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3. #8% - MR

3.1 #8rk
HR7E 4 NT 7 aILEES0mg [ 37 7]
HRRS (HR) /N5 37 0E LIEERESS6.21mg
(18E+) (NF¥Z7ub)L & L500.00mg)

EwEtLlo—2, ZJOARE Ry, RERY, ZAF7Y
WAl VB~ RY A, v Farxu—, BkFy . v
0 T— U400, A VILR— K80, HILF IO

3.2 ERFIOMEIR

IR7E 4 NT T uaeILEE0mg (737 7]
LERTN Elé ?&EE@@74»A:~?4 > THE
B

S C\junw) (\7J7DEJ) @
500 5=77 500 4=77

RBiE 18.5mm

FEE 7.5mm

Es 6.2mm

HE 700mg
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(EBENILRZ DEFNH

5.1 ARIOBZZIZE D, Ly 7 28— b F =~ DB MFH T
HIENRDOLENTWVWD, 772U, KEHBEGHF LY 7R
N= P F—~OBRY AT Bdp Bz, ¥ F—LDEA
ShERENS, [17.3 2]

5.2 EEANLRADSIEL R DR TEBE (REEFEREFICBWL
Tk, BBOREED EOEETHES %) IIHLT
w52 &, [17.1.8, 17.1.9 SH]

6. FiENURE

[AAl

(BEHaE)
BEE. BAICIINS Y 7a el e LTlES500mg % 1 H2E5RE
O#%59 %,

GEMERMMRETSIBIC BT DEMAILRR T A )V AR (B4

) DFEREHNH)
BEE. BAIKIEINT Y 7a el é LTlES500mg# 1 H2[E5E
mEpAAaFEEREIT7 H Al & O fEfT#35H F TROKRS T 2.

(FINER)
BE. BAICIENT Y Z7ae)be LT1EI1000mg % 1 H3ME
OG5 5,

k=)
BE. BAIIENT Y Z7ae)ve LTIEI1000mg % 1 H3ME
EOHET 5,

(MEBIANILRZ DB FINHD
EE. RAICEAT Y70l E LCIES0mg# 1 B1E
REOB59 5, EEeR HIVESRIED BE (CD4Y >/ SEkE
100/mm3LL k) icidnNT ¥ 7u )b e LTlES500mg%1H2
EEO%5T %,
Y
(EHEE)
BE. (REAkgl Eo/NRICENT Y 7aE )L e LTIE
500mg#% 1 H2[EREO#59 %,
GEMEFHHRRTBAEIC S IF D BEMANILRRA D A IV ABRFE (S5
aE) DOFREHD
B, AEAOkgLl EO/NRICIZANT Y ZaeLE LTIE
500mg & 1 H 2[6]3& ME A A A AE A1 T7 H BT & D MifT435H %
TROKET 5.
(ﬁ?#ﬂﬁ?‘)
. (hEA0kgbl /R
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WE. AEAOkgM Eo/NRICEANT 7o) e L TlE
1000mg % 1 H3[EE %59 %,
(MEBENILRZ DB FINHD
EE. AEAkgM Eo/NRICIENT 7o) e L TlE
500mg# 1 H1EREO# 59 . & B HIVEIED EF (CD4
U 2 SERE100/mmiEL B) 12Ny uaei e LTlE
500mg % 1 H2[ERE #5932,
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7.1 AFIOF G BRIEVIZERRP AT TZ 20T,
BHICEES2MIRT 22 EEE LU,
BREAETHIRABEICBIZ LT F 0 T7UTT Y

IZIG L ARR OB EGRBE R OB EGREOEHRIITROES
DTHB, £z MBRBEMZZ T TVLEHEEFICH LTI
BEOERE. FREXEERERIISC, 7L T7F= /7
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BLE) wid Bl E) cid BlE) icid | BlE) i
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g ik i =]
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HEEAL., E0RLARSNZVAY, HHWVITELT
HEEITIE MOBBEICTIDEZ S &,

(MEBEAILRZ DEFINHI)
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13.1. 16.6.1 &)
9.3 FFigEEEEEE
9.3.1 FFEZENH 3 EE
FEEDH ZBEEHELEZNRE L-BRRERIIEREL T\
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1. BfEH

ROBUWERBHS5bNBZENH LD T, BEE 74T
Vv, BEDPROONTEEIC3HEEHIET 7% EE) %
WEZITH &
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1 EXREER
ANV FPFI4S5Fy—vavd, PFIT45F9— (0T

N HEEREA)
TFI45Fv—Yav s, TFIT4I5FT— (K
R, MERFES) PHobNbIENH 5,

1.1

2 GRmERGEA (0.73%). FERERIIRE (0.24%). MUIMER

W (0.36%) . BEEMENRELERE (DIC) (X
B, MR SRR (SEEEAE)

1.1
1.1

9.8, 13.1 ]

BEEE (BE). gAR. B8,
TADAFE. . MESEPHSDNDIENDH B,
— IR IR DR SHIEIC KV EET %,

[9.2.1.
.5 thEHREIEBSERIBFAE (Toxic Epidermal Necrolysis:

9.8, 13.1 ZH]

3 ?‘&%Bﬁ% (0.12%). FRRAIEEEMER GHEAH)
9.2.1,
4 FEHRAERREEIR (1.09%)

KR, H#HEl. EE,

TEN). FREHSIRERAEIREE (Stevens-JohnsonfE{RES).
SMENREERTHREE. SRAH (WIS HEERER)

1.8 BFR. BFHERERSE.
9 DR (BEEEAE)

1.6 DRG], SR (W 9o SHER)

.7 BB (EEARR)

1 BE (WINLHEEARH)
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1.2 Z0fDEHER

0.5%51E 0.5%% BEAH
. 5. BE. W
BEE HeARBEE
. g%ﬁéabifﬁ@ﬁ@t
TR TRl | e
LS rpum, w4
BRRER |56 eI ERET
Bl - MR BE B TR e R

13. BEKRS

13.1 R
SEEREE, BeER Gl IR, B, BERET.
BHESE) P#RESNT05, [7.2, 9.2.1, 9.8, 11.1.3,
11.1.4 2]

13.2 W&
MBEFEFICED, 77zl i DBRET S L
DTE %, [16.6.1 ZH]

14. BAEDFR
14.1 BERIZHIFOER
PTPEEDEANIPTPY — b5 OH L TR % &
HICIEE T 5 &, PTPY— FOEAICK D, BELHMA
ERASEEREEATIA Ly FICIEZIL2 B L CHERRIR SR
EORELEGMEZHRHETHI DD 5,
14.2 ERIESROER
14.2.1 KB FFEOEAZ D, I—T 4 VT %L T
WAHDT, I ZORT LR RASEAZ &,
14.2.2 KA ZEHAIZS WIEAICZZOOKTIHET D, RAS
w5 &,

15. ZODMDER
15.1 BRIRERICE D 1B
BBV, AFIOBEHE Bg/H) 2RV, EEOR
BAEERE (FICETHEHIVERERE) B 5CMV
BYRETHICH T 2BRABAERINTND, ZOR
BICB T, AEIVEHBICH-VBRESN-BET,
BRSBTS MBI O MR (& Z120E%)
DOFEARDOENT VDB, oy N5 OERIEIEAF D
BE52ZTTORVWECERER, AHES2ET SR
FHIZBWTHHEEADSBEDLN TV S,
15.2 FERRIREERICE D < B
15.2.1 AmesiRBER U T v MEBEMB R EARE R Tl EE
ThHolh, v AEHIMGEBE TR, SHE (BOK
5. 500mg/kg. 77 abLob isEREED6~
SUBAEY) ICBWT/MIHBRBEE OBRERMEZ R0 72,
15.2.2 ¥R V7 x—<iiflax W B R FRAEERB T
13, RENEH(EROEFEE T T1000ug/mLE EDEEICE
WTHWEESEE (BRIu=_—HEOEM) 2R,

16. EHEHRE

16.1 MoEE

16.1.1 BEEES
6Bl DR AIZ/N T ¥ 7 1 E)L500mg X 1 1000mg %
HMEORO®RE LGS, ZOEEREMTHE TV
O ELICEICHFRBICB VL TED 2 ICRE SN, MmiEH
T 7ub)LOEPFHEINT A —-FIIREDEBY T

Ho1,

. . HOROREBEO7 v 7aC L OEYEEE $F X —4
NT¥7uaey

BER | Cmax Tmax AUCo- ti

(pg/mL) (hr) (ug « hr/mL) (hr)

500mg 6 | 3.66=0.83 | 1.50£0.63 | 12.74%2.77 | 2.96+0.41

1000mg 6 | 5.84%+1.08 | 2.17£0.61 | 22.26%+5.73 | 3.55+0.27
P E + IR (R

16.1.2 RIEH%S
NF Y 7ae)L500mg# 1 H20E (12/E4E) XI31000mg
#1H3[E (8kfHE) cHMRERORS LZ5HE. o
O¥RETMETT Y 7O VEBEIIERIREIGEL, b
7 7 BEDOFIEIEENZN0.22~0.291g/mLK% 10,94~
1.18ug/mLTH D ERBIEIRD 5 h iz h 725,

16.1.3 EFHIEFEHER
NT T 7ab)LgEs0mg I 7 7] ENLV MLy o
AFE500% ., 7 aAF —N—FEICX D FNENIEE (N
FT7uE)L & LT500mg) BERRA S I B
BOBSLCmEEF 7> 7ae)l (EEAHY) B
ExzRIEL. GonEYEgRE/IF X -4 (AUC,
Cmax) 122V TR FEEXMEIC THETHETZT-
7z fE 5. log (0.80) ~log (1.25) O#HEMNTH V.
WAl DL A REE TR S N0

/S5 A — 5 BE T A—
AUCo12 Cmax Tmax ti2
(ug-hr/mL)|  (ug/mL) (hr) (hr)
NFr7aei
§500mg | 10.13+2.47 |2.9141%0.7513 | 1.83+0.62|2.8+0.3
[r377]
’””%‘5/0‘57;‘ 9.80+2.59 |2.8421+0.8304 | 1.89+0.63|2.80.3
FHEEEERE, n=18
(ug/mL)
4 -

—e— T /OYILEES00mE [ 7377 ]
0 JULRLYZ 25500
T EEEERZ, n=18

[

[
[

P ATAINICAN B 1=
(3]
T

b-- —/0’/

[ ——

12 (hr)
i

MAEFEEL MICAUC. CmaxZEn /ST X —4 1%,
BRE OFIR. (KR OBEEE - S OHBEMICE -
TRLZAHEEPH S,
16.2 ORUN
16.2.1 BEDRE
BHEICXV 77 0L OREIMEEFEET]EZRMIX
EDPIGEE L2, AUCICERLZR2RBD P> 7278
(HNEAT—%)0
16.2.2 NAATPRASEUFT 1
BEER AN > 7 a EL1000mg % BERE OS5 L7
BEOT Y7 uCILOEYENFERILA.2%TH -
720 MEAT—%),
16.3 9
16.3.1 MIRFEBEER
In VittoTONS Y Z7a )L R 77 ub )L (EHE
R#) OMBEAZBERIZ. FhZ2NI13.5~17.9%
V22~33%Tdh - 721010,
16.3.2 ZLAigE
E MINT 7 u b Ls00mgEOHfE5%, 770l
L O F T HFCmaxid, BHRIMEHFCmax?0.5~2.3(%
(hkfE:1.4) ZRL. 7¥27aELoditHhAUCIE,
BAMBEHAUCH].4~2.665 (FhRfE:2.2) 2L
722 (SNEAT—%). [9.6 8]
16.4 {35
< hﬂﬂza‘smf\ NT T aEOIKSEEEEED -
729,
16.5 HEtt
6B DREEERLAIC/N T 7 1 ¥)L1000mg % B [E4E O #% 5
L7856, EoERRBIIRPTH O 24BN O R
FICRELER, 72708V KRUP-HIILARFI X NF
XFNTTZy (BHo7y7ab)Lof#EY) BZh
ZRBREED0.4%. 43.1%8% 5. 0%k & 11729,
16.6 HEDNERZHIT 2EE
16.6.1 BikeElE=EE
BREE (JL7F=0 27U 7 52 AE F450.93mL/
min) 127 7 0 E)L1000mg% BEFOERS L7125
BOEYHEINTA—FIEILUTDOEBYTH - 727,
Fiz, ABEMOBITICKVIMFEFO T > 7oLzl
T0%DESNIz. (7.2, 9.2.1, 13.2 HE]

HEEREEOT 2 708 LOENERE ST A—5
it = BI%|  Cmax Tmax™® tia AUCo-
(pg/mL) (hr) (hr) (ug - hr/mL)
2 2.00
BikaEERE | 18 |10.60+4.22 (1,00-4.00) 22.245.0 |249.43+£105.09

FAofE L REHERZE, E) hRE (HE)

16.6.2 S
EEE (CPHE2SR. LT F U TSV AE F
#57mL/min) 12N 7 0L A RORES L 5E.
R AICHAMEF 7 2 7 a0 L oCmaxk FAUC
I ZFNZEN15~20%K 30 ~50%800 L 7=, & DZAL
HERETOMBICE BRERTICE2EEZ 6N
729 (MEAT—%). [7.2. 9.8 BHE]



16.6.

3N

NRKERE (1~98) 19V5 Y7 aL2smg/kg (B

K FI50mg/kg) ® & 1H3ESH MR ERO#RS L7z

EOMEFREROMBEF 7 > 7 a )L OEYFHEIRT

A—=HIPEDOEBDTH- 7. HESHEHDOMEEF T

97{:{5}%%&&:&@?&55:J:é%ﬁ‘mi%’é&)Bht;

PAREoW A

) KEICBT 2R OARHEIL. @E. (KEIOkg
Bl Eo/pNRicignNs v 7o e LlE000mg
ZIH3EEOREGTH 5,

w58
(mg/kg)

P WEREEOT S 7 aE L OEYEEE S5 X —4

(I

ti2

(%) Cmax | Tmax® AUCo-
(hr)

(ug/mL) (hr) (pg - hr/mL)

25

6214246 . 103 |16 906,99

)
i (1.00-4.08)

1~9 1.34+0.29

P + FE R 2
F1) HRE (FME-FRE)
#2) AUCo=K Ut DWW T, 9ff]

16.7
16.7.

16.7.

ZEYIEE{ER

1 In vitro

NZ 7 VOEEREY TH ST 7 aEvid,
OATI1, OAT2. MATEIX UMATE2-KOEE TH -
7210200, 110, 28]

2 IRLBIZICHIFBEEIER (n situ)
F v MNBIZNT Y 78 EL0.0lmM % & T Eik %
WLz, NF T 7ubCILo/NGBEBRGEEIZRTF K b
5 AR—%— (PEPT) 10EEE L THISENEB-T
7Y LRTENE (FTEFIVU Y, TUEYY U &
TJ7RAFYI, 775V ZB45mM) OEEE
DOHETTEEIETLEZEDNS, XT3 7L
RIGEFRICIZPEPTIAEE L TW A Z EAmREnsz?,

17. BRPRREAE

17.1

BAERUREEICEE T 25ER

(Bfaes)

17.1.

1 B 0 4E5EER
MABRMAESEEEZHRELENT V7O LOHE
%ﬁ?ﬁ(%%m%\wwm@%%mu?@tsof
H52,

NT T raLoAHR (1E500mg 1H20E5HE#HES)
1390.0% (36/40f) T&H -7

NIy ruLEoEErEbNBIER (KRS
BEREZET) OFRBRRIUTOEBY TH 5,

Z 2L
XTSI I

FEBUFEL EEH ()

131

ALTER (5). & (2), R4 (2). Bk

7 g (] Q). wEEES Q). REA ()

17.1.2 EAS MEHER

MABMBEEBREEZNRE LTI 70 LDT ¥
sa LRI EE M EGRE (F5056E8%. 30061, 7
T a VLS E 1 1[E200mg 1H5ES5H RS O
BIZLTOEBY TH B,
NTyra)LOERR (1E500mg 1H2EES) &
95.9% (141/14761) TH > 7=.

NTT U7 7 aeiLEOBE#EENEDN
7ENER (BRMEEEYZ2E&T) OFRFRMIILLT
DEBOTH B,

TR FEIEFIE

SRR () ExER ()

NTTraely

R (7) 5E (6) BMERIE 2

[
149 H] (5) BKE (3). MRS (

33 (55) §

HE5E#

VATV =

B MBRkIEZ [FRAP] (4) AR [F]
(3)v T (3), WER (3). A
v bR [MmiE] (3). 5 (3)

148| 39 (50)

(GEMEFHRRTEABIC B (F DEMAILRZ D A )L AR (Bl
fag) DFEEFD
17.1.3 EREMEER

BRAKRO/NEEMBRAREEEEERRE LIoNT Y
Ju L OIENBIEEmEE (BHIMER. 4061) Off
B (ERDE) BUToEB0THAHY ($ERILVHE
FA DG o

FRAICIEN T ¥ 7 a )L Z1E500mg 1H2[E, /NI
1Z1E125mg/kg 1H2ME (1B HAEIE500mg) #., &
MEA AR AERETT7 B Al & U fE{T#35H £ TOEM3HM
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—iEBTR N T T CVIERE
(Valaciclovir Hydrochloride)

{b%#:4 1 2-[(2-Amino-1,6-dihydro-6-oxo-94-purin-9-yl)

methoxylethyl L-valinate monohydrochloride
7773 ¢ CisHaoNeO4 - HCI
S8 1 360.80
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O NH2 CH;s

H.|

CH3 ' HCI

N

T
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IR AE~MEAROEREEOH KR TH 2. KITE TP

I, TH =) (99.5) IZHBH THEFIZL W,
0.05mol/LIEMEERRICTET 5.
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