1.5 4.0+1.1
VZVvV MRC-5 5 YL — 3.9+1.2 4.1£0.8
MRC-5 15 HA 1.9+£0.5 2.0+0.4
HEL 15 HA 2.4+0.6 2.1£0.5
@B A NVATEME YA Ol E 1 2
A LA AR (EE= R YA R S
VZV T ORE (EBRERR) HEL VZV YA E O BEMN % I FE AR AT IO
(n=15)
300
250 |
ﬁ I
200
g S
0 5
€ 150 |
H
®
T 100 e
N ——A"yyInE
N ——7y0E)
~ 50 |
0 L—i
0 0.1 1 10
#RE (ng/mL)



Ry 7ued 3V CELIRO YL T O ENE 2519

HSV-1, HSV-2 }x (* VZV (HSV-1 SC16 #k. HSV-2 MS #£ ) O* VZV Ellen £k,
FERERR) GBI v zae o 3 ) VERMkikE Ty a3 Y
VERLAR DL TE M A LR LT,

HSV-1 }x O HSV-2 &4 MRC-5 HIfEIZ &GS 1 B L 0~ v 7 v e 37
e 10 uM ZIRINL, 4 RefilEs#E L7z, $£72 VZV &Y MRC-5 #ifidiZ 60%
® CPE 23§ LR S TRy v 7 a A7 v 7 e e/l 10 pM 23 L., 18
IRFfEIRG 28 L7z, TNENRGTER, B E 2 oRE L, BEIZ 3 U UMk
RIS % HPLC JEIC X W JIE L7z, #RERIZEIT 5 HSV-1, HSV-2 K N VZV &
YN 38 U U EBLERIREZ ZNZEN TR R L, A2 TRICR L, 72
B, 3V LR OREE I 2 [EOFRER O SEE TR LT,

HSV-1, HSV-2 KO} VZV JEGSHIIENIZ I W TR v 7 m L 3 U U RIREE IR %
IZIKF L, 2200 81E 10, 20 KON 9.1 K Th o7z, —hHFT7 v 7 men
3 U VPRI T L, RN 0.7, 1 KTV 0.8 KfHIThH > 7z,

HSV-1 &GN TOR v 7 a ENVEOT 7 a o 3 ) BB IRO R ERERE

21000 R =
El RyLHOE L3 UEE E 7IoaE L3 U
»ac \Dc
= 100 | 10 r
=] =]
= =
S N
10
il #
1 1 1 1 J 1 1 J
0 5 10 15 20 0 5 10
IREfH] (hr) i fd] (hr)

HSV-2 JEYSHIN TOR_R v 7 a BV KT 7 a e 3 U VEBIKD IR EHER

E : E FLHOE LY B
< 100 RyLHAE LY VB -

= c 1

2 3

E wf £

% { 0.1

0 5 10 15 20 0 5 10 15 20
FE[E (hr) iR¢ [ (hr)



VZV BYSHAN TRy 7 a eV ONT 7 a eno 3 Y bR EEHR

1000 [ 1 r
RyHOEL3Y Uk FoHOEL3Y VB
[
Fu’ 100 M ?:
S = L
E E 0.1
2 10 2
i #
b LS
1 ' ' : 0.01
0 5 10 15 0 1 2
¥ [H (hr) FF [ (hr)

R 7 eV OT 7 aeEnd 3 Y B EIRODE LR R RGN T O -

ey
U A LA - %Uyﬁm%ﬁﬁﬁ%mﬂ\ :
NvzRen TysaEn
HSV-1 10 o
VZV 91 08
2) (G DI A v A TEM 2

T L7 aELROEORFMTHD 6T AF X suen Xy e
NVED HSV-1, HSV-2, VZV ERERITS T 2507 A NV ATENE A2 7T — 7 b ik
(MRC-5 #ifd) 2LV HE Lz, RICERHO IC,, HA2 =T,

Ty L7 a eV KOG O T A v ATEM:

) IC,, f(ng/mL)
HSV-1 HSV-2 VZV
Ty AT EEL >100 >100 >100
BRL43594 >100 >100 >100
6-FAF TR BN >100 >100 >100
BRL39913 >100 >100 >100
BRL42222 24 16 26
N a e 1.5 1.4 4.8

*x* BRL43594 (EZFWE 1 LW U). BRL39913, BRL42222 I[Z- oW TlE VI FEhEEIc R84 5
HE 5.(1)) OESM

3) MHPERR I 5 MaEt
T v EOVIRRIC KT AL 7 o BV DB A L A TEME: 2420
HSV ;N VZV ERERICKT A7 a EALOH A VAIEEE T 7L L
bRl Ut L7,
HSV-1 SC16 #:., HSV-1 CL101 #f &k O VZV i/ 1N BE N7 v 7 v eviZ
M2 R REA OIS 7k, SHIZT7 v 7 v A& 500 BE )5 KBS



iz HSV-1 BRBRICKT 2027 a eV KT v 7 v o IC,, iiE 77—
WEEZHWCHEBE L, FTRICRLE,

k. AR THWEBRE Ok miRE (HSV-1 1234 285 CORmik EIE
100 pg/mL £ T, VZV IZXT 2 Bt CO & @RI 40 pg/mL £ T) 2BV T,
CL101MDK & O* CL101MDp7 #£Z T, 90%LA LD 7T — 7 R BLE A ZR®D &
iz,

TVANAFIVrFF—E (TK) #KELTWD HSV-1IZxt9 % IC,, T~
VI/BRENKOT V7 a el bICEEE R Ls, TK KB IZEEBRYE 123 L
Ttz R+t EEZ BN,

FEERr RO LT HSV-1 © TK K48 - Z8Pk, HSV-1 KT VZV ® DNA &~
U AZ—1E (DNA pol) ZRIKIZKIT 577 a e d IC, i< 7 mELD
1.24~16.3 5 Th 1V, HSV-1 OLRKTIL 9 i 8 i, VZV OZFFETIE 5 FEiH
S5REICBNTR v 7o IC,, N7 v 7 v B TEVWVETH 72,
YR INLDOERKRICH L TT V7 v BT THRVEREEZ R L, S
DIZERR 5B S 4172 HSV-1 DNA pol Z#PE (615.8) [T L, X7 1 B/
EHEEZET 22 LR En,

HSV-1 %O VZV ZEBERICHT 5 IC,, ff (ug/mL)

TR Fl R B B | Ry rrEL| TV rZrENL
HSV-1
(FEBR=ERR) SC16 — Vero #lifiz 0.82 0.39
SC16 R;C, TK Xi8 Vero il 7.6 13.5
SC16 81 TK 2 5(30%) | Vero #jia 1.7 2.9
SC16 Tr7 | TK Z:5(100%) | Vero #tifial 4.2 5.2
SC16 RyC, TK ZE¥4(5%). | Vero Hif 3.2 52
DNApol 28 5
SC16 RSC26 | DNA pol Z£% | Vero #llfz 3.4 10.4
CL101 — Vero #lfia 1.0 0.43
CL101 MDK TK K48 Vero iz 60 90
CL101 MDp7 TK K48, Vero flfa >100 100
DNA pol 2 52
CL101P,C; | DNA pol Z% | Vero #llj 1.5 20
(&R 55 BERK) 294 - Hs 68 i 1.3 0.8
615.8 DNA pol Z# | Hs 68 i 1.0 2.8
VZV*
(FEBR=RR) SCINNE’S — HEL o 1.29+0.29 1.21+0.28
Al DNA pol % | HEL #ifin 5.45+2.03 16.5+1.44
A2 DNA pol 5. | HEL #ifia 6.00+2.41 13.5+4.35
A3 DNA pol Z% | HEL M1 | 5.61*£1.61 16.69+4.72
A6 DNA pol Z£% | HELMlE | 5.48+1.30 | 21.53+5.47
A8 DNA pol % | HEL i3 6.03+1.52 19.5+5.56

* PSS D., n=5

T, ITEOFREITBNTEH, /T 1999~2010 FEICEK DS N7 v/ n e
JVIPERE (HSV-1 X TN HSV-2) 1%, o7 v ebiix LChitE 2R LT
722029 DT OMHHERRIZ BN TH TK & 5 VML DNApol OV 7 XLl 5122
BEAUTBY, ZNOLOERKICHT 270V T 7 a ELOHY



ANATEIZTFEOLEBY Thot-, 728, 1999 FELIRTOME L 1T Bl 5 P 7= 7e
BRI BRIESN TR, 737 a ARy v 7 a BT AEE O
BEE IR CTH - 7=,

HSV-1 3T HSV-2 ZERIRICHT D7 B BV LOT V7 a EALOH T A VA&

o e 1C;, (ug/mL)
T A VA RS FKEIA AL & Tl ha - - -
N r7ube) | 7T 7ue)n
Control — | Wi38 X (% Vero76 0.08 0.15
201132 TK &R 28 | Wi38 X (¥ Vero76 1.3~> 8.0 > 8.0
DNApol £ % Wi38 X Vero76 > 8.0 > 8.0
HSV-1 TK/DNApol 2 H Wi38 X id Vero76 > 8.0 > 8.0
Control — | HELF XX Vero76 0.3 0.5
2010°2 TK 25 5 13 | HELF X% Vero76 | 2.3~> 8.0 5.8~> 8.0
DNApol 2% 3 | HELF X% Vero76 > 8.0 > 8.0
Control — | Wi38 X% Vero76 0.08 0.31
2011227 TK A% 3 | Wi38 X (¥ Vero76 > 8.0 > 8.0
HSV-2 TK/DNApol 2% | 1 Wi38 X3 Vero76 > 8.0 > 8.0
Control — | HELF X% Vero76 0.4 0.4
2010° 28)
TK 28 5 4 | HELF XX Vero76 2.7~> 8.0 4.1~> 8.0

a : HSV-1 EE=EM (Maclntyre, ATCC No.VR-539) KON HSV-2 %=k (MS, ATCC No.VR-540) 73
T a EVEEZAED control & LTCTHW B,

b : 2008 4EiC HSV HEYBE N SNBSS N T 3 7 1 EVEEZ M HSV-1 BRI B 2 0928 =Rk (HSV-1:Kupka,
Mac Intyre XX KOS, HSV-2MS KON G) 37 v 7 17 EVEZMED control & L THW O,

PSR B3 A Mt 29
Ry v BV FC VIV 2 85E S 720 VZV irE—E D MBS 2DV TR

L,

VZV (AT Akk) Z e SH72 HEL 8IS 2 pg/mL O_> 27 o EALRONT v 7 1
ELERINL 6 HIEEGE LT, HBEZO VA NVAZMRL, & 5I2 4 pug/mL, £0D
% 6 pg/mL EPBRMBE OWNREZ 1 THRE L, HHNICHBLL 77— 7 5%
BE LR, Ny 7 a e VIS T 7 — 7 OFERRILERO Lo

7‘9—
—o

RV eV KT V7 8 EVEIRINEERO SR EICHEZ R LT — 78

R 5 A/ A=y Y Ty raen
1 0 506
2 0 1992
3 0 >2000
4 0 >2000
5 0 21
(3) ERHIRMERM - iR
MMEE e L,



VI. EYEREICEEIT HIER

1. MAREDHRS

() AELEDLGMPEE
RMERR L,

(2) BGRRAEBR CHERE IN-MPERE
1) fEERERR A HL[E] % . 30
fERERR A AA] 250, 500, 1000 mg ™ Z H[EHE D& G- Uiz & &, ARANTHS I
Rt &h, mMIEPIITEERBEY TH L7 n e ARnmEnz (MBR),
MAEF A~ 7 v ENVOEYEERI/ T A—Z I Tio@h) Tholz (RBMH),
Ry 7 v e® Cmax KON AUC 135 B0 - T, FAEMBEMICHEMmL
77

RIS T 7 L7 v B L Z B A S
Lz &nmifEh~r v 7 n e 0REHER

(reg/mL)
8 —
—@— 250mg
6 —O— 500mg
—— 1000mg
o4
iy
i
E
2
0

0 2 4 6 8 10 12 (hr)
B[]
(- BT = B ALl 75 . n=8)

HERR AR EREO MER R 7 a BV OEYRETRRI N T A — X

T 0 Cmax Tmax AUC,... ty
(ng/mL) (hr) (ug-hr/mL) (hr)

250 mg 8 1.45 = 0.36 0.91 = 0.55 3.84 £ 1.32 1.84 = 0.57

500 mg 8 3.21 = 0.62 0.78 = 0.31 8.61 £ 1.32 1.97 = 0.32

1000 mg 8 5.76 = 1.52 1.00 £ 0.42 16.5 £ 2.33 2.03 = 0.37

(¥ + fRYERZE)

) AFIOAGE Sk - AEE, 8%, AE7 7 537 ers LT 1[H 250 mg (H
MiE) X 500 mg (BHfiEE) 2 1 H 3RO #EE9 5, £, HRMEOHEMES D5
BlE, @E. RAICIE 77 A 700 e LT1H 1000 mg 2 2 RIEA#ESTHZ L8 T
x5, Thd,

2) fERERR N A % G- 30
fERERRC N 6 BIICAHK 1 18] 750 mg™ ZR/%, 1HH & 7 HHICHE®RE, 2~6 HH
(21 H 3ME 5 MR CHRG LZEZ A, Ry 7 n ot iEE I4#%5 1



OYEE G EFNITE&ERAMTES LATZENLUTFTETIR T Le, KIERGKE T
OHEES (THH) BT 7 eenro AUC, & Cmax &, KEHS
PRI O HEIFGR (1 B H) LOMICAREETRBO o7z (p > 0.05, t-
RE), £/, 1HH & 7 HHT Tmax KO t,,, ICAEZITRD BT (p > 0.05,
t#E), THEE THEAOD 1L HE & AEGHMZE L7 m e b NI
O EFEO R P PRI LA B R ETRBO Dotz (p > 0.05, t+RE), A
FIH A GREO A > 7 v EVIMER RN S T L7 R ERERS L 2 A B U SE
BE & FFE %L, KERGICEI2EBITRO N2 & LW RERFIC X
> TAKIOERNENREIZZE L LD EE 2 bz,

BARH RO M~ 2 7 v eV OREE K OHEE G- & O T HIHER

(ug/mLyT T — BEREIRSENS OF Rt
b ° AEE( FHLS.D.)
m 3 [
b3
2 I)
B
=
1
0 b &
0 24 48 72 96 120 144 168
M B‘RE NSO

(CF¥) + S.D.,n=6)

KR GREOIMIEF X7 v e OFEYEEGR N T A —H

5 n Cmax Tmax AUC, .. ty
(png/mL) (hr) (ug-hr/mL) (hr)
1HH 6 2.92 = 0.96 1.83 = 0.75 | 10.64 = 2.67 | 2.03 = 0.36
7THH 6 2.39 £ 0.37 1.67 = 0.52 9.46 + 1.82 2.12 £ 0.40
(F# + 8.D.)

) AFIOAGE S = ks - A&, TlE, AZIET7 7 43 7aen e LC1 A 250 mg (H
) XX 500 mg (HREE) % 1 H SERNELGT 5, £/, HI%EOEMEZE DY
AL, lE. RAIKIZTZ 7 A7l LT1E 1000 mg 2 2 EEAEETHZ LT
x5, Tho,

(3) b=
M ERR L,

(4) BE - ftRAEOEZE
1) ﬁg@a/zﬂrs 31)
TERERRANZAA] 500 mg™ % 7 v A4 — N—yECZENER L VBRI HERR OB S L
X BEICIVMEEP Y7 e Tmax FEMTEIE L, Cmax LV
AUC I FENTHD LTz, BRIR ERFICRIE & 22 2B (b TldZeno Tz,



ZERERE R VB R RO IMAER 2 v 7 1 L OIRYEE RN ST A — X

Cmax Tmax AUC,... t k=R

RS R " (ug/mL) mg (%+J;m (hr) %ﬁ%¢4
e G RERe - 12 3.88 +0.91(0.79 = 0.18|8.61 + 2.52|1.89 + 0.42|61.09 + 7.01
BHRRG 12 2.52 +0.96(1.38 + 0.67|6.99 + 1.99|1.72 + 0.38|58.19 + 5.92
(F¥y = 8.D.)

) RANOERE I HE - HEld, T, RAICIEZ 7 4y 27 v/ d LT 11E 250 mg (B
W) X 500 mg (HRRE2) %2 1 B 3ERN#535, £72. ARMEOFMES 0%
AlE. WE, RAIKIE 77 L3700l LT 1HE 1000 mmg % 2 BEAHKETHZ LT
X5, Ths,

2) DR 3E D 2
fth A&l & OOf HIRF D RN ELfE 3237
<HENT —5F >
AFlE, 7aTY )= TEHET 4V XFTV IR EOFHEGIZL Y ARH
O Z 5 B ERA 0 SRR IR IS B R LITRD b o=, £,
KFNE ATV TrAZD L EOHFHEGIZ D . AR OIEYENREIZ ERIRAIIC
BRRETRD bienoTz,

2. EYRERU/INT A —42

(1) BRAT H3
BB L,

(2) TRIRE FE 7E 8
REERR L,

(3) HSREE AR
MR L

@ HYTFTURY

@%WASWL$ﬁ5%n@m% CRERFICHREIERE L&, XUy 7 v BV BT
Ly 7V T7 I CE¥+S.D.) 12 777+112 mL/min., B2 U7 F 2 A% 458+ 72
mL/min.“C“dJ?) S77,

) AFNOERR SN A - AR LEE., A7 74700 s LT 1A 250 mg (il
f“) N1x 500 mg (Hikaz) ;&1 H3mRRO#E5T 5, £/, BREORMEZOLAIL, #
CRAICIETZ 7 A7 et LT 1E 1000 mg & 2 OGS AL L TE B, THD,
(B) P HEFE®
<A EANT—H >

AR 7 B e 400 mg & 1 FFEEIRNE S L7 & 200 M EHEIT
85.313.7L ThH -7,

(6) T D1
BRI L,



3. B%KH (REaL—>av) @

(1) BB Ak
TR L

(2) 185 A — S EHER
LR L

4. w”i 39)

VA FTRAZEY T 13
<SENT—F >
fREE R T AH] 500 mg A% D5k O 7 B BV 400 mg & RS- L CE
L 7o et B 2B ORI 31X TT28% Th - 72,

2) WS
Z v MZUCHEEFR 7 7 2V 7 vu VBB LRt E D, 77 A2 7 v B OWIGERNL
NG B THY . b ORIUID RN ERRIBENTWND,

3) WL =
40 mg/kg % H[RIRE O 8 G1% T2 R £ T 57.4% (T v 1)
O 5% 96 FFfH £ TK 90% (1 X)

4) WEIFE B
Ty M UCHER 7 7 537 1 BV 40 mglkg R OG- L2EE. &5 L7 e o
BT 4% IRFUT, 35.5% 3 FH P a7z, AR~ X 0.9% Th -7,

5 9

(1) Mk — BxRE Y@@t >
Ty MIUCHER 7 7 L3 7 1 L 40 mglkg ZHEI X 1 H 118 7 HBRER D #E
Liz& A, HEl, KERGEE BIHN~OBEEOBITIZOT N THY, 22D
HRTESCHTH -T2,

(2) & — Ra AR AP & B 4 Y
R 1S HEH DT v M “CHE# 7 7 A7 v L 40 mglkg #fkN& 5L, 284 —
NFOHT T DB L TR - IRV A~OBATIEZ G LT & 2 A, it aeldiaisRar
ZimiE U, (SIEE IR AR oA L7z 2y, REEh g p R B I R CTIRIRE CTh -
7o FRICHEYLDIRER & i T ORI . BB O MEMEEFITIZ L A Sl L &%
z bivlc, E£7z, B 24 FEZIZIE, REM) O & ONE R AR Ic B Re I3t &
TRino T,

(3) A~ DT >
HH T v MCUC R 7 7 537 B BV 40 mglkg RO L= & % Tmax (&%

1% 0.5 FEfE]) OFAHIC, mBEF 0K 8 5D MSTREIRENE D vz, 5% 24
BERICIRIE & A ETEE LT,



(4) BERA~DIBATHE

TR L

(5) Z DDA~ DFATHE >

7 v M UCHE# 7 7 537 v BV 40 mglkg & BRI O &5 U72BS, el
< OMFETITE G4 0.25 XX 1.0 Bpficim & 72 0 . K28, JEtEE. K Bk, Bl
BR. FURAR - BERUIME, Bk, B, R BB CXmiE o 2~20 50,

PeiE. WENE. W, U oL B, OREIIR. M. SRR, OAFIECIE. iR & IIEE
REOREZR L., BEAXOKRIEBTIEREE 4 BFRICRSREIC/R 72, 0.25 KT
1 BB 2 B i RE IR, B AE (0.25 BERIC 75 ng eq./g) M OVEBEEE (1 BRI
97.4 pgeq./g) TROOLNTZ, MK, MAETHERE L BT 2 & EDOWHKRITFER TH -
7S, HEEEG-1% 168 REICIXIE & A E ORI TR BRI B IR R LU T &
ALY
40 mg/kg Z 1 B 1101 7 BREIIERR 0BG U-BSo Mg, i b K OSRASR  ikb feis
FEITHE 3 0 S FIERBE T, T DS IFE OBMITRD b7,

HEYEZ v M UCHERE 7 7 v 7 m BV (40 mglkg) HLIFIRE 1 # 5-IRf OAEA T B e ik

e ug eq./mL or g
0.25 FFH 1§ 4 FEfH 24 FEfH 72 IRFE] 168 K]

i 9.99 * 2.39 4.77 + 0.83 0.737 = 0.427 |0.0280 = 0.0016 DL DL
i 4% 9.45 = 2.09 4.86 = 0.62 0.650 *+ 0.372 DL DL DL
e 6.55 + 1.16 5.83 + 0.51 2.28 + 2.46 0.223 =0.117 | 0.111 * 0.0937 s
R 8.17 +1.33 5.84 = 1.00 1.25 + 0.61 0.252 = 0.123 | 0.0365 $ DL
e 8.46 + 1.57 5.44 + 0.82 1.15 £ 0.57 0.185 + 0.006 DL DL
ANl 7.20 + 1.67 5.16 = 0.69 0.947 +=0.540 | 0.124 =+ 0.005 | 0.0474 * DL
k= =] 1.69 + 0.18 1.61 = 0.33 0.227 =0.101 | 0.102 * DL DL
FE5E 5.87 + 1.55 74.4 + 78.6 1.30 = 0.67 0.310 +=0.068 | 0.0721 * DL
s o e 23.3 £13.3 97.4 +175.9 13.7 = 7.6 1.00 £ 0.58 0.158 0.169 $
L N 4.82 +1.29 8.79 + 4.00 1.29 + 0.57 0.152 + 0.052 DL DL
Bk 12.10 + 2.43 6.92 + 0.41 1.94 + 0.97 0.492 + 0.024 DL DL
KEhk 12.00 + 3.74 24.0 + 16.5 0.799 * DL DL DL
Dl 6.56 + 1.22 4.09 £0.96 | 0.553 +0.323 [0.0494 + 0.0056 DL DL
ffa i 6.67 + 1.41 4.55 £ 1.55 | 0.768 = 0.487 [0.0407 + 0.0056 DL DL
fiti 8.73 +1.65 6.53 = 0.12 1.19 + 0.65 0.229 =+ 0.025 | 0.0829 + 0.0149 DL
SRR 7.46 = 1.24 4.88 + 0.42 1.44 = 0.57 0.228 + 0.107 DL DL
i 1.59 = 0.11 1.90 £ 0.58 | 0.248 =0.119 |0.0577 * DL DL
N 5.35 + 1.03 3.60 £0.54 | 0.997 =0.592 [0.0633 * 0.0022| 0.0516 $ DL
1B R 5.77 + 1.10 3.84 £0.13 | 0.867 =0.592 | 0.158 £0.008 | 0.0522 § DL
K 0.314 = 0.018 | 0.295 = 0.010 |0.0731 = 0.0338 DL DL DL
N 0.403 = 0.059 | 0.363 = 0.045 |0.0782 = 0.0397 DL DL DL
i 0.749 £ 0.335 | 0.689 = 0.120 | 0.242 3 DL DL DL
BN 0.401 + 0.050 | 0.338 * 0.038 |0.0865 + 0.0528 DL DL DL
A 5.13 £0.77 4.82 +0.66 | 0.923 +0.627 | 0.197 +0.060 | 0.125 = 0.025 |0.0554 + 0.0071
HHE 9.48 + 2.05 5.71 = 0.65 2.04 +1.31 0.243 § DL DL
RN IR 16.3 = 14.0 17.5 +20.3 | 0.764 +0.493 | 0.251 = 0.096 DL DL
ORI - BEOIME] 51.5 + 25.2 49.9 + 44.3 6.97 = 9.04 0.550 $ DL DL
LN 0.771 £ 0.198 | 0.594 * 0.796 s DL DL DL
T Mk 71.5 £ 8.1 50.4 = 17.6 6.97 + 2.61 0.258 + 0.009 | 0.0819 * DL
JH i 14.0 + 2.2 7.20 + 0.75 2.06 + 0.72 0.365 = 0.013 | 0.105 + 0.018 DL
T 1.59 + 0.79 3.72 + 0.41 1.28 = 0.50 [0.0914 =+ 0.0092 DL DL




s ug eq./mL or g
0.25 [ 1 RFfH 4 24 IH:fH 72 5 168 [
H 75.0 = 12.8 29.60 + 7.69 13.8 £ 5.2 0.391 = 0.071 DL DL
=1 69.4 + 2.7 15.8 = 0.6 3.77 = 2.01 0.104 * 0.005 DL DL
N 28.8 +17.1 27.8 +5.8 6.07 = 1.81 0.195 = 0.107 | 0.0733 = 0.0216 | 0.0546 $
NI 5.78 = 2.09 4.77 + 1.74 11.5 + 14.2 0.832 +0.136 | 0.126 + 0.040 [0.0533 $
=1 5.07 = 0.79 3.81 + 1.01 13.9 + 3.7 1.41 + 1.20 0.173 +0.104 |0.0708 $

(35 + S8.D., n=3)
KI2ADIY) $ 1 RIROREE DL RHRALLT
(6) MIFELFEEZE 10
Xy rabeil: 6.4~16.0% (in vitro)

6. X5

(1) FRBERL B UM BIR R 20 41 12
fERERE A 250, 500, 1000 mg ™ % Z2EREZ HL[AlRE O Be G U7 B, ARFN M4
FEORFIRBD BT, X7 e VK ORFORIBMATH S 6-T 4 F v 7 n
BB S, EOMOREMITRD e oz, £z, b MFHEEE W7 fE
(in vitro) \ZBWT, 6-T A F X v 7 v ENNSLRy U7 1 EL~OBLIZTFY A
KNS —=NH DT NT e REXFTUH—ENREFLGLTWDZ ERHEHI SN2 Lt G
REIXTRLO L D ITHEE STz,

1) ARNOAGR SR - ARld, HEE, A7 7 5y 7 el LC1[E 250 mg (B
»9) X% 500 mg (HPRIEZ) % 1 rféu&“ffﬁé Fo. BREEOHEMEE OLEIT, @

CRERANCIE T s AV e LT 1 [F] 1000 mg % 2 MR NEEGTHZ L HTE 5, | THhbd,

N
J\/I >
HN 0 NJ\/I \> NJ\/I
X N
crcHORO-C Cchy N SN l

0
I
CH:0-C-CHs ) CH:CH:CHCH:0-C-CHs CHZCH ClHCHzOH
deacylation CH:.0H deacylation CH:0H
| BRL 43594 s
i 6-7 A F
;\TIA/ZF:_'» P 7vhil.8% A1V
4; PR )r?)l\’ PR ’I_\’ﬁﬁ;‘: Fwh10.8%
E R | Eb AR 4% :30.8%
Eh:5.06%
\/ ' oxidation
0 oxidation oxidation
0
N 0
HN
| \> HN N\
HN)\\ N NJ\\ ! > HN
g N
c| CH:CHC oi') c " : T Q HNJ\\N
H H2|H H:0-C- Hx} CH:CH:CHCH:0-C-CH: _ ;
CH:0-C-CHs Cmon CH:CH:CHCH:0H
deacylation : deacylation éHﬁOH
BRL 42222 :
> oo s
BRL 39913 Fvhi 2.8% f://./r:!tzlz
Tk A AR R 7\y1\.- 36.0%
AR T [SINEE S AR 36.4%
Bk AR Eh:53.4%

——» Major pathway
-3 Minor pathway

77 L m LV OREERHTRR
(7 v F 40 mg/kg, A X 25 mg/kg, t b 250 mg BiFH% 5RO 5 5-RIZHT 5 0-24 BERIR T~ Pt )



Q) RBIZBEI5 T 5EE (CYPE) OHFE. FE5EXR
1) 7 v MBI 585 (in vivo)
HEMEZ ~ MCAH] 400 mg/kg 1 H 1[0 7 HFSERR D% 5 L 7B O RS0
BRNOEBEBRF U ERE. I /7a Yy —AEANE. F 7 v2—2 P450 FF
RyE &, EROD, 77V A fKER{bEE#, 65-OHT. 165-OHT KU p-= k=
7I/~Wﬁ%k%ﬁ@ﬁﬁ5\%Ebﬁ?&f@ﬁﬁfﬁﬁﬁﬁﬁkwﬁbf
AEZEITRO LN o7,
2) B NF b7 v — A P450 BEE L EOKE (in vitro)
t M7 ey —Lbx2ZHWT, 774y 780EL, 6T 4F X7k
WXy 7o ripie hF M7 v — A P450 O 4 4y 1 Fl (CYP1A1/2
CYP2C8/9. CYP2C19, CYP2D6, CYP2E1 & U CYP3A4) OfRHHEME:I
EAEERS LR, FRE 1, 10 KT 100 pM O FEIZ BV T P450 @%
S FRRICKTT A IFEERITRD b n o7,

t MFI 7 a Y —2ICBIT5F 7 v —25 P450 45 FFEOAREHE ISR 5
77A/?mtw&0%®ﬁ%%®%@

26 P450 4y T-FE OEEIEMEIC KT 2R (%) @
R A N/A =A% 6—%‘%#/1\//’/1:1:» Nyvruei "
(D) (u\D (M) (u\D Bt
wey
1 10 100 1 10 100 1 10 100
CYP1A1/2
(Ethoxyresorufin) 2.3 1.7 1.9 6.0 2.3 1.9 5.4 3.0 5.0 74.6
CYP2C8/9
(Tolbutamide) 0.1 1.8 1.2 2.9 1.7 0.4 1.2 1.7 0.9 69.3
CYP2C19
(S-Mephenytoin) 1.6 5.2 9.2 1.7 1.1 5.8 4.9 6.2 2.4 68.5
CYP2D6
(Bufuralol) 7.5 8.3 6.4 4.8 5.8 7.0 2.2 2.3 5.2 80.5
CYP2EL -0.8 2.6 4.1 2.7 -1.6 -1.0 1.9 2.2 4.9 56.7
(Chlorzoxazone)
CYP3A4 ~ - ~ ~ ~ ~
(Midazolam) 0.9 0.3 5.6 3.5 0.7 2.0 5.4 3.6 0.3 81.1

a) : RIS K3 B LR
b) : CYP1A1/2; a-naphthoflavone (0.1uM), CYP2C8/9; sulfaphenazole (5uM), CYP2C19; tranylcypromine (30pM),
CYP2D6; quinidine (2uM), CYP2E1; disulfirum (10pM), CYP3A4; ketoconazole (1uM)

3) UMLK & O3 A AEH OfET
5-7 A v Z v (5-FU), 6-A/NA7 +7) (6-MP), A b FLFH— |k (MTX)
ORHNZKT 27 7 237 v BV ROIZEORFMOILEEHEZ >~ b, ELEY B
KOV e FAFRERRZ -T2 In vitro 38k TRt L7245 5. 5-FU, 6-MP OfREHICEI L
TIHHEEHRZ RS 72 o7, 100 )M 128V T MTX OKER L2 BLE L7228, 10 uM
TIHEIZA SN0 o7z, MTX (352D 90% B AREbIk & L TRFICHER S
N5 &, 77y rubeEZzoMREYOETIREIL, 750 mg &5 I fE
THH 10 UM TH D Z EPBBERICEBNT 7 7 537 1 BT MTX OREICE KR
T A KT RIRERIT D e B 2 b T,

(3) FEBBMNRDEERVZDEE
7Ly eI MOREAKRER, mONI 7 e e R s h s,



4) REYDOFEDHEERVEEL ., FALE
(VI BEZhIEPRICRIT2IEA 2. (2)) @ B OH 7 A L ATEME ] 2SR

7. Bt 50

1) HEMEERAL 2 OVRR K
TR

2) Phttt =R
fRE R A UCAH] 250~1000 mg™ Z HAERE O G Lz & &, <0 v s o EA0F gt
BEIIRTTH Y, 24 BN ORPIZL 70 bV N 6-T 4 F vy
IR ZENZENEEE BD 53.35~60.92% % ) 5.06~6.40%HEt X4, 77 A7 v eV
I dan R WA Tl
B AFNOAR S L - AEx, Es, lAIIE 7 7 A7 e b LT 1A 250 mg (HiflE

) XX 500 mg (L) # 1 H 3ERA&KEST5, 0. HREOHEMEZ OHAIL. 8
WA T 7 LAY 7 ELE LT 1E 1000 mg 7 2 EE 5T 52 b Tx 5, ] Thh,

3) B
AR L

8. S VRKR—E—IZEHT B1EHR
MER L,

9. BIEICKDBRERE

(1) BRI BT
LR L.

(2) Mgz
<HEANT—F >
ARRBE 3B V7 v el 5 mglkg #EFE L, 4 BB OMGENT 217728 2
A, RO~ 7 a BT T5%FRE S,

(8) P ML HEHE
LR L

10. HEDERZHI HEE
1) BFERERR E R 6~
<HEANT—5F >
T HERERE E R ICAK] 500 mg ZHEIRR N b Lz & &, BEREOIK TR, X
= E/L 0 Cmax N AUC DN, t,, DIER K OIRPHER OB NBIR SN (RS
)

o



IJVTF= 7 )T T AMEDIE TN 7 a BEADOB 7 VT T A XERAR
KTFERL, XU v 7 a0 E/VOEKRITBEHEERTOREICI D EEBLZITD 2 &R

iz,
BRI ARH) 500 mg Z HER OK G LIz DX v 7 a EVOEYEEGRT) /ST A —X
HH- 22
CLecr” Cmax Tmax tye AUC, .. CLr %f;{fﬁ;%
(mL/min) (ng/mL) (hr) (hr) (ug-hr/mL) (L/hr) e ’J}%&’ﬁ"d'né\% )
fRER A (n=9) 92 +9 [2.83+0.28/0.89 = 0.10(2.15 = 0.17| 8.20 = 1.02 | 31.9 = 4.2 58.4 + 3.5
%@ TR 70 £ 6 [3.26 = 0.31|0.79 = 0.08 [2.47 £ 0.21| 8.76 = 0.82 | 27.3 + 2.7 58.0 = 3.3
Ehe | SR | 436 |4.45 = 0.64|1.38 = 0.293.87 = 0.50|26.08 = 7.62|10.8 + 2.2| 54.1 + 5.1
(n=6) | D 18+ 6 |5.31 =0.41|1.13 = 0.22|9.85 + 3.12|71.03 + 25.96| 3.2 = 0.7 37.2 + 4.2

(¥ = S.EM., *: ¥ = S.D., **: n=5)
) B : 60=CLcr=80mL/min, HZ%E : 30=CLcr=59mL/min, &% : 5=CLcr=29mL/min

EHERE IS C o AR DR D B 2

ﬁﬁ?%gzﬂj%Omglﬁ3E 1[5 1000 mg # 2 [1 | 118500 mg 1 H 3]
=60 115] 1000 mg % 2[5 | 115500 mg 1 H 3 [d]

—» 108250 mg 1 A 3
Z;;;;; 1059 | LH280me L S e e % 2 | 1500 mg 1 0 2 [
(mL/%3) 20-39 | 1[01250mg 1 H 27 500 mg Hi[n| 1181 500 mg 1 H 1[4
<20 |1H250mg1 H 1[q] 250 mg Hi|n| 111 250 mg 1 H 1[4

) AMEANICB T 2EEE b & ICRE LT,

2) fiFHREbR S )
<HEANT—HF >
PRABME D&M BB IZAHK] 500 mg 2 HEHE O &G Lc & & @R ANICH T,
N7 mENO Cmax DK T, Tmax DIERDHLNIZE DD, ty,, MO AUC ITIEE
BRI oTo, ZORERNG, HEEDOH 5 EF BT 2 HEMEIILERNEZ X

bz,
JFHRERR SE 22 I LRI O HIRF DR v 7 v BV DY EEFRIN N T A — &
Cmax Tmax AUC, .., tie
(ug/mL) (hr) (ug-hr/mL) (hr)
TERERR A 3.53 + 0.78 0.89 =+ 0.42 9.60 = 1.71 2.33 = 0.39
IR RE R 2.04 = 0.62 1.59 = 0.75 9.09 = 2.72 2.50 = 0.52

(CFt5 + S.D.. A : n=9, ITHREREE  n=14)

3) it 1
mElnE (66~T735%k., 7 L7 F =027 U7 7 AE ¥ 85 mL/min) (ZAA] 250 mg ™
FHERAOBRGE L X, o7 Erd Cmax L ONAUC IR A (20~27 7%,
VT F=ry VT T AMEF 89 mL/min) (ZHRTENST-H DD, OO
BEII/NE Do T2 2 LN DARIB OB OFRHIC L > TAKIOHE - HEZ2HET 50568137
WweEZ LN,



v i N N sy i e BRE i N 22 IR B [ 5 5B 0D
AR~ o7 v ELORYE LR N T A — S

N Cmax Tmax ty0 AUC, ...
BB (ug/mL) (hr) (hr) (ug*hr/mL)
NS 3.01 = 0.55 0.66 = 0.19 2.56 = 0.53 8.44 = 1.71

FEm 2.10 = 0.88 0.94 = 0.53 1.77 = 0.28 5.13 *= 2.09

(¥ + S.D.. n=8)

VE) ARNIOEGR Sk - AEE, TEE., RAIZIE 77437/l LT 10250 mg (Bl
Z) XIX 500 mg (HHIREE) 2 1 B 3ERO#E T2, 72, BREOHEMEZOSLEIX, @
WA 7 7 Ay 7o LT 1E 1000 mg 2 2 AR N#E G452 TE 5, ThHbH,

1. Z0fth
EERR L,



I ££% (ERLOIEES) (CEJ SHEHE

ERNBEFNDER
EIN TR,

R0

2. FRAR L EDEH

2. B2 (ROBEHEIZIIHBELLENI L)
AHN DB T3 LI BUE OB ERE D & 5 B

<>

EN ORISR &5t L LERRRBRIC IV T, \EUE & B 2595 FEHFEH 599
Bl 1, AFF210.83%)12, F7-. ENOEMAEZBRE 235 L LizBERRBRICB W
T, ¥ (ZIALED) 28 706 5l 2 74 (0.3%) 2RO HILTVW D, IBBUEDOBEEREN & 5
Bre . G2 X 0 EERBUER S REBLT S EMRIEN 5 5720 ARAID RT3 LiEuE
DOEEERED & 5 BE I L TR, AR ZEEG LT &,

3. MEEXIHRICEET HEE L TDEH

Lk
Be
EIN TV,

we &

4. RERUVAZICEET 538 EFNDER
(V. 4. AEKOHEICEET 2EE] OHESM

5. ERGEARMIE £ TDER

8. EERLEXRNIE
(GhREFIE)

8.1 BElEELENHLDOND Z LN DD T, HENEOEIRS, G A R OBIEIC
WFETLHBERICITEET 2 L5 BFEICHDICHHAT L2 &,

8.2 AMBEENL LOLNDZ ENHHDT, BHEEMELIT O /2 CEEZ /02T
L, [11.1.3 ]
(B#EBSIcxt LT 1E 1000 mg % 2 @53 %1848)

8.3 WIEI DR ITHIMIER (BEOERME, KK, & 5% HBL% 6 REFLINICIRA
52 &, 2B, PIRIRME 12 FefEe FFA&IPH & LT 6~18 Iffil#) (2R
T 52 & HRUIAR L CW D ATEEMER & 258101, IR L2V Z & 2B Ic+
B L, BENEM LI AR L) A TS T2 L, [7.6 5]

(Y




<R >

(hae k)

8.1 ENOELEIRFER IZI W TAAIR G B L EE e TERREES] OREMSHE S
nNTWn, HENEEIRS GRE O B OBEICEET 2BICITEET L L0 BE
W@l 5 2 &,

8.2 AMEB LOENOBIERTRZRICE N T, R%EREE) 28T FlERE) SoBKE
EEEORIEA N RIS ST 5,

B A (M2 L7 F =i, BUNES) 2170 F8E 4 +0lAmn. BE »R
DONTEHEITE, AROEEZHIE L, mEEN T, MRS L 2K (FIR)
HEOBY)RNEEITH Z &,

(Wl yz 12k LC 18] 1000 mg % 2 [ 54 58545)

83 LUFOWNEIZOWTHEFIC o L, BENEM L2 L 2R L L TG T 5
ze,

OfRADHEAI T
- MIE ORI HIIER (R OEREL, KBk, = 5 8FE%) HBl% 6 R LANIC
R4 2Z &
- IRAEFEIZ 2EITH Y 2EH X, WIEARMAE 12 K% GRS LT 6~18
Ref %) (IR 252 &
BRMEOHEMEE (DF~VRZ | MgV~ 2) OENERRER TIE, 18 1000
mg % LD X A IV TIRAT S Z LiIck Y, BRSO Em BB M EHES s L
WO FERDBF LN TN D,
O WM SUFIENR LTV D AIREMED & 2 356 DI E
B O COARENONTT 2 F, AT B IR E TITRFEIN W5 E812iE, ZOfH
[CRREDIEIRT 2 RN B 2 biLd, (IR OR5IZET 5 LML LT
RN IR LTV D FREMEDY D 2555121, IR L2 K 5 BFICHIT 5 2
Lo 6. BEODERARTHELEICETIEE (5) IHiG DOHEABMR,

6. RENDERZEZHI BHICHI HER

(1) BHHE - BMEEZFDH D ESE

9.1 BHHE - BMEEZEDOHLEE

9.1.1 REMEDET (EMHMEHE. HABE, HV REICKD) 2/8F
B RNME K OV PRI RESE L TUN 72y,

<>
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Ty Av7 )L 250mg & 1 H 2B 18 ML O A2 MR AEE L, B b
IZB T DR ~DREERGE LR, B B TroOBRETFRNRT A —4
Je O 1BV T, BRR ERE & 72 2 BT RUIEER D v Ze o 72 59,

15.2.2 ~ 7 A KT v MTBT 503 EMERER (50~600 mg/kg, 2 IR S
FELIZEZA, v~V AORRTII 7y oAy rne Kbk EEZD
B BES O HBLEROBINTRO HiL/en-o72 5%, Z v OB TiX, 600
mg/kg/ B OMETILIRARS A DO HBLR OB MR A Siz, T OFLRIRA AT



K856 » HLIRIZREO HiL, BEORBIRNFEE 5 2 Lidkeno

Too HEZ > FTIE, GO BRI EITE D bR oT,

1523 77 L3 7 v ENLVOIEHRRHY THY EREWTHLH X 7 a ek ls
%78 BV CYL B R B FE AR AE R D3RI ST,
@vﬁx)yﬂﬁﬁﬁﬁ@%%w RU v m BRI DOBRF5EREE

\ZE 2 DB A ME LR, v 7 b EVLERE CIIAEHE (LD
ﬁﬁ X 59, 1000 pg/mL DL THIREE ORI & 755 L1z %),

@t DY oRERESEMIE A VT, PR oS R ORI 5 X v s
2 L O R LR TR, EERE GERENEMELEE) . 250 pg/
mL LU b T RS R A OBIMA R 5N 0, Zhid, 7y rue
NVEMDOX 7 VA REERICB W T HRBD BTN S 6667

@~ VARV m BN EFHIRNE G T o/MERRICEY . v e
VDGR HIERE A Mt Lok R, B it 2 R~ 500 mg/kg & & 5
LB/ 2 T D YR MER OB 2 7R L7228, MEH A E T
72 <. —J7. 750 mglkg &5 UT-RRZIIBGME & HIE Sz 5859, X5
W, T 7ubeN, HorrZ7ab VRN 7 oA & fn MMk 5
ML, TORGERBEFRELMRFT LIBER, T XTOWE CHMERL -
f: 68) .

@DF v A == ANLALZ—=VT9-E Mgz iz~ o7 v e Ohfighge sy
hzcHs (SCE) #BRT, 2.0X10°M T SCE #HRIEA NGB bl & s
ITND 89,



X. JEEREREBRICEEI SR E

1. RIEER

(1) EEIBAER
[VI. N3RPT 2THE ] OEZMR

(2) REMEEHER

5 (mg/kg) - P
B I 5 E S
H H BH(n) O R B H_OBORE R
H ) Y 50, 150, 500 p.o. ]
Animex-S - fERZL
~ B A
asy [T s m peo0n
Byt
MR TTY | ssmm A i p<005)
JRRIRE 50, 150, 500 p.o. -
FAN v h-WHEIR ~ A TEM7Z L
(10) [t oy neysy T T TTTT T AT
. 7;;_0'”’ 7 s A ICERGOM, pe0.0D)
D 50, 150, 500 p.o. ]
Ny omg | <oz tRRZEL
(10) RO 2 a0 N I
Spo. BRIFCHEICHE % AT M (p<0.01)
o —
I 50, 150, 500 p.o.
E 1) Tail flicki:” oo f/ﬁﬁﬁ f : L _________________________________
@ A0 [FEEes 10po.  |BAIRD £ COMN LA ZICER
E (53050 @ p<0.05, £ 5 1HF# @ p<0.01)
2) 71;/v#/y-34y**/7° 50, 150, 500 p.o. 150mg/kglA I Cwrithing$k O A & 72560
% (150mg/kg : p<0.05, 500mg/kg : p<0.01),
~ A 500mg/kg Cwrithing H BLEN % 2 A T2 1 (60%,
(10) | p<00)
RERRTAET )Y writhing 4 % 47 & P (p<0.01),
150 p.o. writhing i BLE) 424 % 50% 4101 i)
50, 150, 500 p.o.
> R PO ema L
Jma
i O T iy
8 po. IR % A E TR T (p<0.01)
50, 150, 500 p.o.
v PO lema L
vl AER e
(10) SRR T bty v e e g
4po. RNk, PRUE, PR Z A B (p<0.01)
M, Ok e % |1, 3, 10, 30, 100, 300 [ifiL+ : 30mg/kg T—iBMEDIL T,
IR A 8 2) iv. 100 mg/kglh L TIRF
LFEX DR 2 30 mg/kg THUIMAH),
1) HAEH 100 mg/kglh b C—iPEDIKT
FEWY - 30mg/kglh b CRER AL OB,
30mg/kg CPEL A (141),
100mg/kg T M i DD,
- 300mg/kg TREWE B OB (141),  HEM1LE])
s ECG : ##7a L
. |2 agonist & TY 1, 3,10, 30, 100, 300 [ISO(F/T) : 30mg/kg THER(141), HEFR(141),
- BCO iv. 100mg/kg 2L b T HI(1451)
m 1SO : 30mg/kg THNHI(1{])
5 CDATEIE ) 300mg/kg THIFR(EY), H0HI(1461)
% ACh, Hist(F#/E) : 100mg/kglh | CHifl
" BCO(FHJE) : 100mg/kglh ETHIH]
300mg/kg T 54Nl (111])
BCO : 30mg/kglh B CHNHI(141)
(G iEE=¢:- Vi)
DMPP(5-/E):100mg/kg THIFR(1F1), 4mifil (1451)
300mg/kg THH]
PR, E/LE v B |in vitro, e
fiii tH 0 7 (5~6) 107~3 X 10°M fEM7: L

i in vitro DFRER DY (T bath TR R E
EEHIRET © a) ; YBUOHT. b) ; Fisher 1, ¢ ; #2¥kIC-OW Tl Kruskal Wallis 15, ¥R « JRIRICOW Tl Fisher 1



(3) T DD ZEIHEHER ™

5 E(mg/kg)

® A B0 | s ®OB R R
— e A 22 <A 50, 150, 500 p.o. [150mg/kg T H FEIER 234 2K T (p<0.05),
Irwini (10) 500mg/kg T F FGEB) L OHEE A Z I T
(p<0.01), HREED G, MHEREDOIKF RO
B DN
. [ R AV in vitro, .
/i 1) [ B (5) 107~3x 103y |7 L
;% 2) agonistii " E/E vk |invitro, 3 X 10°M TACh K UBaCl I % A B\ B
@ (5) 107~3%10"M |(p<0.05)
’; I AE F/E v | |in vitro, 107 MEL_F U i e 8 4 2408, 10° MLk
" |Hist I (4~5)  [10°~3X10°M | CIULH & i
b T8 H S Sy in vitro, W IEIESICIER 22 L, 5X 107°MEL - TNALLH
" 11 3R 7 B2 O'N AU (5) 10°~3X10°M |h3
s 308 HY T FELEYRZ > b |in vitro
’ 7
g H BhiEE) (5) 10°%~10"M (R L
R E B ~ A
1) BEEHEHRY (o) [HPOpedfEERL
Py (AR TS o
ISR A w4 p=0.01)
7 2 A b)
o |P) R "’(]'70)7\ 50, 150, 500 p.o. |{EfH 7 L
P e e
SN R \ .
i FIRECTE DA i 2 1 i p<0.01)
e R ELE
Y P57 Jos 3 e [z L
BRI R N R A A TR (S 1~y
1 %508 | @ p<0.01)
R g A A8 - A AR 7w b in vitro, BN s e
oyt ®) 107~ 35 1o [P 107 M T I 234 FE I HEN(p<0.01)
B4 i Lpa)
Eﬂz%i’%ﬁb 7(175 50, 150, 500 p.o. |{EFI 72 L
e Ny
- IS Pk R T pm0.0D
b {5 i 5y ™ AN . [500 mg/kg TIEAE AR Bl WD, KamE
# I S T T
* XY bt BB A W R (p<0.05), FARREIL T
1id. (p<0.01), pH L 5-(p<0.01)
H ) AV In situ
L : {7 L
H B iEE) (3) 50, 150, 500 p.o.
IR OV 7w b 50. 150. 500 p.o 1=5)E  150mg/kg T32%ME T (3% 5-2-6 1 [11%)
REROBREROWES | 6~8) | T PV 500mgkg C2S%(IE (5 5:2-6H51H 1)
SRR 7et b 2R KRN (5 5-6-24 K¢ 1% : p<0.05),
20 p.o PR BN (33 5-0-2E ] £ : p<0.001),
PRI AR F (% 5-2-6H5 8% @ p<0.001) &%
JRHiNa, K, CIA A > BEIN(#E5-0-2R¢ [ % -
p<0.001)
PSP 7(1"0)'\ 50, 150, 500 p.o. |{Ef 7 L
ICGHE —7(30; 50, 150, 500 p.o. |{Ffi72 L
g L RIHE S ) 7
z mﬁf;ﬁ?i@jﬂf@‘ 7(1/0)'\ 50, 150, 500 p.o. |{Ffi72 L
A AE M A in vitro
’ 7
N ®  |oos~ze  |PEEL
1R EESE ;E/l/(;\;‘))‘y k :)nsvrlirzo,mM e L
i | 3(]"0)" 50, 150, 500 p.o. |fE 72 L
FUIE VR Y Sk
1 0.
1 R R i
O o [ R A (p<0.05)

in vitro OREROYRIE L bath H KR
WEHEAT ) ; M. b) ; Fisher #. d) ; Student's t—test



HEER

(1) BEE 5 HMERAR

~UA Ty MRS XITEBW TR LRGSR, =7 2D LDy, (3% 1% 5T 5000 mg/

kg DL b, #IRNE ST 730 mglkg THho72, 7 v b ® LD 13X 0 # 5T 5000 mg/

lgui\%WW&ﬁfﬁmm%guLT%okoik\4ﬂfiﬁﬂﬁﬁﬁ2%0my

kg £ T, RN LT 480 mg/kg £ THRE LN TITRO vz -T2,
BMEFEMIERE LTy ARONT v b TR, BRES KT, PRSBSOS R
DRBO BT, A X TiHEN: (BO®FE5E), HFikOT 0 | IR, T, LAY

. BREZE . DERORE ERIRNE SR B3RO b,

By P A% - R e 58 (mglkg/H) kB R (mg/kg/ H)
~ 7 A(N, Q) |#RO-HE] 1250, 2500, 5000 LDso o', %:>5000
N LDso o' :739.63
BN - Hi ] 595, 667, 749, 793, 840 2 : 798,90
Z v M, Q) [0 HE 1250, 2500, 5000 LDso o', %:>5000
1000, 1122, 1260, 1414 LDso o':1212.27
[P ?:1189.06
FHIRA - HE LDs o: 1286
5 .
360, 515, 735, 1050, 1254, 1500 o 1219
7 v~ FRIRIN - BB GEA T) 360, 515, 735, 1050, 1500 LDso 748
FRIRAN - B[] LDso 77 A7 m B /LHM:
b7 7 57D 393,492, 614 492-614
Ly IR ) HELT7 7 L7 v eV 550
A Z(N, ) ; IS N TFs
’ %A, , TG (i K , )
O, 3 B, Wi Gkt =) 1000, 1500, 2000 &9 > 2000
4 N By = s =N %)\‘mﬁ—%
SRRPN, 9 BRE, Wi (oK L) | 30, 60, 120, 240, 360, 480 .91 > 480

(2) RIEHEGHMHRER

Ty MEROAXIZT7 7 7% 28H (14 A) MW, 268 (6 »H) MEW52
(18 MRERG UoRER, M CIIEmigas B350 DR o o2y, HETITE
B RO REFED K OREBE &R A 1 5 RS OB TIHEO 2L 2 R & 3 D K5 5
PENFRO BTz, FEREEMEILT » M 50 mg/kg/H UL . A X2 150 mg/kg/H LA % $&
HLUTBICHB L., 2o ORBRIZE T HEIEERBROERNSG, 7y FRUA X T
RO LN IERA~OEBEIIN TN AN TH D EE X DL,

RO DAL= BmET AIE, 7> D 1 v HOKERGIZE W TIE, 4000 mg/kg/ H #f
THIEZE D U U REREDOIRER A BTz, £/, 7 v D 6 » AEHRS T 150
mg/kg/ B LI CHIMRE EOIKEAFED B AT, MK TR BRI 2 b & £ 5
HOTERo T, VEMOKEREG TIXFEITFRO ben oz, A X TIEHERE
R & RARICIRMESGRD DTy, T v ETHALNTMR~DRBILRD Lo Tz,



B RESE P 542 - I 55 (mglkg/H) ARG (me/kg/ H)

7 v k() -7 B 40, 400, 4000 MEFEVE R 4000

7y S | D28 HIH wmaEE 140
P 14 FI 40, 400, 4000 2+ 400
TREH - 26 1 ] MR <50
AR 6 % T8 12 50, 150, 500 2 : 500
JRAT - 52 1 [ 5150, 150, 300 MEEMERE 550
PAREE 8 3 (ko> 2) 2150, 175, 600 1600

A 2(,%) | REH-28 HIH e ,
VR 14 F1 25, 75, 250 mEMERE 91,9250
&0 -28 HIH P .
(Bt 72k B) 500 HHEVE 5, 2:500
A - 26 W MR 50
Fhoik 6 R 50, 150, 500 2150
A 52 HE =25, 50, 150 MR 950
TR3E 12 JH R 2 150, 150, 500 21150

(3) Ei=F AR
EEE R L,

(4) WA TRIEEER > >

~ AR T v MZE

7 ENEREICX D EEZ BN D EEO BRI

%, MECELER S A D HHERER Y 600 mg/kg/ H TEII L=, Z OILIRE A
BERLRTHIO6 » AMICED LN, BEORBENEES Z Lidnhhotz, B, 50,

W 2 A RNREE R G- CHEI L7z, TORER, ~UATIH 7 7 LY
BN ) %ﬂfﬁﬁloﬁo 7w T
[N AR

120 K& Or 240 mg/kg/ H D, 50 KT 200 mg/kg/ H Ol CIIfEE O H BRI 2 X 72 >
277,
Bt P A% - B 55 (mglkg/H) B (mg/kg/B)
~ 7 A(A,P) VRN - 2 A=) 50, 200, 6002 (=3
7 v Mo, ?) TREH - 2 AR " 50, 120, 240V M
2150, 200, 600 2:600 THLARMRAS AHEIN

a)750 mg/kg/ H TG % BRtA L7273,

bIAER NI S =20, 29
;ﬁ E L/fx_o

(5) &hE
HEMEZ » M

A EMHER Y
B HEMERE L OB ASERERER (Segment 1) |
/L 500 mg/kg/ A % 10 R DL E# 5 U 7= 5. ﬁ%&oﬁ%@i

34 8 H LI 600 mg/kg/H & L7=,
i H 2 H1ER 300 725 240 mg/kg/ HIZ

. WX 750 25 600 mglkg/

BT, 77A/7n

. NS aRE

ETERBEO LN, HEWHPAEWIZEEERFTR & foto 7z, 26 ﬁﬁaﬁ?ﬁ%f 1% 150
mg/kg/ H TR FIRE ORENFE O G- N RIRRRICEEITRD b T, 18 HE “C@?Q
5Tl 150 mg/kg/ H T HAE IO K OFRIERE~ DS IT - b o 1o, S

T 5 SRS R O A 530 (SegmentIll) (23T, HIAEIR Til%OmM@mT
REINE R OEFROERTARD bivle, HAROKREMEOML T, MOZIE6E
K O—fi A AR AR (Segment I) @ 1000 mg/kg/ HIZBWTHIRD S =n, HAER
DR, FBEROEFRICIINTNORGRIZBW T HEEIA LN T, T
RO Y FICE Téﬂé‘ﬁ D”Eﬂ%ﬁﬂ;ﬁ&’@%ﬁ% (SegmentIl) Ti% 1000 mg/kg/H %
THREEZHEL THIRIIC TRO LR o T,

53—



:

PUEDOFERNG, 77 537 v EVTHENET » MZBWTHFORRICKEE LY 5 x| &%
BREZ IR N S H Tz,

METIIZ AR X T 2 BTG O T EATTIEIC DWW T T v ROV B2 1000
mg/kg/ HE TORAKRLETHROONT, ZOKROX 70w (1 AdT-
D > AUC) FZ£nZ4, 121 pgrhr/mL 2T 59.3 pg-hr/mL Th o7z, Z DO REEIT,
Ty Ay rZubiERERAETON Y7 a0 1 HEERE (25.35 ug-hr/mL)
CHBLT v FT48f%, TYHXT23MOERHLILDLEEZ LT,

- ! . Iy U B RLES
RERTEE | B fEE P58 - R # 5. 8 (mg/kg/H) (mg/kg/ H)
Seg. I v b 1RER MR R
(@) AHART 10, 18 J U8 26 ], (KHEREO—ERI% 50, 150. 500 — M 500
293 K # 5, 7272 U ASKC IR b s g P AFifE 50
FEA 150
A R TR R
() AECHT 2 R, AR E MR 19 HB £ T — M 1 60
(7 EGIBRRE) 60, 250, 1000 AETERE 1 1000
ARELAT 2 [, 2SECHIR, WL IR 2> ST A P62 1 250
It 25 A B @) & T8 R
Seg. II 7wk jrqn| /mﬂj“H:E
(?) IR 6~15 HH #1250
60, 250, 1000 éEﬁﬁﬁEilooo
6/ 11000
A A MR R
(®) I 6~18 HH — %7 £ 1000
60, 250, 1000 AR © 1000
F&/E 11000
Seg.ll |7k |[&O e
(?) IR 15 A B~F1 HAE IR OB (O i%% 250 B) — B 60
ET 60,250, 1000 AEHIRE £ 1000
64 1 250
(6) BRTHRIB 4 ER
LR L
(7) Z DD %S
1) HURMERER

Ty A7 a VR ONEERE AL 7 a L oRRESERERE LT, AT Y b
LRI DREBNEGET 7 4 7% —(ASA) iR, ZEWIRET 7 1+ 7%
v —(PCAUGER, IgE HUikrEARE %&évWX—?yb¥@G@A&mﬁ%&
e MIJET VT 2 U HSANC LB & 30 AR 2 3 Lz, £72, 3
v raevERCTE MRIERIZE T 5 E#E S — L ZARBREONT ™7 OSHER
Badim LR, 77 A3 7 v e ROV V7 B BV TORMEIC K 5 PR
BIIWINbEETHY, HSA L AREAabIZEA RN oT-, FT,
~Nyvrzuede MRILERICKTT 2 7 a7 ) v IgG R ONT VT 2 v O S
REEZRET, HHADT X VBE OV AT A v DF F—L & DFERIRIEE AL LR
Mmool



o . BehB(mg/kg/H) | REER
[V E\ ¥ s S,
PRERTE H B RESS Eitaon 3t L (mg/kg/F)
ASA EALEY N | TrATabENr KT, &O
() R F ot
Fe T4 510 1 B8 114 510 3 10, 100 fxtt
4 EMES-
PCA <A~ 77 Ao i RN, o
v M) | Ry aen JEieEn o
BREPIRE G 1, 3 BONs M H o 1, | 10100 FtE:
RO L3 3 A 5 ARG
7 —IA b MIRIMER O/ =8
[ERPRER 0.10\) Rt
(29.3 mg/mL)
SUSTROSHE B MIIE e s s | Y YT B E 2
AT Ny vraeiiH X7 % 51, 311 TG 310,760  (ug/mL) e
g2y HERES | b ML . ) N
a S ’;’ | 48% 5 s i TR 6.0,60 (ug/mLl)| &t

2) %E‘-E‘I\ %ﬁ% 56~59, 69)

A VY= R Y LYY
EHAER, b N U oRERERFEMIE A2 VD YR R

T8 DNA Ak, ~ 7 R VU BRI 2 AV 2 8 s 22 RE Bl 4 |

ERBR S UC. in vitro BBRIZ. fIEZ W5 1EIF

MR/

iR, HeLa #ifldz 5% T

vivoiBR & L C, 7?X%mwé¢&ﬁ%&07yF%mwéﬁiﬁ%ﬁ%%%m
ZUNAEBGER . NEH] DNA ARG M OB n 220 AR FBR T
R TIEAEHE M LD A

L7zAE R, )R

W bBEETH -7,
fﬁ(ib>ﬁ>%>i>ﬁx RGO H BB 2 0 S 7223,

THIEERT

B e LT, Mz OS8R

—Ji. B NU U RERO YRR

I 5 & D 4800 pg/mL

IR B0 Tz, in vivo D/NMERER K OEMEEFERER T, Wi
nbiERIIEETH -7,

77 5V B ENIENTEHSL IS 7 m e WIREIShD Z e,
REEFGABR, b b U U RBRESEMI 2 VD et

in vitro

REFFER, HeLa Mifld Z F 2 ANEH DNA ARGRER, ~ 7 2 U o/ EEE# H

Ze I 2 8L - 229828 Bl % |
ML, 7 a b oz ENE

18 m

RIE) .

pg/mL PL ETIEE

mmvivoilil LT, ~ U R & MWD/ R % 5
IZOWTHRET LT, DR,
IR R OMEE T RE7 DNA B EZ 5| X Z S o 7oy, Yot (R B
T, FEREBNEMEALRE CY AR RS itz ARl
Flo, BIaFREAREERBRTIX, HEICHBE L2 54, 1000
TE BN ABAL 70 SR B OB 2358 LT, in vivo D/MERER T

VA =R

AR

IS 72 (p < 0.0005, x?

1% 500 mg/kg LL EDOFRIRNPE G2 K 0 /MEEH T 5 2 YR L ER O HH BB FE 23 H#E 0

L7z,




- } (, B E(mg/kg/ H) RIS A
A BRTE H Ehipyfass: P G - QU (mrkg/ )
TJZyvy ATt
BRRINER FRIFTRE E?ﬁ’k .. |625, 1250, 2500, 5000,
AT | by R
(FL— 1 k) ue
R i@fﬁ% s 625, 1250, 2500, 5000, ..
RAELEE | Ly Rt
(FL— hB) ue
Qe R B B U 2osER [ERE3H 1200,2400, 4800 ok -
AL (ughmly  |FOREHEREERN
/N ~ 7 AN, ) FE I - B[] 4800 febk
REH DNA Ak |HeLa #ifid EHEE N
e 0.5,5,50,500,5000(ug/mL)| &1t
AR - IR B <~ AV oEN | 500, 2000, 3500, 5000  |Fatk
RENEHALIE (ug/mL)
BEMEESE 7 v Mo, Q) R - B[] 2500, 5000 feik
VYA A V%
MR IR IF T AR [ERFAS 125, 250, 500, 1000, 2000 |F&:
REEEE  ((ug/7L— 1)
(F1— FE)
PN T [ER3ES 125, 250, 500, 1000, 2000| &1
s |(ugZ7L—1)
(71— k)
Yo (RELE B kU LRER EHEE 125, 250, 500 (-S9) (-S9 D7)
REHEPELE 150, 300, 600 (+S9) HEIETLE AN =250
(ng/mL)| Fh S E N =500
N ~ 7 A(,9) FRIRPN - B[] 7" 500, 600 2: =750
£:500, 750
< e N - B MEZ@E(A—
A E’%ﬁfﬁg%@ 148, 222, 333, 500, 750 | 5 ofg E?ﬂﬂ
~ 7 Z(F) RPN -2 B |103.6, 155.4, 233.6, A A B D R i
(fth ) & D) |349.8, 524.7, 787.1 1314
AEW DNA A% HeLa #fifig B A 8, 40, 200, 1000, 5000  [F&k
NSV LR (ug/mL)
TR SRS L ~ AV LoVER | EEEE 250, 500, 1000, 2000 >1000 C/Millam=—
HRENEMHALIE (ug/mL) wahn
TRGL A R ASHGR | F v A =— A LA |[HHEE Ty AT 7R [Nz ELD 2.0
R 2 —V79-E flja U7 mEJL 125X10% | X 108 Tk sy ik
~2.0%X103 (M) AN
3) Y o B ER

RO OTNEDN 7 7 L7 m e L0 HIVEMEE A LTV D ATHEMENILY 7 Ay
7 m e L BMEEORR LB NEH DA L TODDEDREREGD H TR
T oTz,

Ry a e OatkEERER

TUAKDRT v MRy 7w v BEEIRNE G LS 2 et Lo RE R,
LD, ¥~ 7 A Tl¥ 1200 mg/kg, 7 > b TiX 700~1000 mg/kg TH 0 PEZEITR D
Y AWV oY



6-T A X7 a e oA R R R

T A7 e LOFREMTH D 6-T A F LR v a ek~ T AZH A
RN G- LT BR o st 2 et L 7o . BRI IR G- OEIg Bt & (/)
HBIPE) 1X1500 mgkg L ETHY , 6-TAF X7 v VOB MEET 7 LV
s eI 0gntEZ BT,

SRERIE [ YRS B LR - #eb-ik (mglkg/H) B A (mg/kg/ H)
Svvrmen | wmA@,9) | WIRA-EE | 980, 1400, 2000 Immifﬁﬁ
B . . LDso o': 840
Z v Mo, Q) | ERIRN-HEL | 490, 700, 1000 ? 1 700~1000
PR o RS 0D die/NECAE S
P ~ U A, $) | #RP-EE | 500, 750, 1000, 1250, 1500 3.9 1500

4) R o et ER

HigmE 1, I, M, IV, VI, IXOIXi%, B5E TR S ORMER Oy & L
T, BRMEHBEHETIVNEROS 5 EME (0.07%) ZH 2 25 JEMENRED Hiv,
HagwE 1, I, M, VEOVIE, A X 28 HREAO#KGRER, X 28 H MR 0 #%
HREZRERR, ~ 7 A/PMERBR LT » MEESSERBRICHER L7 FERICE
DIEfE B W RN OIHMEL, B MBI 2 ZAMICHER W EB b
7=7= . W EVILE OIXICOWTHRET 21T - 72,

~ A T g —~< kR

~ A UREREEMIE VT, R E G T 7 LAY 7 a EAREILEDOER
FZRE BT G- 2 DB A et LIRS B E VIR OIX 2 & e{bE&% 5000 pg/
mL £ TO 4 FFELEE TSRO 1.5 5 Eoav=— FFIFE@RD o7, B
ERTHoT,

7 v b 14 AERAE R G w3

BimEVIN OXE G0 7 7 LV 7 n EVORERGIZEDEEEZ T v M2 14 H
FOKEHRGIZ LV RF LRER. Wi ThmEIRR0 s FiRins
HWE I L2 EOHBIT RN D EEZ BT,

= A 4 &gi(mg/kg/ El) %K:Sﬁ%%
B FZRER |~ R Y voNEiia | ERE 500,10002, 20002, |FatE
REHEMEALE 3000, 5000(ug/mL)
Ak 7 v M, ) ##0 - 14 AR 150, 300 MR >300

a)[E A T 1000, AEHEMEALEETIE 2000 & L7,




77 LU0 CVERYE S

HiRE === &
9-(4-acetoxy—3- NF N
hydroxymethyl-but-1- )\ | \>

I yD—-2-aminopurine HN \N IT o
1l
CH,CH,CHCHO-C~CH,
CH,OH
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W4 : FAMVIR
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1 INDICATIONS AND USAGE
1.1 Immunocompetent Adult Patients
Herpes labialis (cold sores): FAMVIR is indicated for the treatment of recurrent herpes labialis in

adult patients.
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 in adult patients. 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 in adult patients.
The efficacy of FAMVIR when initiated more than 72 hours after onset of rash has not been
established.

1.2 HIV-Infected Adult Patients

Recurrent orolabial or genital herpes: FAMVIR is indicated for the treatment of recurrent episodes of
orolabial or genital herpes in HIV-infected adults. The efficacy of FAMVIR when initiated more than
48 hours after onset of symptoms or lesions has not been established.




Limitation of Use
The efficacy and safety of FAMVIR have not been established for:
- Patients with first episode of genital herpes
- Patients with ophthalmic zoster
+ Immunocompromised patients other than for the treatment of recurrent orolabial or genital herpes
in HIV-infected patients
+ Black and African American patients with recurrent genital herpes

B

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




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

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
D E

584 « Famvir® 250 mg film-coated tablets
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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).

JER &

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Herpes zoster and ophthalmic zoster in immunocompetent adults

500 mg three times daily for seven days.

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

Herpes zoster in immunocompromised adults

500 mg three times daily for ten days.

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

Genital herpes in immunocompetent adults

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

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




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

treatment is recommended as soon as possible after onset of prodromal symptoms (e.g. tingling,

itching, burning, pain) or lesions.

Suppression of recurrent genital herpes in immunocompetent adults
250 mg twice daily. Suppressive therapy should be discontinued after a maximum of 12 months of

continuous antiviral therapy to reassess recurrence frequency and severity. The minimum period of
reassessment should include two recurrences. Patients who continue to have significant disease may

restart suppressive therapy.

Suppression of recurrent genital herpes in immunocompromised adults

500 mg twice daily.
Patients with renal impairment

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

Table 1

Dose recommendations for adult patients with renal impairment

Indication and nominal dose regimen

Creatinine clearance [ml/min]

Adjusted dose regimen

Herpes zoster in
immunocompetent adults
500 mg three times daily for 7 days

>60

40 to 59

20 to 39

<20

Haemodialysis patients

500 mg three times daily for 7 days
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

Herpes zoster in
immunocompromised adults
500 mg three times daily for 10 days

>60

40 to 59

20 to 39

<20

Haemodialysis patients

500 mg three times daily for 10 days
500 mg twice daily for 10 days

500 mg once daily for 10 days

250 mg once daily for 10 days

250 mg following each dialysis
during 10 days

Genital herpes in

immunocompetent adults -

first episode of genital herpes

250 mg three times daily for 5 days

>40

20 to 39

<20

Haemodialysis patients

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

250 mg once daily for 5 days

250 mg following each dialysis
during 5 days

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

125 mg twice daily for 5 days

>20
<20
Haemodialysis patients

125 mg twice daily for 5 days
125 mg once daily for 5 days
125 mg following each dialysis
during 5 days




Indication and nominal dose regimen

Creatinine clearance [ml/min]

Adjusted dose regimen

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

500 mg twice daily for 7 days

>40

20 to 39

<20

Haemodialysis patients

500 mg twice daily for 7 days
500 mg once daily for 7 days
250 mg once daily for 7 days
250 mg following each dialysis
during 7 days

Suppression of recurrent genital
herpes in immunocompetent adults
250 mg twice daily

>40

20 to 39

<20

Haemodialysis patients

250 mg twice daily

125 mg twice daily

125 mg once daily

125 mg following each dialysis

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

>40

20 to 39

<20

Haemodialysis patients

500 mg twice daily

500 mg once daily

250 mg once daily

250 mg following each dialysis

Patients with renal impairment on haemodialysis

Elderly (> 65 years)

Paediatric population

Method of administration

Dose modification is not required unless renal function is impaired.

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

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).

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.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available data from pharmacovigilance reports with FAMVIR use in pregnant women have not
identified a drugassociated risk of major birth defects, miscarriage or adverse maternal or fetal
outcomes. There are risks to the fetus associated with untreated herpes simplex virus during
pregnancy (see Clinical Considerations). After oral administration, famciclovir (prodrug) is
converted to penciclovir (active drug). In animal reproduction studies with famciclovir, no
evidence of adverse developmental outcomes was observed at systemic exposures of penciclovir
(AUQ) slightly higher than those at the maximum recommended human dose (MRHD) of
FAMVIR (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
Novartis Pharmaceuticals Corporation maintains a pregnancy reporting system to monitor
maternal-fetal outcomes of pregnant women exposed to FAMVIR. Healthcare providers are
encouraged to report pregnancies and pregnancy outcomes to the Novartis Adverse Event
reporting line at 1-888-NOW-NOVA (669-6682).

Clinical Considerations

Disease—associated maternal and/or embryo—fetal risk

The risk of neonatal herpes infection varies from 30% to 50% for genital herpes simplex virus
(HSV) infections that occur in late pregnancy (third trimester), whereas in early pregnancy,
infection carries a risk of about 1%. A primary herpes outbreak during the first trimester of
pregnancy has been associated with neonatal chorioretinitis, microcephaly and, in rare cases,
skin lesions. In very rare cases, transplacental transmission can occur resulting in congenital
infection, including microcephaly, hepatosplenomegaly, intrauterine growth restriction and
stillbirth. Co—infection with HSV increases the risk of perinatal HIV transmission in women
who had a clinical diagnosis of genital herpes during pregnancy.

Data

Animal Data

Famciclovir was administered orally to pregnant rats and rabbits (up to 1000 mg/kg/day) on
gestation Day(s) 6 to 15, and to rats on gestation Day 15 to lactation/post-partum Day 25. No
adverse effects on embryo-fetal (rats and rabbits) or pre/post-natal (rats) development were
observed up to the highest dose tested. During organogenesis, systemic exposures of penciclovir
(active metabolite) were 3.4 times (rats) and 1.6 times (rabbits) the human systemic exposure
of penciclovir based on AUC at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of famciclovir (prodrug) or penciclovir (active drug) in human
milk, the effects on the breastfed infant, or the effects on milk production. Animal data indicate
that penciclovir is present in the milk of lactating rats (see Data). The developmental and health
benefits of breastfeeding should be considered along with the mother’ s clinical need for FAMVIR
and any potential adverse effects on the breastfed infant from FAMVIR or from the underlying
maternal condition.

Data

Penciclovir was the primary drug-related component excreted into the milk of lactating rats
following a single oral dose of 40 mg per kg on lactation Day 12, with milk concentrations of up
to approximately 8 times that of maternal plasma concentrations observed 0.5 hours postdose.
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8.3 Females and Males of Reproductive Potential

Infertility

Decreased fertility, due to testicular toxicity, was observed in male animals following repeated
administration of famciclovir or penciclovir [see Nonclinical Toxicology (13.1)].

In two placebo—controlled studies, 130 men with a history of recurrent genital herpes received
either oral FAMVIR (250 mg twice daily; n=66) or placebo (n=64) therapy for 18 weeks. The men
were otherwise healthy and had a normal sperm profile prior to treatment. There was no
evidence of significant effects on sperm count, motility or morphology during FAMVIR treatment
or during an 8-week follow—up.
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(2018 4% 12 H) | The efficacy of FAMVIR has not been established in pediatric patients. The
pharmacokinetic profile and safety of famciclovir (experimental granules
mixed with OraSweet® or tablets) were studied in 3 open-label studies.
Study 1 was a single-dose pharmacokinetic and safety study in infants 1
month to less than 1 year of age who had an active herpes simplex virus (HSV)
infection or who were at risk for HSV infection. Eighteen subjects were
enrolled and received a single dose of famciclovir experimental granules
mixed with OraSweet based on the patient's body weight (doses ranged from
25 mg to 175 mg). These doses were selected to provide penciclovir systemic
exposures similar to the penciclovir systemic exposures observed in adults
after administration of 500 mg famciclovir. The efficacy and safety of
famciclovir have not been established as suppressive therapy in infants
following neonatal HSV infections. In addition, the efficacy cannot be
extrapolated from adults to infants because there is no similar disease in
adults. Therefore, famciclovir is not recommended in infants.
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Study 2 was an open-label, single-dose pharmacokinetic, multiple-dose
safety study of famciclovir experimental granules mixed with OraSweet in
children 1 to less than 12 years of age with clinically suspected HSV or
varicella zoster virus (VZV) infection. Fifty-one subjects were enrolled in the
pharmacokinetic part of the study and received a single body weight adjusted
dose of famciclovir (doses ranged from 125 mg to 500 mg). These doses were
selected to provide penciclovir systemic exposures similar to the penciclovir
systemic exposures observed in adults after administration of 500 mg
famciclovir. Based on the pharmacokinetic data observed with these doses in
children, a new weight-based dosing algorithm was designed and used in the
multiple—dose safety part of the study. Pharmacokinetic data were not
obtained with the revised weight-based dosing algorithm. A total of 100
patients were enrolled in the multiple-dose safety part of the study; 47
subjects with active or latent HSV infection and 53 subjects with chickenpox.
Patients with active or latent HSV infection received famciclovir twice a day
for 7 days. The daily dose of famciclovir ranged from 150 mg to 500 mg twice
daily depending on the patient's body weight. Patients with chickenpox
received famciclovir three times daily for 7 days. The daily dose of famciclovir
ranged from 150 mg to 500 mg three times daily depending on the patient's
body weight. The clinical adverse events and laboratory test abnormalities
observed in this study were similar to these seen in adults. The available data
are insufficient to support the use of famciclovir for the treatment of children
1 to less than 12 years of age with chickenpox or infections due to HSV for the
following reasons:

Chickenpox: The efficacy of famciclovir for the treatment of chickenpox has
not been established in either pediatric or adult patients. Famciclovir is
approved for the treatment of herpes zoster in adult patients. However,
extrapolation of efficacy data from adults with herpes zoster to children with
chickenpox would not be appropriate. Although chickenpox and herpes zoster
are caused by the same virus, the diseases are different. Genital herpes:
Clinical information on genital herpes in children is limited. Therefore,
efficacy data from adults cannot be extrapolated to this population. Further,
fameciclovir has not been studied in children 1 to less than 12 years of age with
recurrent genital herpes. None of the children in Study 2 had genital herpes.
Herpes labialis: There are no pharmacokinetic and safety data in children 1
to less than 12 years of age to support a fameciclovir dose that provides
penciclovir systemic exposures comparable to the penciclovir systemic
exposures in adults after a single dose administration of 1500 mg. Moreover,
no efficacy data have been obtained in children 1 to less than 12 years of age
with recurrent herpes labialis.

Study 3 was an open-label, single-arm study to evaluate the
pharmacokinetics, safety, and antiviral activity of a single 1500 mg dose
(three 500 mg tablets) of famciclovir in children 12 to less than 18 years of
age with recurrent herpes labialis. A total of 53 subjects were enrolled in the
study; 10 subjects in the pharmacokinetic part of the study and 43 subjects
in the non—-pharmacokinetic part of the study. All enrolled subjects weighed
greater than or equal to 40 kg. The 43 subjects enrolled in the non-
pharmacokinetic part of the study had active recurrent herpes labialis and
received a single 1500 mg dose of famciclovir within 24 hours after the onset
of symptoms (median time to treatment initiation was 21 hours). The safety
profile of famciclovir observed in this study was similar to that seen in adults.
The median time to healing of patients with non-aborted lesions was 5.9 days.
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7(';0.18 gz{fzjc ) In a phase 3 trial in adults in which patients received a single 1500 mg dose

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

H#[E D SmPC 4. CLINICAL PARTICULARS

(201746 H) 4.2 Posology and method of administration

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
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