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(1) &
NZ 7 ab)veE 500mg [JGJ
(2)F&
Valaciclovir Tablets 500mg “JG”
(3) BFMDEB*
[—ip2in] + TR + B8] + [BS] L@

2. —fg&

(1) f1& @&
NZyr7ab)ViEmEE (JAN)

(2) & (@n&R
Valaciclovir Hydrochloride (JAN. USP)
Valaciclovir (INN)

3) AT LA
By oBRERITY 1)V AE ; ciclovir

3. BENX(ITMER
o) NH:  ch,

H \\x
HIN CHs *HCl

. >H .

4. FRRUODBFE
ﬁ?ﬁ : C13H20N6O4 « HC1
7¥E& :360.80

5. {t2& (&%)
2 -[(2 - Amino - 1,6 - dihydro - 6 - oxo - 9/ - purin - 9 - y)methoxy]ethyl L - valinate
monohydrochloride (IUPAC)

6. BA®. BB, BS, ES&S
i8S : VACV

7. CAS ER&ES
124832-27-5 (Valaciclovir Hydrochloride)
124832-26-4 (Valaciclovir)
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& - Al e HE~MERGBD 7 1 VLT —T 1 75k
At i @
A& (mm) Ef:185 m&E:74 EX:6.2
H 2 (mg) 700

(2) HAIDYE
FZUBERLRL

(3) @RI I—F
SERIAE L 5 ONT PTP >— b bicEdE : JG J07

(4) pH, ZBELL. 5B, E. BREOERURER pH EHE
BE=19244%

2. HRIDHER

(1) BMmS (EEMSD) D32
1 g NI 7 ob)VERIE 556mg NZ7¥ 7o)l LT500mg) &6

(2) 049
BEVO—A, JORAKRE R, RERY, ATT7V VB2 0 E7O0X0—-R, ¥
7ad—)l 400, RV V)IVX—|k 80, BLF¥ >, At ay

(3) ZDfth
BA=19224

3. HER. ABODEEICKHTDIER
B2=19224%



4. HRIDFERGTICHITDIREN
O MnEReER 2
MBSt 1 40£1°C/75+:5%RH
FERHIME 1 6 # H
aEPRE  PTP/7)VI o —a&
AERIEE IR, MR, MUEHEER, WA —MEER, BHEER, EEHER

e _ WA | EHRE | EEEER
SEBEE | MR | RERBR | MERER e o o)
1t Ol @loel el e ) D )
= B v | wEas | wEas | wmal e A

uﬂ%ﬁﬁﬁﬂéﬂ% (El@) J@D JEI:I @D Jrﬁlj J@D 100 985
1 5 A% ﬁg) ae | Es | Es | Ee . - 08.7
3 4 A (gg) ae | Ee | Ee | Ee . - 97.4
6 » B (gg) me | Es | Ee | Ee e 99 973

() BE~WEAED T 1 VLT —T 1 V' THETH D,

Q) BB/ T T7 1 —  BRBBEOSEREARY MNIEEBRENSE/LARY M & R
B LW,

(3) MM DEMRIG : IR ZN A 5L &, BBEOUWHREEL S, ZO—EICHHE %
MATHE TRV, Fo, HO—FITEEDT Y E=THBEZMA 2 L X, BT 5,

(4) Y EMAR N T 7 o )UTH g DIERFRET 0.6 O —7 I, REERD/N
3 7aElD 2.5%LF T,

5) FRWE : NT 7o)z d HERERREN 0.31. 042, 0.54. 1.06. 1.09.
1.17. 1.30 XU 1.61 =27 0FEEWEIZ. ThZ£n 0.2%. 1.0%. 0.1%. 0.1%.
0.2%. 0.3%. 0.1%K0U 0.3%UTTHH . ZNLNOEEWEIL 0.1%LAT. HBEEEY)
Bl 2.0%UA T Thd,

(6) EERAETE : HIEED 15.0% %2 BZ 20,

(7) 30 77/, 80%LAE (0.1mol/L #E#E 900mL. /%K), 50rpm)

(8) RRED 95.0~105.0%

REAERE AW IEAR (40C, HMEE 75%. 6 #A) DR, @EOHEE T
BWT3IFHLETH D ERHERIE NIz,

O 7V Eo—FREROZEEHER ¥
MBSt © 25+£2C/60+5%RH
FERHIE 1 6 # H
aIEJPRE « PTP a2k
ABRIEE IR, MR, B, EESER.



AERIE MR MR | EHEER (%) | EEEER (%) | EE (kg
Tic (1 (2) 3 4) (5)
aERbGk | #E (BHE) e 103 97.3 33. 70 E
2EHEE | B35 (3t EE 102 97.3 33. 70 E
1 nH®% | @5 (H&) EE 101 98.6 33. 70 E
8@m® | BE (Ht) e 95 97.2 33. 70 E
3nA% | BE (BHE) e 99 98.7 33. 70 E
6 » A% | B (HE) e 101 97.1 33. 70 E

(1) B&E~WEBRBD T 1 )V LT—T 1+ VI TH S,

(2) F|RWE . NT 27 ab)ViTxd 2EEFRRES 0.31. 0.42. 0.54. 1.06. 1.09.
1.17. 1.30 XU 1.61 =27 0EEWEIZ. 2 Zn 0.2%. 1.0%. 0.1%. 0.1%.
0.2%. 0.3%. 0.1%K&0 0.3%LATFTHO. ENLNDOLEEYEZ 0.1%LAT. REEW
HlZ 2.0% U T TH 5,

(3) 30 73fE. 80%LALE (0.1mol/L &R 900mL. /¥ KLk, 50rpm)

(4) RTED 95.0~105.0%

(5) B&fE

O EaERE O EMEHER ¢
B OIREICH T 2ZEMHER : 40+2C. 3 » A (#B&EH T A - Bi2)
QBRI 2 ZEEHE : 2522 C/75+5%RH. 3 » A (#B&HZ X - BK)
@Yticxtd 2 EEMHER : BYE 120 /7 lux - hr (1000lux/hr) /25+£2C (B
7T AHR - )

ABRIEE MR, EHEER, EEHER, BE

SABIEE MR EHEER (%) | EREER %) | BE (keh
5 1) 2 3) @)
SAERBA RS e 102 98.6 33.7 LIE
BI\NR FE) X0 OS (El@) . .
ol 1rAE (b7 L (b7 L Ny Bt L
B | 2.A8% Ny (b4 L Ny Bt L
L3 = Ny Bt L (b7 L ey
1nA% | Zfesl L L 2L L AlLnD
@ ———
( ) Z5(bdo b 25k D 2 N 25 (td D
g 2nR#% EER) B 2l (16.8)
) Z5(bd D 1 i N (b D
3n Rk &) ZitsL (15.0)
o B0l hr | EEL (kA L (b7 L (b7 L
fe | 120010 g Bl L B L B L




() BE~MEAED T 1 VLT —T 1 Y THETH Do,

(2) 30 7. 80%LA £ (0.1mol/L $EEEERR 900mL. /¥ F)WiE. 50rpm)

(3) FHED 95.0~105.0%

(4) ZE(E

K1 ETEE

X2 12 Ry )i 4 Ry )V HiEEI & e o7z (74%. 75%. 75%. 66%)

ZEMEDFME [§EH - /17 )VAI DR TORENFHBREITONT (FH) Fakll &F
8 A 20 B IZEEEH S N/ FHERIEE OFHIEIE IR > 72,

. RARERVBREDZEMN
B2=19224%

.l EDESZEL (MIELFRIR(E)
ZUER 2L

. B

(EHZEHOELIE] >

[BREEZOEYZREEETEBRT 1 R 71 L ED—HMBEICONT CF 18411 A 24 H
HREEARSF 1124004 5) ] 1T/, S,

BT | BREERT —REBEEHEERE OSFIVE. Yo h—z2HW5)
pH1.2 | BARF; EHEARS 1K
50rpm pH5.0 | #D7z Mcllvaine DEER
[OlEs %/ AR pH6.8 | BARF EHEAERS 21’
7K BHAZEET K
100rpm pH6.8 HAREF BEHEERSS 2 )]
AW E  900mL  EERMOIE : 12 X t)b

SE | REZa~x T T 40—

ABRSRAT

R
EER (rpm) | SO L
pH1.2
50 PHSO | somvee oz o pagigsthisiens 0% 08 85% T DY 2 B I
PH6.8 | B0 T, SERMAEID THVER A BRI THVEL% + 15%
X DOEFITH Dh. XL {2 BEEDEIT 42 DL ETH D,
100 pH6.8




- FBRIGR

(50rpm. pH1.2)

120 .
100 |
380
60 |

Egj 40 - * o ATY I OELEE500mg [JG)

20 | e EEME (GEAl. 500mg)
0 ‘ ‘ ‘ ‘
0 15 30 45 60
B (99)

(50rpm. pH5.0)

120 |

100 |
;\5 80
=~ 60
B
= 40 ¥ o AT/ OELE500me (G
20 e EEEME| Al 500mg)

O | | | ]
0 30 60 90 120
R (99)

HERR TH D 15 750 30 7T, &
BRBUA D S HIE H R HIEHEBIH 0D SEE H K
+15%D&EFITH D, /A1 RT4 DY EEHE
625@@? L/f:o

HIERR TH S 30 KU 90 JizHN T, &
BRELA D S IVE H R DR E A O SE9¥E H =K
+15%D&EHEITH D /71 FT7A1 >V DHEREEE
c:ﬁébon

(50rpm. pH6.8)

120
100
K 80
w 60
% 40 o NS uELEE500mg [JG)
28 — o MEAEMH (A, 500mg)
. L L L |
0 60 120 180 240
R (99)

(50rpm. 7K)

120

100 +
L 80 -
s 60 ¢
?g 40 © ~ o NS¥ 7 Ob)VEE500mg [JG)
=

28 i —e— EEEMIF (5£%I. 500mg)

0 30 60 90 120
B (99)

HIERR ThH D 45 7K 120 7312BWNW T, 3
ERBUA D S IE H R HEHEBRIH 0D SEE H =K
+15%D&EFITH D, /1 RTA DY EEHE
IZHEE LTz,

HERR TH D 30 750 60 77cHNT, 7
BREUR D S H RO IZHEBIE O SF B R
+15%D&EHEIZH D, /71 FTA o DOHEELE
ZHEEG LTz,

(100rpm. pH6.8)

120
100
L 80
p 60 NENGRN
3 40 —o—/\Z7¥ 7 uab)Es00mg [JGJ
@
# 20 —e— HHHERIAI (5EAI. 500mg)
0 ‘ ‘ ‘ |
0 60 120 180 240
e (92)

HIERRTH D 30 9KV 90 72N T, 3
BREUK D IV H R D EHE SR O 3 HER
+15%DEFE(ITH D, 1 FT71 DOHIEEHE
IZEE U7z,




K. BHEEFHOBELMEDOHE (FIEHEK)

FdE H|E IR (%)
N = N I
TERR iS5} = 1 S= o N ¥|E
(rpm) ' —-— HERRA] NZv 7o)y
p (min) | EHESA $EFl 500mg) % 500mg [JG))
15 42.3 48.1
pHI1.2 Ty
30 74.9 87.9
30 43.8 40.4
pH5.0 Ty
=0 90 934 96.2
45 38.2 43.8
pH6.8 e
120 80.6 93.8
K 30 499 45.5 .
7
60 805 80.9 -
30 42.0 457
100 | pH6.8 e
90 89.2 95.8
° l\:lél:gﬁ

ERHERIA & SHBRRAF OIBEHRZHE U & 25, WINOHEBRFITHNW TS [HRREERR
DAEYZRREEHBRAT A N1 2] OHEEEITHEEG L T,
DAE& D, FHERFE & HBREA OB L EF OB R S N,

[NEEHBIEANDBEE ]
NZ v 7ab)ViE 500mg [JG] & HAREFAEERERITED 5N z/\T > 7 0 b)VERRIESE
DBEHFRITEEG L TIN5 Z DR IN TN D,

AT | BAER —EBsEhEiE OVRUER)

RSt | BlEsEL 0 50rpm SR - EHEERSE 1 ) SBRRE  900mL
IR | IR RIE R

B | 30 /. 75%LIE

8. EVIFHIEERE

B2=10244%

9. HEIPDBERRLIDIETEERE

HE N7y 7o) URBIESE ] DOREEFERICE %,
SRR R R E TS

10. HEIPDOBEHADDESE:
HE \ZY 7 nob)VEHESRE] DEEEITE Do
REZ7Ox T T7 14—




11.

12.

13.

14.

paLiii
ZHL2WN

AT DOREIE D H D IRAEY)
ZUER R L

ERNMERESS - IMIMFHRIEEHICET HIER
ZEER 2L

ZDfth
B2=19224%



V. BEICEIHIEH

1. THEEX IR
S MEREIC B DBV R AT A )V ARRGUE (BEHEE) ORI
"REE
KIS
PEBF NIV A D EFANH

i <GhEE - SHRICEEE T DIER_LDIERD

RNV ARZDBFREMGNII 3 2R A DOREITLD., £y 7 A= b F = ORBR2HHT 5 2
EMBOHENTND, 122U, FARGFE LY 7 A= F = DRV AT D272, 2
Y R—=LDERAENHEREZND,

2. BiERURE
59N
BidiyE”
WE. RAIZENT> 7o) LT 1 E500mg % 1 H 2 BROKET 5,
S MEHHAEREAEIC 3o 1 D BNV R AT A )V ARBRGYE (BEfED) OFEINHE :
WE. RAIIENZ> 7o) LT 1 EH500mg # 1 H 2 BiEméiiasmEtT 7 Haik o
MEf71% 35 HE TROKS I 5,
HNED
WE. RAIZENZ> 7o)l LT 1EH1000mg % 1 H 3 BROKET %,
KIS :
WE. RAIZENZ> 7o)l LT 1H1000mg % 1 H 3 BROKET 5,
MEERF NIV Z DB FINH]
WE. BRAIZIINZ Y Z7oe)e LT1 E500mg # 1 H 1 BEROKST 5, &, HIV &3
EDEE (CD4 YV >/ 8k#% 100/mm? LA L) [ZidNZ ¥ 7ae)ye L T1E500mg % 1H
2 RO#%59 5,
R]
BidiyEs
WHE. K& 40kg A EO/NRITIINT > 7oe)be LT 1 H500mg # 1 H 2 ERO#K59 5,
S MEHHAEREHEIC 3o 1 D BNV R AT A )V ARBRGYE (BEfED) OFEINHE :
WHE. KE 40kg LI ED/NRITIINT > 7o) LT 1 E 500mg % 1 H 2 [EhEmeEfias
HEfE4T 7 HETX O [Ef71% 35 HE TROKE T 5,
NS
WHE. AE 40kg DLEO/NRITIINT > Z7a)b LT 1E 1000mg % 1 H 3 EHROKET 2,
KIS :
WHE. AE 40kg DLEO/NRITIINT 7o)y LT 1E 1000mg % 1 H 3 EROKET 2,



BBV~ A DR -
®E. (k& 40kg LLEO/NRIZIZANT S 2 0E)Le LT 1 E500me % 1 B 1 BEOR59 2,
K. HIV BREDEZ (CD4 U >/ S$8k8 100/mms MF) (i35 y 7o LTl E
500mg % 1 B 2 B 59 5,

BIGBEIIS U 1 E 500mgl H 1 BRS (HEBAVRAOBERMEIN T 20 - AR |
DEBEEET 5L, Fi. BRI L TAAERES L TN SIcbhmb 5 THEEIC |
BRERDET LS REEICH LT RIS U T 1 HE 250mgl H 2 @X(E 1 @ |
1000mgl B 1 E%5ICEET 52 L 2EET DL, i
(2) BEEOH 3 BENIBEREOET L TW2EE, SlE T, WEMEROBIERNSH S |

DEZIITFTEDEBD THD, £z, MESHEZIFTNWDIEHIIHL TE, BEOBHK |
B, REUIBRERITE U, 7L TF =22 U752 10mL/min KBOERED &5 |
ICHE (250mg % 24 B %) THILEEET DL, iz MEGENBICIZEN |
BIRET B2, Bk, BESEET 2NABECHTAHDESE, R5HIRALNO |

15 OIEZR)

FEEDHLEETENT 7 0)UITHIIT 7 a)UNIEmIND, k. HEEDH S
BE COERAKERERIIRSN TN D,

VT F= VT 5 YA (ml/min) §
=50 30~49 10~29 <10 §
B G
WBAEICOI S| 010 212 | 500mg %12 | 500mg %24 | 500mg % 24 ||
o s TV | i SiE L SiE =
P (TS O | ‘ ‘ ‘ 5
SERENA] ;
eser | 1000mg %8 | 1000mg % 12 | 1000mg % 24 | 1000mg % 24 ||
FREEAE | g R R R ;
500mg # 24 | 500mg % 24 | 250mg % 24 | 250mg % 24 | |

FE T FE e
s, HIV B | 72, HIV B | 22, HIV B | 225, HIV BG4 ||

, . MEDOBE (CD4 | EDBE (CD4 | IEDEE (CD4 | IEDHEZE (CD4

EENVCADER |y orm | VoSRE |V oSRE |V ook ||
100/mm3 L | 100/mm® 24 | 100/mm3 LA | 100/mm?® BA |
B i B 12, B) 2l ) 12, ;
500mg # 12 |500mg % 12 | 500mg % 24 | 500mg # 24 ||

el BRI e BRI



3. ERPRALAE
M BRT—FINy7—2
ZHEER L
(2) BRERZHER
FZHEER R L
(3) BRPRERIEEIER
FZAERR L
(4) FEFRBVEABR
FZEERZ L
(5) tREEAVELBR
1) BAFRLIL TRERMGEER
FZEER 2L
2) LEEELER
FZEENZ L
3) B ttEER
FZHUER 2L
4) BE - RRERIEIER
FZEENZ L
(6) ;BERAVER
1) ERMGERE - ISEERAMERE (ShRE) - BHEMRFTRERREER (MEREERREIER)
FZEENZ L
2) ERFEMHE U TEMEFEDABT RIIEME UTERERDE
FZABERR L



VI. EFEIEBICE I DIRE

1. EBSZHICEERDILEYNIIILEYEE
Tyrabl, A RZVATYY Y, EY S, Ty A¥Zab)y

2. FEIBEFR

(1) {EFAERNL - YEFAMERS
PFINNVRATAWAETHO, BES, HNES. KEREITENTH Do AREDEENHHN
Thd7¥7aEViE NVRATA VAWREDF IV FF—LizL > TY VB EEL
T¥ra)V=) YLD ZHADNA RY A S —EEHEET S EHIT, V1 I)VAD DNA
DA ENTYA)IVAD DNA SHEZEE T 5, EEEEMRETIEY YBRIEZNZ2NDT,
TAIWVAIZH T DFERN BN 2RI EEZ LN D, ©

(2) BRI DHERIE
ZEERZR L

(3) (ERRAIREER - FmbsE
FZEERR L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

ZUBERL
(2) REMoEE FHERRE
RN S F
L& Eia=y =t #55% | Tmax (hr)
INT 7 a)VEE o 1 HE iy =a == 18406
500mg [JGJ IWNZ¥7uab)be LT 500mg) BOKRS

(Mean+S.D.,n=18)
(3) ERREHER ClEsR S NIcmigE
(&= EEERER] 7
[EREEROEMZRIREERER ST 1 71 VEFED—ERIEICOWT (PR 18511 A 24
H HEEEERSF 1124004 5)] ITHEL 5,

NZ¥7ab)ViE 500mg [JG) LREHEAZ, 7oXF—N—EIZiDEnEn 1§ N7
7o) LT500mg) BEMASFICRERORORS L TEEREY Th S MmEEh Y >~
JObVREZREL. BoNLEMEE/ T X—5 (AUC, Cmax) (ZDW\WT I0%EHEXMH
BTG 21T > 72/R. log (0.80) ~log (1.25) D&EFWNTH D HiA|DEMZHIE

EHELER I NI,
(ug/mL)
357
f 3.0} —o— N5 ¥ 7 a ¥ L$E500mg [1GJ
£ o2s) —e— fmEEBIA] (3771, 500mg)
7 +S.D., n=
S 20! Mean=S.D.,, n=18
7
U 1.5+
=
L i
}% 1.0
=05
09 — - - - -
2 3 4 6 8 10 12
B 5% 0K (hr)



<EWENEE/ ST R — 4 >

HE/ RS A—5 BENTA—Y
AUCq., Cmax Tmax T/
(ug « hr/mL) (ug/mL) (hr) (hr)
NZvr7ab)y
% 500mg [JG] 10.13%+2.47 2.91+0.75 1.8+0.6 2.8+0.3
TEHERU|
(%A, 500mg) 9.80+2.59 2.84+0.83 1.9+0.6 2.8+0.3

(Mean+S.D.,n=18)
MEFEFRENZ AUC, Cmax ED/37 A =513, HEBEEOZER, FERORROIE - FEED
FHERRMIT L > TR DO D D 5o

<A DHIERE R >
AUCy, Cmax
2 "AIDFIGEDZ= log (1.0428) log (1.0375)
90% EHE X[ 1og (0.9697)~log(1.1213) |log(0.9195)~1og(1.1707)
(4) thE
FZUER L
(5) BRE - HEEDZE

VI Z2t (ERLEOERESE) ([TBEd2IEE - 7. HEfFA] DESR
(6) B&EH (REa1L—23Y) BRICKDHBUICENAANBREEER
) =2V

2. BYBEERB/NS X —5
(1) BFEE
B) =2
(2) IRINEETEEY
ZHEER R L
BYNAAPRASEUT «
B) =2V
(4) BREEEH
RN T
A2 &5 BEHIE kel (hr?)

INT 7 ab)ViE 18 47 oy B [
500mg [JGI | ("I robneLTs00mg) | #ows | 0447000287

(Mean+S.D.,n=18)

b

(5) TUPSYR
BRURRI2 L

(6) HTETH
LR L




(7) MEREBHFEESR
NZ2r7ab)l:13.5~179%. 7¥ 7o)l : 22~33%Y

3. DRIN
) =2V

4. 53th
(1) Mm% —ARaF&E:E 1
FZHEER R L
(2) Mm% —FaERRAF T @@
VI Z&M (EHRLOTEES [TBETSEE - 10. @ik, ERE. ZARENDOKRS] ODESHR
(3) EitN\DBITiE
VI Z2tt (EALEOERSE) [TBEdDIEE - 10. ik, ER. RAFEOKS] DESHR
(4) BERNDBITIE
ZEER L
(5) ZDfthDFEBANDIBITIE
ZEERRL

5. X

(1) BB R UM SRS
BN (=AY

(2) RBICEIS I 58 % (CYP450 %) D3FiE
B) =2V

(3) MO EBMNRDEERVZDEIE
ZHEER L

(4) KB ODFEDEERULLR
FZEER R L

(5) BEERBMOEERB NS X —5
FZEER L

6. HEit

(1) HE SRR UMHRES
FRPERERISFRTTH D, 1000mg ZEHEFRE LU 72BE. 24 FHELNOREIZERZLE, 7
7AW O Q-ANWIRFIANFIUAFIVIT = BERIOT 7 a)VDOREY) NENnz
NWRSE0 0.4%. 43.1%. KU 5.0%8txns, ©

(2) HEt=R
ZHERRL

(3) HEHhHEE
ZHER L



. b SV AR—9—ICET DER
NZ 27 a )V DOEEIRIUZIZITF R 5V AKR—9— (PEPT1) OBESMHNRIEZHN T

5, 6)

. BREICLDIRER
) =AY



ViI. 224 (BERELEDZFEFH) CEY DIRHE

1. &

SRBEZNDER
HL2Wn

o

8

2. ZRRNBEZNER (FRIERZED)

(22 (ROBEICIHHZE LRV E)]
KENIDRGY 8 D\NET > 7 0 E)UTx UBBUE DBIFRED & 5 8E

3. $HEEXIISHRICEET HERLDERE ZTDEH
(V. BBICBET SIHE - 1. FRENIIRIR] DIESEK

4. AERUREICEHET SERALOEREZNDEH
V. RICEY 2IEE - 2. AERUHE] DESR

5. EERSRBEZNER

BEERS (ROBEICIKEEICESITDIL)

(1) BEEDH 2EBE USHERERELS SONPIT W ((FE - BEICEET SERLDE
Bl XU EEREFRNIEE] OESR) ]

(2) &g EREEEREDNH bW (A% - HECEHEISERLOIR]. [EE
RBERNIE] MU [SHENDERS] OESR) ]

6. EEREFNEIRE TOEBRULETE

EELERER

(1) BRIEE - RITH LEE SN - AETRS LZBE. AFREROT Y7 o b)Vig
B, TV OIVBEORABRSELIDEENW. &6, BFFHORRICER TS Z &,
(EEREAERE (7)) DESR)

(2) FADESE., FHRPIITEWVWEEMRPFTE 20T, BHICREZFHIBT D2 L,
2B, BRELUT, HREZDBRIZEWTIRBHEE 5 HUAIZ, £z, KEDIEHE
IZEWTIIRBHRRE 2 HUNIZRE 258 5 Z EREE LU,

(3) B2 DIeRICE N TIE, KAlZ 5 HEFEA L., EDIKLBRESNRNN, HDNE
BT DHEIE, MOBRITUDEZDLZ L, L. PRSIV AUIEIENLT
L5EMWH 570, AHl%Z 10 HEE CTHATIREE 35,

(4) A DKEDIERIT BN TIEAAZ 5~7 B, /NROKEDBREICH\WTIEAAZ 5 H
FEA L. BEDKLBRLNZND, HEINWEIELT SHFEITIE. OBRITTIDEZ
52 &,

(5) FIER DIBRICEWTIE, KAz 7 HEFEAL., EDILBESNRNA, HDNE
BT EEITIE, OBRICUIOEZ D &,




(6) KA X DHEENVARAD BRINFIFE I, EESRANNVRADFEZRD BT EE (REIE
BEREIBVWTE, BELRF 6 BULOHETHATLIE) ITHLTUTI Z&, iz,
FAHlz 1 FHEREGR, REMFEOMBEEITOVNWTRTT 5 Z LRI D,

(7) AR DIEERE TH 2T > 7 0 E)VDREENENN L 725G 1TIE. FERERER OB
BEEEDRI T SERENEN. BREEDDH 5BENIBHENMET L WL EE, S
FZBNWTUI, FHOBRSERERURESEZHAE L. BEONRB2EHE L 2N EEITH
592528, b, —MRITHEHEBERSEAFORESHIECLOEET S, (TH%-RE
[CRAET HEALDES] MU B8RS DIESK)

(8) BEEDDH 5 BENIIEREMEIT L TVWLEE. BlE. KEBBFZEDORKEREZH Z
LPITVWEEZSNDLEBE T, FRIDESHIIBE KD Z2TI L, (EEEN
D51 DIESER)

(9) KEDBRITENT, BEES, BCRBEMPREREOREREDET LBEITNT S
B O REMIFHY L TR (EREERDRN) .

(10) KEDBFRITH T 2RF DO EARERIID RN, K2 KEDBRICTHNDHEITIE,
BREOERME L EREZRIRL TRET DI L,

(11) BHBEEELDHSHLND I EHH DD T, BEEDELRSE, BRZH D BIMOBREIIRKSE
TEORICTRBTERET DL BEHITHIITHAT L L., Lh. BRERESZEE T, HIIE
HEEENDSONPTNDT, BEORRBICI > TEIRBIELRVWLSTET DI &,
([Fi% - BEICAET SERLDER] DESR)

7. 1HE{EH
(1) HEZZEEZNDEH
B=19224%
(2) HEFEEZNDEH
HEFE HBISEFRETDIE)
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8.1 Pregnancy

Risk Summary

Clinical data over several decades with valacyclovir and its
metabolite, acyclovir, in pregnant women, have not
identified a drug associated risk of major birth defects.
There are insufficient data on the use of wvalacyclovir
regarding miscarriage or adverse maternal or fetal
outcomes (see Data). There are risks to the fetus associated
with untreated herpes simplex during pregnancy (see
Clinical Considerations).

In animal reproduction studies, no evidence of adverse
developmental outcomes was observed with valacyclovir
when administered to pregnant rats and rabbits at system
exposures (AUC) 4 (rats) and 7 (rabbits) times the human
exposure at the maximum recommended human dose
(MRHD) (see Data).

The estimated background risk of major birth defects and
miscarriage for the indicated populations 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% to 4%
and 15% to 20%, respectively.




tH

P

KEDORMNE
(2019 12 A)

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk :
The risk of neonatal HSV infection varies from 30% to 50%
for genital HSV acquired in late pregnancy (third trimester),
whereas with HSV acquisition in early pregnancy, the risk
of neonatal infection is about 1%. A primary herpes
occurrence 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

Human Data : Clinical data over several decades with
valacyclovir and its metabolite, acyclovir, in pregnant
women, based on published literature, have not identified
a drug-associated risk of major birth defects. There are
insufficient data on the use of valacyclovir regarding
miscarriage or adverse maternal or fetal outcomes.

The Acyclovir and the Valacyclovir Pregnancy Registries,
both population-based international prospective studies,
collected pregnancy data through April 1999. The Acyclovir
Registry documented outcomes of 1,246 infants and fetuses
exposed to acyclovir during pregnancy (756 with earliest
exposure during the first trimester, 197 during the second
trimester, 291 during the third trimester, and 2 unknown).
The occurrence of major birth defects during first-trimester
exposure to acyclovir was 3.2% (95% CI: 2.0% to 5.0%) and
during any trimester of exposure was 2.6% (95% CI : 1.8%
to 3.8%). The Valacyclovir Pregnancy Registry documented
outcomes of 111 infants and fetuses exposed to valacyclovir
during pregnancy (28 with earliest exposure in the first
trimester, 31 during the second trimester, and 52 during the
third trimester). The occurrence of major birth defects
during first-trimester exposure to valacyclovir was 4.5%
(95% CI:0.24% to 24.9%) and during any trimester of
exposure was 3.9% (95% CI : 1.3% to 10.7%).

Available studies have methodological limitations including
insufficient sample size to support conclusions about overall
malformation risk or for making comparisons of the
frequencies of specific birth defects.
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Animal Data : Valacyclovir was administered orally to
pregnant rats and rabbits (up to 400mg/kg/day) during
organogenesis (Gestation Days 6 through 15, and 6 through
18, respectively). No adverse embryo-fetal effects were
observed in rats and rabbits at acyclovir exposures (AUC)
of up to approximately 4 (rats) and 7 (rabbits) times the
exposure in humans at the MRHD. Early embryo death, fetal
growth retardation (weight and length), and variations in
fetal skeletal development (primarily extra ribs and delayed
ossification of sternebrae) were observed in rats and
associated with maternal toxicity (200mg/kg/day ;
approximately 6 times higher than human exposure at the
MRHD).

In a pre/postnatal development study, valacyclovir was
administered orally to pregnant rats (up to 200mg/kg/day
from Gestation Day 15 to Post-Partum Day 20) from late
gestation through lactation. No significant adverse effects
were observed in offspring exposed daily from before birth
through lactation at maternal exposures (AUC) of
approximately 6 times higher than human exposures at the
MRHD.

8.2 Lactation
Risk Summary

Although there is no information on the presence of
valacyclovir in human milk, its metabolite, acyclovir, is
present in human milk following oral administration of
valacyclovir. Based on published data, a 500-mg maternal
dose of VALTREX twice daily would provide a breastfed
child with an oral acyclovir dosage of approximately 0.6mg/
kg/day (see Data). There is no data on the effects of
valacyclovir or acyclovir on the breastfed child or on milk
production. The developmental and health benefits of
breastfeeding should be considered along with the mother's
clincial need for VALTREX and any potential adverse
effects on the breastfed child from VALTREX or from the
underlying maternal condition.

Data

Following oral administration of a 500-mg dose of
VALTREX to b5 lactating women, peak acyclovir
concentrations (Cmax) in breast milk ranged from 0.5 to 2.3
times (median 1.4) the corresponding maternal acyclovir
serum concentrations. The acyclovir breast milk AUC
ranged from 1.4 to 2.6 times (median 2.2) maternal serum
AUC. A 500-mg maternal dose of VALTREX twice daily
would provide a breastfed child with an oral acyclovir
dosage of approximately 0.6mg/kg/day. Unchanged
valacyclovir was not detected in maternal serum, breast
milk or infant urine.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020487s020
IbLpdf > (2020/04/16 727 £ R)
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ADEC : Pregnancy Category
(The Australian categorisation system for prescribing | B3 (2018 % 1 A)
medicines in pregnancy)
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B3 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.
Studies in animals have shown evidence of an increased occurrence of
fetal damage, the significance of which is considered uncertain in humans.
< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2020/04/16 727t R)

(2) INRIZBES 5 MER
BT DERLEDOER VNEREADIRES] OEOZHIILITOLEED THO ., KEDRN
NENVEED SmPC L1385,

[(EALDFET] NNREADES]

BHARER, HERNESARICNT 2ZEMHIEHIL THRW (BHEGER, HERITH
U T ERRERY 2 <. ARITN U TUIMEREBRA DR . [BER (T b)) TNFY7
DBV RS L L ZOEMREWTH L7 > 7 n E)VORER L. ST TY)
HEYTRENZ EDBHESNTND]

s R

KEODOWAMXE |8 USE IN SPECIFIC POPULATIONS
(20195 12 H) ™

8.4 Pediatric Use

VALTREX is indicated for treatment of cold sores in
pediatric patients aged greater than or equal to 12 years
and for treatment of chickenpox in pediatric patients aged
2 to less than 18 years [see Indications and Usage (1.2),
Dosage and Administration (2.2)].

The use of VALTREX for treatment of cold sores is based
on 2 double-blind, placebo-controlled clinical trials in
healthy adults and adolescents (aged greater than or equal
to 12 years) with a history of recurrent cold sores [see
Clinical Studies (14.1)].
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The use of VALTREX for treatment of chickenpox in
pediatric patients aged 2 to less than 18 years is based on
single-dose pharmacokinetic and multiple-dose safety
data from an open-label trial with valacyclovir and
supported by efficacy and safety data from 3
randomized, double - blind, placebo - controlled trials
evaluating oral acyclovir in pediatric subjects with
chickenpox [see Dosage and Administration (2.2), Adverse
Reactions (6.2), Clinical Pharmacology (12.3), Clinical
Studies (14.4)].

The efficacy and safety of valacyclovir have not been
established in pediatric patients :
+ aged less than 12 years with cold sores
- aged less than 18 years with genital herpes
- aged less than 18 years with herpes zoster
- aged less than 2 years with chickenpox
- for suppressive therapy following neonatal HSV
infection.

The pharmacokinetic profile and safety of valacyclovir
oral suspension in children aged less than 12 years were
studied in 3 open-label trials. No efficacy evaluations were
conducted in any of the 3 trials.

Trial 1 was a single-dose pharmacokinetic, multiple-dose
safety trial in 27 pediatric subjects aged 1 to less than 12
years with clinically suspected varicella-zoster virus
(VZV) infection [see Dosage and Administration (2.2),
Adverse Reactions (6.2), Clinical Pharmacology (12.3),
Clinical Studies (14.4)].

Trial 2 was a single-dose pharmacokinetic and safety trial
in pediatric subjects aged 1 month to less than 6 years who
had an active herpes virus infection or who were at risk
for herpes virus infection. Fifty-seven subjects were
enrolled and received a single dose of 25mg/kg
valacyclovir oral suspension. In infants and children aged
3 months to less than 6 years, this dose provided
comparable systemic acyclovir exposures to that from a
1-gram dose of valacyclovir in adults (historical data). In
infants aged 1 month to less than 3 months, mean acyclovir
exposures resulting from a 25-mg/kg dose were higher
(Cmax : 130%, AUC : 160%) than acyclovir exposures
following a 1-gram dose of wvalacyclovir in adults.
Acyclovir is not approved for suppressive therapy in
infants and children following neonatal HSV infections ;
therefore, valacyclovir is not recommended for this
indication because efficacy cannot be extrapolated from
acyclovir.
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KEODOWRMZE | Trial 3 was a single-dose pharmacokinetic, multiple-dose
(20194 12 A) * | safety trial in 28 pediatric subjects aged 1 to less than 12
years with clinically suspected HSV infection. None of the
subjects enrolled in this trial had genital herpes. Each
subject was dosed with valacyclovir oral suspension
10mg/kg twice daily for 3 to 5 days. Acyclovir systemic
exposures in pediatric subjects following valacyclovir oral
suspension were compared with historical acyclovir
systemic exposures in immunocompetent adults receiving
the solid oral dosage form of valacyclovir or acyclovir for
the treatment of recurrent genital herpes. The mean
projected daily acyclovir systemic exposures in pediatric
subjects across all age-groups (1 to less than 12 years)
were lower (Cmax : | 20%, AUC : | 33%) compared with
the acyclovir systemic exposures in adults receiving
valacyclovir 500mg twice daily but were higher (daily
AUC : 116%) than systemic exposures in adults receiving
acyclovir 200mg 5 times daily. Insufficient data are
available to support valacyclovir for the treatment of
recurrent genital herpes in this age-group because clinical
information on recurrent genital herpes in young children
is limited ; therefore, extrapolating efficacy data from
adults to this population is not possible. Moreover,
valacyclovir has not been studied in children aged 1 to less
than 12 years with recurrent genital herpes.

%1 : < https:.//www.accessdata.fda.gov/drugsatfda_docs/label/2019/020487s
0201bl.pdf > (2020/04/16 72 £ A)
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4.2 Posology and method of administration

Special populations
Children

The efficacy of Valtrex in children below the age of 12
years has not been evaluated.

%2 : < https://www.medicines.org.uk/emc/product/5467/smpc > (2020/04/16
Tt R)
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