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PUEERRBR, P H

RER O FER PRAFS: PRAFTERE fRAF IR il B
PR () o2&k, EHgWE K&
E R o 0 1B T A OUKGy DEEINAFRD HAT= 03,
25°C. 60%RH 1 pn 34 SROOEA L&D, AT
BNTHoT,
PER () o4k, EgWE K&
e WK OEMN, BLO, REE
iR 2 40°C. 75%RH %§Z7Xﬁ 61H [T Y Y AOROIE FAED
I BT, THEHOEE &0,
EENIHENTH - 7=,




V. X9 5H1EE

AR FH (17 el (RAFTIE (R A7 G
T ORI, & RO B

e e |BEATAR | |EERS R Y AOETARDS

L e 9 NER. CHBOEH b &,
S 9 EENIHFENTH -7,
LIRS

. Wty 7 . | 1207 xh
% 20°C  lgegn ALRTE RN
%t/y7y7(ﬁ%.ﬁﬁm 200W + h/m? ’
A HE L J)\J:

1) BHBRIEE MR, ERREER. pH. MUEERER. Koy, MEDRE, ZEERT NI UL GE
2) BBUER - Bk, pH, MUEHRER, Ao, ZEFMT MU UL HE

3) AERIEE MRk, pH, MERE, KEF®RT N VA FE

4) Ry 7arvrrflxy v

5) TV BRANTEHATENY LTRIEERE LCTHW,

7. ARERVBRRORENE
/N FHE 450mg
ERANA

N FH RT A m v~ 5000mg
[VIL. 11. A EOEE] -14.1.4 OIEZRR

NYFH R4 m v 7 5000mg

R OFRFE A7 PRAFTERE PRAFHI RS
R E OO Sl
RO ENE Y 5°C WA T A - B Y 7 3 M. AREE G E D, BB
NTHoT-,

1) RBRIEH : PRIk, pH, HERER, #AEMIRE, ZE/BT MY v A, S8
E%%ﬁ%ﬁ%ﬁ (25°C/60%RH) 12T, 34FMAFE LIZMIAICK 91mL Z N2 TR L2l (RiR) 1o,
Feht L7z,

2) RIATHETHE—ZIEZEL, RY oL rfilxy v 7 TOERLE,

8. ¥l & DEEEIL (MEILFMELL)
Y LR

9. At
N W EE 450mg
(J71%)
MH R EHERERE N REICET TR AT 9,
Z - BRI 0.1mol/L HERAFHK
[Fl#54  50rpm
(5 5R)
N Y EE 450mg OFEHFRBR AT 9 FF, 30 70 C 85%LL OO Hil b,

N X% K741y 7 5000mg
M L7



V. A9 HEHE

10. B4 - @&

(1) EENDELRS - 8%, NEIEHLERE - QX (CET 51ER
BARAA

(2) 8% -
(/N1 FH§8 450mg)
60 5 [~ (NF)]
(N FH K54S0y 7 5000mg)
12.0g [fi]

() FiREE
RN

(4) BHRDOME :
N XY EE 450mg
NWIEEE RV F L UG, A e iy o 7 +HRE

NYFH KT 41 v 7 5000mg
RV BETT AR, R T rE LU lE ey 7

1. BIRRH SN S EME
Y LR

12. Z0fth
L



V. BRICEI SHEE

1. ShEERIEHE
(BFI @)
OTFRIZCETFBAHYA FAHOIA L RBEEE
OBRXMRET LIRS
Oz BE (EhaMpEEEtad)
O EMHER
OB CENBMIRBIEER ) 128 F3YA M AHOYA L RBELGED AN
(FSq4vmv )
O FEMEMELERES A4 b AH O AL AR

2. EEXIEHRICEET T

5. MEERIFHMRICEET HFE
(FhREHE)

5.1 WLEREESENEOF LIBHICARZ 5T H5BICIE, RINPAK T T 2820 0nH 57
B, RFIOFEHOBESIZOW TR 5 2 &,

(A b AHTODA )L REESE)

5.2 RANOEHIZ X 2 HERBWERANRE SN THWDDOT, A M AH e A LR R
RENTEFICBW T, RELEOFREDNERES LR S &R SN HA IO b
5T &,

5.3 # KM ARSIEMREEREICB VT, ~T7 0 B BE 8g/dL Kl D BEFIZBIT HAK
F G- OF MR NZEMEICET 2E RIS O TN L n | 1R EoF RN E
Wtk % B2 LB S DRI OREEE21TH 2 &,

(255t CEMBPHIREBMELRRC) ITHFTEHH A b AHO DA )L RBERLEAEOFKAEINF])

5.4 KFNOFHIZ L DEERBWERNPHRE SN TNDOT, BIEY X7 O@WESE (A K
AH BT ANAFUE R F—B oo Lo By M%) 1230 TR OB IEIEN G
Pa EFED LB SN GAICOARKETHZ L,
GEBRMERMEY A FA A0 A L ARESE)

5.5 RANIDOEHIZ X 2 HEREWEANHRE SN THNDOT, MRFENBRBIED A7 OFOH
AR (ORI IR 2 B Te) IR LB R R IR AR T E 2 A3 5 BE I
DHFEESDH L,

< i >

5.1 THLBEREEENAI L-BE T, BRORAITH 2 A ORINIMET L, YeIEFICE
WIS IER R SN WATREMER S 5, 2070, M bEREEZ50F Lz BE
T, BAAITH 2 ARFNOMHEH OS2 Horiat L, BEIR U TH v 7 v BV R
FHERFI O 2 a5 2 &,

5.2 | 5.4 AREIKLOKRFOIEERBH THDLH v 7 v enrofkbic kv AmekEd, 44
B, i, /D ERRE SN TWD 2 Enh, BeEEER L, VA FAY
oA A (LLF CMV) BYENHERSNTZEE TRV T, RIR EOFRENERMEZ
FDDEHWBINDGEICOREET D L,

5.3 1 RMERIERBIEMRE C~E 7 1 B RE 8g/dL DBFE S AIZBWTIE, RHIOALME
K OVZBMEDTFRDG BTV,



V. BEICET 51EHE

5.5 AHGIC L 2HEERENEMME 2B E A, DEBELERMETF A AT v T A L 2R
iE ] ORREIIZN RO GEETE 2 LT D720, BOE LT,

3. BiERUHA=E

(1) RERUVAZEDM@EER
(A b AHODA )L RBEESE)
ME AR
WH. RACIE VT 7 e LTC1IE900mg 2 1 H 20, BF%ICROEET D,
M AR
WE. RAZIEAAVH 7L LT 1EI900meg 2 1 H 1[0, BFZICRO&ES5T 5,
([FasfetE GEMEBMIEBELZIRL) I2H1TDH A AT O A )L RBRESE ORI
BHE, RACIZ SV 7 e LT1EI900mg 2 1 H 1B, BFZICRO#&E5T 5,
wE. NRZEoIv Ty E LTRAICEVEH LEREGEZ 1 H 1B, 87%IC
BO#%ET %, 72770, 1 HHEL LT00mg B2\ 2 &, HEERERIKASEEN 150
L EMEOSAIL 150 Z VWS Z &,
h 8 (mg) = TXEREmME (m?) }XH#HEEREKEASEE (mL/min/1.73m?)
<At >
NROFEEFEHIZEA L, SMNEICI T D RREFE K OHEE R EKIR Al E DR HA A2 LTI
T, MOFEHKE AW AICREENERD Z ENRH D0, WHFET D,

Mosteller 3t : A ff(m?) = |[ZCXEII®
kx&(cm)

Schwartz 2 @ #E7E 4 ERIA A1 B (mL/min/1.73m?) = Ly D)

kA | A e OWER

0.45 |2 mEA D FH %

0.55 [23%~12RDOB T, 2L Eo%k T
0.7 (13 DT
kX Jaffe Bl X A2MiE 7 VT F = fi2 HWA5E50LDTHY |
BERIEIC K D7 VT F = A WD GBI EEMIET 52 &,
(2% PNEESEOREY —L)
https://medical.mt-pharma.co.jp/di/product/vix/

CEEIEMELERES A A HODA )L ARLEE)
W, BERKRORRICEI AV v el LT 16mgkg % 1 H 28, &O#&5

ERAR

(2) BERUAEDRTERE - B
(A R AAODA L RBERESE)
miEf 77 mero AUC &3 (AR O ZaME) & ORIZBWTHEZRFE A
HOONTWG, ZEMEOENSHIL. H 7 v EAFIRTERF & 5Ll E etk 205
DI, AR TH S bmglkg D AUC ZHZ W EREEF LB LNDH, Tivk
V. 5mglkg RN G- AUC (26pg - hr/mL) (ZHIY T 2% 5825 E Lz,



V. JAEICEAd %IBR

RiEHG5HERY 1 H 1B 3 HE) 2B\ T, SAH 7o/l 875mg HGHETIE, &
HmE 5% D AUC, o, IZRH BT 24.8pg « hr/mL (Z2fERFEE 5Tl 19.0pg « hr/mL) T
HV . AKANL 450mg 5 2625mg O HEIEIZHS W THRIEIEDRRBD D2 Enn . KAl
900mg (1 [F# 5 ) NE@EKEGRTHD EHEE LT,

F7o. AHKI900mg #HEHREE H v 7 v EVERIRNTESR A 5mg/kg £ G REO WM RERE (&
HiZ 1 H 2\ E) @ AUC, , 1X, 32.8 L1 28.61g - hr/mL Toh Y | HFFIREIF (&b
21 H 1[EEE) O AUC),, 1%, 34.9 K11 380.7ug » hr/mL Th-o7-, LiEX Y, WA
L& LTAAILEI900mg 4 1 H 2 [A], MaFmis s LTAA 1 B 900mg 4 1 H 1 [F &R E
L7,

(EEHE CGEMEBMAEBELZRRC) ITBT5Y4 A HTODA )L RBREGEDFKAET)D
ENI DI ENRET — X DLl & MBI RIEZITRD ol 2 L inh |
ShERI UL - HEE Lz,

F72. NEORER OHEIZOW TR, BKIZE W TGRSR OB I S & | [EF
BER AR O CMV BEYSEFSE B O Zhie X OB 3o x4 2 [7x{kZFKmfE (LLF BSA)
X7 VLT7F=2707Z A (LLF Cler)] (BSA I Mosteller 2., CLer 1% Schwartz =)
DR INTWD, HZMELOCHET, B, BEE, AEECL6T. ATH
MR OV BMEI R STV DL v 7 1 BJL 900mg B MG L [ ED B v v
su e LOEERE (AUC) BMEHND T ENERINTND, £z, AILBWNT, 2L
H vy v BN GREOEYENEEICH O 0 RIEEIT R < . BARNNRIZEIT 2 AAE 5
REDIMBIRED T — 2 L0 | /NERIZBWTHH LR RIEEITRVWEEZEZXONDZ LD,
WO/ NI T 2 RRAELR O &S BARNNRICEHAT 5 Z L idvie L B2 5,
GERMERMEY A4 b A HODA L RABREE)

(Mg 2= Fifi = 55 B

[V 7m el 16mglkg 1 H 2 FREA#& G- 2 HiE - HEE U TRE LCINE
fiEERBRICB VT, AFlo 6 » AL 0N 6 MEZEG L b A NA ey
ANABEEZBRTIETWAHHIMIZELS, BAREELLOBEEZ L0 IH L, BZETED
0 BGET A AREMEN R SN, ERMEIZHOWT S, 6 » ARG TIL 6 HERERE L
HEHFGNIIEELAEFLORBMBEE OBEMNTRD T, AEFSORIERCEE
bR CTH-o T,

(FE = Ah 3575 5R)

[V 7ael1émgkg O 1 H 2EEO#K&S ) 2 H3E - HEE L TRELEZENE
A EEIRERICHBWT, 6 # ARGICXL D T _RTOWERE TP A M AT o 7 AL A&
DR TIERA DR B, BEHEE LV E O R R S vz, AR GZ 4+
ERIBD D3RR BT RS Tlx, AF OGS A2 EE KT D Z & G-CSF #5550
Yl 21T Z Tk 0 | GFHPEREA IE TR TEIE L, UL L OWBRE 13RI 0 #
52 Uik T& 72, Lo T, JERMERERMEY A M A a oA NV ABYYEIZE T 5
HHERBAD OV 2713, BEESEDOREMNEY A7 % EEH L O TIER2NWEE X b,
(F&0)

L EO#E R ONTIEGENE T RIE S A R A T 1 o A )L R EYE O % G2 BE 138 A R & OFLIR
ThdZ eaBEzx, MEKOCHELZ MEE, FrEREKOARIEZA VT v r7aere
LC1[E16mgkg # 1 H 20, #AO&E5T 5,1 ERE L.



V. ARICEY HIEB

4. RZERUVHAEICEET 5FE

1. BERUVAZICEET 3FE
(ZhRE$E)

1.1 Al e (500/mm? Ail) . /MR (25,000/mm? Adifi) XIT~EF 27
2 e (8g/dL AH) . FH LUVEBEIIHI AR b GE I, B BERE EIE T S
ECORETHZ L, T X VREDLFREREC (500~1,000/mm?) & OMiL/ Mg (25,000
~50,000/mm?®) DA ET D Z &,

(1.1, 2.1, 8.3, 11.1.1 &}#&]

1.2 BEEOH HEE, BHEEOKT LTV A EETIE, WA TERE SO T, M
HFI/VIF=U RO VT F=0 7 )T T AEETLDZZ L, BEETIZ, KEEOH
BT L, BAICEB T 24ME COREERN R AR OBED B Z % TRIZRT, [9.2, 9.7.4,
9.8, 16.6.1 &#]

(mL/min) DA HERRIGIE, REAE A
=60 18 900mg % 1 H 2 [A] 1 900mg # 1 H 1|
40~59 110 450mg % 1 A 2 [ 116 450mg % 1 B 1 [f]
95~39 1 [ 450mg % 1 H 1A %2@5420?%)% 1A%

N 11 450mg % 1 35 % \

10~24 G HE 1D 1 [6] 450mg % ¥ 2 [A]

(mL/min)

WIERE HERFIBHE, FIEHNH
=60 1181 900mg # 1 A 2 [A] 118 900mg # 1 A 18]
40~59 118l 450mg # 1 A 2 [a] 18] 450mg % 1 A 18]
25~39 118l 450mg # 1 A 18] 1108 225mg # 1 A 18]
10~24 101 225mg % 1 A 1A 1A 125mg % 1 A 1[4
<10 1 18] 200mg %3 3 [alFEHT % 1[7] 100mg 2z 3 3 mIFEHT %

HEZ V7 F=o 2 V7SR 3MEZ VT F= s lE O ToXcERTA 2 L,

(140-4F#m [4F]) < (MFE[ke])
(72) X (MyE27 7 F =1l [mg/dL])

BPEDY =

MDA =0. 85 X BHEDfE

(A R AAODA )L ABEESE)

1.3 WIHNERICOWT, 21 AR ZH X 5 ARA 5 OFZMER OVZ RIS T 5 1 HIEE 6
TWRWOT, 21 HMZBZ 54513, 1BRE ELOREIENGHRIEE EE 2 &HEr S5
BORIZRD Z &, [17.1.1 ]

1.4 A M AT A NVAMIEDRMALZHER LIS EICIE, PINEREK T T52 L,

7.5 MEFFIRBIL, 1BIR EOARMENGERIEZ EA D & SR D HAICOBRITV, RuEE
RIS 30 5 2 &,

1.6 HEFFREPIERD (L LESEIE, WENRRICE L2 EZET 52 &,




V. JAEICEAd 5IBR

(2Rt CEMBPHIRETBMELRRC) ITHTEHH A b AHO DA )L RO FKAEINF])
1.7 BB RM I BEEZBM L, BEMAEF TIX 200 HE T, BlIEUIOlEBAEES T
X100 HETCO®ZREEZERETHZ LY,
GERMEREY A4 b A HODA L RABREE)
1.8 BHMIIN 6 » H 2B 2568 OFMMER ONZ2MICET 2HEHRIIG O TE LT, 3
EEARRBRICB W TRNBAMEPREIN TV D EEBE L., AFORGHMIZ6 » AZBR
L5 L, [15.2.1, 15.2.2, 17.1.3 & ]

< fiEER >
(ZhEE @)
7.1 AKFOLEE R, FELWFPERED (500/mm3 K) . f/RED (25,000/mm3 AT) |

7.2

~EZa v Y (8g/dL Kim) SEKIZ LSS, sk GIcX 0, ERNESSICE
BT 2B HLDT, AFOEGEZTIE L, HHEESRIES S E THRIET D Z
Lo Fo. IR X VEBEOLFERED (500~1,000/mm?) KON/ (25,000~
50,000/mm? LLF) OLAIIE, AFloFGEZE L, MU0 ELZITV, BEOIRE
BT L,

AFNTROBEE ENTBICH v 7 v e IRE &, IR BRI & OR A 531
WL IRPICHRE SN D, BREREEREOH D BF ExIR L LI 3aiesh ¢ QL ET —
Z) AZBNT, BHERROIKTIC X VIR OIERERED b T\,

WoT, BREFEOH L BELOBHECK T L TWLEETIE, MG Lv7rF=", 7
L7 F = I VT TV RCEETDHIE, £, 2EF L TITRAICEBIT 2 4ME TOEYE
B2 AR O ED H L & LTz,

(A b ATODA L RBEESE)

7.3

7.4

7.5

7.6

WIHNERIFIT Y A AT v A L2 (LU CMV) HURIIAE S O AR RIS b &S
XD LT D, ERNCE > TE 21 HEZBX DPNRENLERGALEZLND
25, EWNI L OSNEIZIR T 2 BRRER O IIERERE 21 HETHh 5720, 21 B
ZHE 2 TR GT D 5H ORKNOAF R 2 EMEO AN LT,

WoT, 21 B A B2 2 0NEH T, IBFR EOFRENEREL ERZ Sl S
BIZDHITH Z &,

AFF G TEREREMERANRE SN TWA Z EnE, CMV JURIMESDORKA T CMV I
JEDEMAL 2 RS L - A I3 RIR 2K T35 2 &,

[E N D EGRFRBR OHEFFIRE Tk, AAIO 7 B G £ TOREMEFR LOELNTED
T, B CIEEMOMFHRRIC OV TOREMEERITIBONTND, E- T, Latt
DOBLRMN D, MEFFRIIVLER/NRE T2 ENEF LN EEXOND,

SME T OHERHBIRICEE T 24— 7 3kl Cof 4 - il 4 [ CMV igiE &% 1) Tz HIV
BsPE/CMV Ml B 212 44, ik - S A o7 1 L 900mg X 2[5/ H % 3 @A
BhH L, Z£0O% 900mg X 1 [8l/H Z#FEO#5E) 128\ T, CMV MlER BN HETT L7 BF D
HEERFLIZE A, 1T% (36/212) ITHEITNED HT-O T, HEEPEETIZ CMV
HEMEIAER DAL L7 A 2id, PINEREZ S D232 &, ek, IRIEGHE CREFR
ENTEEE R S 750mm 82 CTHER LI2SA. HDWIEH T2 RIWENT « A7 Hfb
D 1/4 L RO b GE 28T L5 L 7=,




V. AEICEY %1EHE

(IRt CEMBPHIRRBIEZRRC) ITHFEHH A b AH O AL RBEEAE D FKAEINF])

7.7 AFOBHHEIZ oW TIE, IMPACT sRBR R » & O PV16000 iBRAiE © % B & .
AR 1T A GRS DWW TIE 200 H £ T, BIELS OIS B I sd 4 2 #% 5
HWIRNZSWTIL 100 HETCHEBLZ LT 5,

GERMEXREY A b A HODA L AREE)

7.8 [JEEMEICRMEY A N AT 7 A )V AFEYE ] ORREX IR BT 2% G0 B %2 %
BRIE LT,
5. BRERAEE
M BEERT—R/\vH5—2
RGN (MEBAE) OF — 5 /< ir— D O
ENRB GHTEED “”;%{ 7= WK (BELED
FFRA 28 (0>

AL, TR 38 B0
R

- BGHIH
WIEE (& 21 B,
B (6~14 HH)

- EHAY
HEERRIERIRIC B B it
7 v END AUC ), 12D
TRAASVT v 7aeEne s
VU eV R RO RSN
Z R

- RIRAIE A
YDAV /= R I Y S
e ZARME, FEYERE T A
— X

HEFRF

—IEE DS —

- BGHIM  BERE (Za 24—
/\»——)

- FEEP  ERYENEFEML (B
N e, Aoy rare
JVRTEERE RO v 7 EL)

<Y TEEOZ R —
—HE - REMEDOLR

E TN E el 370 61 DR BR
- BGHIR  BAETZ 100 HIH

- EEHEM : BlEE 6 v HETIC
YA b AT T A ) ARYE & FE
BlLUZEIG, EpEre (Roor
VIV A= R P YR N/
ELDLER) | AR

—HE - YD SR —

%
vy

E TN E e 321 1 Ok ER
- FeH M IR (~20 H).
HERFIRIE (21~49 H)

- FEHP: MIRERICBIT A0
A IV A=V N A=
BV SRR OB L HERF
BRICBIT AR OV E v 7n
EAOEMME, ZEMETHE

—HyEEOS M-

& MR Al 23 61 o HER
- HBEHIME  BERE (7 24—
I3—)

- FEA  EENEREE (R
IVH v rae), Horvrae
VR R OO HE)

YOS M-
A - LEMEOS R

& MR AR 48 6 O R
- REHHR - WA
< BEHD  EYERERH (B a
N rae), Aoy rsare
IV S ERE O PRk

TIREIBINEE  GEfEME e R A N A 1 oA L R
HANDJEMEMSERIES A b AT o oA 1 2K

YLIE) DT — B S I — U DA
Yl BB 51T R 7% A D AT IR UV A

ZRHlS 2 720 OFHMEE EHIEWEM EERER (VGCV-13UR) & Lc, 72, EWERM



V. JAEICEA9 5IER

IR ORIT F A LA IS &P 5 L CHEARRIRT b - 7S ERT A8
e 2 B E BELR L LT,

Ho . . B BHE e e » A/
:[.Ejz nﬁ%ﬁ% )d‘% 5_\4)_/]) :/ (&“’ﬁ—jiﬁé) H:I:ﬁfﬁlj\]/ﬁ' ‘1‘&5‘1&”;& j&%‘%ﬁﬁ 7—/;%4%
SERIEEREE | oo
RS s =
| IR VoA s A ] 16mekelel | f75h1, -
%m%%(gﬁfgﬁ%fﬁ SAOLE|(LH 2. 6 |PK, % |244 6 5 A [l -0
THRS T CMV R [BEakER (AR OB Rt B
BB, VGCV-1 & g
B) =
- 6 1 A5
AH 16mg/kg/
| (1 H 21E),
ol | e AN
JFUREBIZFES |77 'R
e RN [ AN ) )
OMV iy [ERULTROIIST ) Spn e e, |82 1B

iEE 2 AT LT 5 A g a7 4|8 2 5

FpsEEs | e 5| A 16melke/ PR PDL| et U o

ﬁ%ﬁ%&bt%m
m (1A 2 ) {Zedtt 6 i ]

FHaER (AT

; Kt CMV jg&| > & 44k N Bt 494
1RER) T . 6 MR &G
YJERE |l L. 2 hLlBe
6 Hi%EETT
Ay Y E
5

SEARNE S gg&ﬁﬁf/

CMV EYYERTE |HAR RS |4 — 7 E]ﬂﬁ%é) GOV
%ﬁ%ﬁ%&btﬁy%ﬁﬁéﬁﬁﬁ&w- 6@%%%W‘ﬁ%@ PuARAS sz
W DA =0 % PSR M VA AN o . ﬁjﬂ?‘lﬁ\ . }F&L_} 6 1 i ) 10,10

(GCV) #5H0 |CMV RYLE b Ehig . IR B 17 4

FNERER (A (B R W (54 '

A %@E@&u

s ERERTAMZE H o FFAM 1%

(2) BEPRERIEHER -
mMERR L

(3) AR RICRAAL
AR L

(4) HREEAIFRER

1) BNMEAREEEAER
BEALLETRERGHR
HIV B HEBEICB T 59 A4 B AT a4 L2 (BLF CMV) #8lEk g (SHE A
B D HiE)
<K > 12
SMENZ I T, B2 CMV Ml & 2l S iz HIV GRS 160 Fllx LT, M\
BIIARBGRE (VE) & 7/ UV miiiHEM 500mg & 58 (G #E) (ZHIH T, W
BEE OB 2 FEi L=, VERZ 1B 24884 1 H 2 [ 3 EM&EEG L, £0%k 118 2
BEx 1 H 1R 1EMKESLS L. GRIEmgke # 1 H 2R 3HMKELE L, Z0#%
5mg/kg Z 1 H 11 1 @G Lz, #5 4 #k £ TIZ CMV MR 2 ET Lz BE
X, VEEROGEETENREI, 9.9% (76171 61) KO 10.0% (7 1/70 ) TIZIZEFE
HThol,



V. BEICEYSEE

<HERFIRHE > 1219

O EREo 4 HE OB (WIHNEE 3 M, %R R 1 M) (25 &kix, KA
900mg % 1 H 1 [Bf& 53 D HEFHERICEAT L7z, CMV MR HEST £ T
BERIL, HIIRIR AR 2R/ G- SN-RET 226 B (R 160 H) ., #IHIGETH
VI a e EHEIRNES SHEREC219 B (FRfE 125 H) ThoTo,

@AEICIB T, K 4 BREHL CMV L Z 51T Tz HIV B R 212 FilIC AA)
900mg # 1 H 1 [ OG- LA — 7 B e S iz, BRI Jic CMV ##
e LT L 72 BB 13X 17% (36/212) ThHh -7z,

LB e R

B DHEERY A AT e U ANV ZRGE (HARNIZIB T 2 AlfE)

EIPIZ I\ TESE S - g CMV IR YL SUTIRIYE R & 55 & U7 B R SE BRI
DO, CMV HFURUILAER & O MM BUI AR G2 L > TR Lz (RESH),

CMV HURSIEMIS B OHERS  (WIHTEREEIH)

R AR Bl o fiE e/ MiE BeKAiE
MRS | W11 BR AaiE 9 43.0 14 125
w8 HH 9 2.0 0 19
WM 15 A A 1 0.0 0 0
W I AR AT H 9 1.0 0 11
g WP haeE 19 36.0 1 1978
w8 HHE 19 2.0 0 4116
w15 B A 13 0.0 0 632
W A FRAL F 19 0.0 0 260
iREZ W BA AR IR 9 31.0 8 334
w8 HH 9 0.0 0 11
¥ 15 B A 2 0.5 0 1
K A& S At 9 0.0 0 7

JEBEMESERYES A M AT U A N AJEGE L 2t G & LTc SV v 7 v BOVIRFRIE R
T4 vy TOFEMER X O RN A TG 5 Mak LR IE S AR (B IR,
ENEAFERER, HBRE S  VGCV-1) 79
HEY : EEMESERYE CMV IR A2 %5 & U, AFIOH MR OV 2 %2 7 i3 2
RERT A v | ZHiR IR, A= T~ i

PSES R PP RR B T A 59 2 SRR S R M CMV EYYIE & 221 S Vi AE R (BRI 25
A, AL - eV R 24 4)

FAMBEPUEYE | (1) R 21 HEAWICSEHE L 72 R CMV &gk i » b T CMV iR it Sh

7o S RME CMV YR iE 3
(2) LF OWF RO it g 2 B9 5 B H
1) /NIRIE
2) JKEHIE - MR
3) M= A PRk AE
4) KIMBEE A4 - BRI
5) HAARAS AR J%

6) MM s (ABR) B4
(3) FIEIUGRE, £t% 2 » ALUNO-BE




V. JAEICEAd 5IER

F7RPRANEHE | (1) BUAEME OB 503 0B 7 B YE O BB
(2) M%7 V7 F =22 1.5me/dL 28 % % B
(8) MENIE, thoD JL K D K BEAE O B
BTk FRAX AR B 5 & 29 D EEIE e R CMV JRYYIE & 2 ST R 2 xfge & L
1% 2 AURNICHERRE ORBE PO XEICLDFAIELZTIS LR, A7) —=V
TRRAEZITO, EEMEZHE Lz, FEIUS% 4 8RNI HEER S B 21TV, R
FlOBEZBIME LTz, AF1E 16mgkeg 2 1 H 2E, 6 » HEEA&KS L, Azt
KONEZEEZFHMI L=, £/o, &5 T 1 5 HARO CMV &2 0HE K VL&D
M 21T - 72,
)
- i CMV &
- R CMV &
+ ABR
- RERE
. - WEgARE
IY-ZU T : A
e et
‘B i e
-AHEER
p— e
- FERE*
NIVH> 2 7aELERE
43ELIA -] 16 mg/kg, 1 B 2 H], #0O
— =
HE AT SR 6»A% THAH
2 5 AL (E548T
17 B#)
% o B 21 HUAIC TR CMV EESRiH > b Ik A& E L, JeXR
P CMV ERYE & 2 S iz a . REREORIR LD,
FRFHEE | <% >

o T TE

B 6 » Aol CMV EEDORX—ZX 7 A b D&

7 RIS B

56 » A% DOEENEEL L DR—R T 1 b O

Z DAL O FI R A2

1) 2l CMV & ORRRHER

2) 56 » HEOMER CMV BEDON—2 T A b D LE

3) JRth CMV & DR IHER

4) N—2 T A L TRD bR FHRERE T MRS Otk

5) BEIRHIEE (R, (RE, FEH) , EEhRZEMORE (FiRY, 59H0)

<>

1) AEFH K ORIEM

2) HERAEFR

3 ERTREEEAAEFSE  HHPILICEEY T 5 AmEKELD, GhekEd, &
i, A PLiLERED . AR RN, K OVE B

<SEWyEhHe >

5 6 AL OmIEHH v a e




V. BRICEY HIER

RS

<A ENPE>

TR TE H

56 » A%OEMF CMV EOR—RZ2 T A b O LR (FJfE) 13-246.010/
mL (95%/5#HX 1] : -905.0~-35.0IU/mL) T, #itFMICAERIKFRRD B
7= (p<0.0001),

2 FREHEE H

56 » AROFENEEL ~X)LDOR—RT A b DL (best ear assessment)
WZBITD TSE+ARE WENTEFOEE) +RE EHREENFERE) | oss
FIA1EL 100.0% (24,724 4) (95%(EHEXH : 86.2~100.0%) T, Hr ¥ 7 el
TR & U 7oA R R BR O FE B GO [FFIA 59.0% & Bl & Li-MEic ks
WTHFAFEIICHERIC EE 72 (p<0.0001),

Z Ot O EIREHIE B

A1 CMV & (log,,) O FHMEESD 1, #5-BM6RTO 2.31+1.63 log, JU/mL 7>
LR T L, %5 6 #7103 0.55+1.01 log, JU/mL T, Fh LI E 5 »
H# % T 0.13~0.32 log, JU/mL O#iH CHB L., 5 6 » A% 0.06+0.30
log, JU/mL Th - 7=,

PR CMV & (log,,) O FHE+SD 1%, #5681 4.71+1.24 log, JU/mL 75
BRI T L, #2854 » A RIS CRIEBRMECRT & /e o7z, #1456 » H
B OYHELSD 1% 0.30+1.00 log, JU/mL Th 7=, 72, #&5 6 » H#EO Mg
CMV EDR— 25 A DB REIZ DN T, FHEFFICEE R IR TR S
7= (p<0.0001),

N2 T A TR BITIEGEMEE R CMV RYSIEIC X % i/ MEasd . ITkERE
PR M OENRAE I ZE (& 140) 13X, Wb iEE 6 » ARICUGENE D biv, AH
B X VBN EE LA O BDHEICK LT HMENENRD ST,
HEIRLIEE (WE, KE, BHE) T, WIRLIERZREE L2 R L, EEhRE
HIEHTH -7,

<>
AEFEGROBIERORBUEEIZZNEN 79.2% (1924 4) K1t 45.8% (117
24 4) THY . BIEHOWNFILLT FEREIED 33.3% (8,724 i) . 4 H ks iE
8.3% (2,724 f5l) . &if 4.2% (1,724 1) ThH-7-,
HEDASFRLOEERZBIFEHORBBEEIL 4.2% (1724 4) Th Y I PEREIR
YT ot WP ILICE S oA EFFL (GFREREED U3 P ERIBE) DR
BEEX 12.6% (3724 44) Th o7, IR IEZ IO ERET -~ T A UEGEIR Y
IR LT,
EHT_REEERAFEFRS (BH5PIRICEY T2 e, FhEkEd ., 2
/B . PLILERISAD . FRAE R BV i R OVE B0 OIS BUEE X 12.5% (3
/24 4) ThHO ., FRAT UFRERED ) A% TiFHERBAE] Thole, 20D
2B 1 AITHEERAEEFRITEY L,

CRIENREOREFIL TVIL 1. (2) 6) JFEEMELRMEY A~ AT v w1 L A EYE B %
*G L LIzpifE] OHESR)

2) REMHE -
LR L

(5) B - WAEAIGER

HE R L



V. JAEICEAd HIER

(6) ‘AFHIEA :

1) EAMERE (—REARERE. BEEARERE. FRARELERE). HERT
BT —IR—XRAE. HERTEREBRABONE :
({6 iAo i A3 ]
BRMEGIEARRIEGEREHE D VA N AT 1 U A )L A EYE B & x5 & U7 ol
FRAIZ N T 211 Bl 47 1] (22.3%) (ICRITERARD vz, FRRWERIE A Bk
D10 61 (4.7%) . PLIMERBE 8 5] (3.8%). &l 6 ] (2.8%) ZETh-o7- (FHHEh
KT,
JBERBRIZIS 1T DA M AT e oA L A EYERSE Zxt4 & LR Iz W»
T, 680 7l ([ENE#RAE 325 f1], &M ErHifaAE 355 f511) 158 fil (23.2%) (2l
TER A ERD bz (ETENESRBAE 49 6] (15.1%) . Y& 109 61 (30.7%) ),
FA2EWERIL BB 74 B (10.9%) . i/ MR 40 B (5.9%) S ThH -7z (F
EAE T,

2) RBEFHELTERFENDARIIEERE L -HE - RBROME .
BARSAA

7 20t
SVETRIE S NI BRER
BT

WIMZ BN T, A b AT ' T A )L A EYYE DIESE NI D 72 D A 2 Fe ke 200 H ] (FFok
X 93 H) #H SN AOBEBMES 24 Fl & AR B 2 52 ) T AKIFER 5.8
F 14 HICOIEMIELALIEE MO TR AR RER 2 55 L 7=, &5 T%IC6 » AROBIE
MMz T T2, 5T, BG4 TR K OBISEMIE O (£8D) BHEEIL, AFlERE
BETITENZEH 21.0+28.33mil/mL, 13.8+31.40mil/mL % (O} 60.5+67.03mil/mL T&
| IERERETIIENEN 23.2£24.90mil/mL, 59.4+70.73mil/mL %" 73.2+55.76mil/
mL Thoto, ZORRENL ., KAIRGEFITIERGEE LR L TREAINOHEGKT
% E COVEEFHEEDA B LI, AFIERGHET 6 » AL, RAlRGEE 20
BlEIER 5 BF 10 B & FIFREE & CTHIE L2 2 & AR STz,



V. AEICET 51EHE

FIGHF % (mil/mL)

91
O e <+ n=10
n=14 __...-="
e n=20
s EE
49
28 —
7 —
P P H T I BlER I

B BT, BT RS K OB O TR (CFSfE=SD)



VI. EHEBICEHT HIER

1. REZHMICEAEH S LEYRTILEYE
v u e
AN SN
T uaren
X I
L7 I)LEEL
W BEO B LAY OREUTDRET, BRFORMNTELBRT5 2L,

2. EBEER

(1) YEFAERGL - YERRTLRE 1410

TERBE

NAVHryraeME, Hry7ae O L-N) Yo AT R (Fr K7y ) THY,
ORGS0, BEROIFMOT AT 7 =8I0 £ 0N H v 7 r e B
ENA, Hrirzabe it A hATa A4 A (LLF CMV) EYSHENICHB T T A L
2k 7T A % F—F (UL9T) I2L-»TY Uifbsn<chHr 7 aeL—1 Uikl
B0 KBTI AN AEYIACEET A e T A o3 —PIc > TY Vb ST
MR DKL s a =Y VBRI D, Hr v s EA=Y VI A LA DNA KU A
T—EORETHLHT ARV I T /v =) g (AGTP) OBY IAKLZ BEAIIIZIHE L.
T 7ae =1 fEHN DNA ICHY AL, VA /LA DNA OIER 245 1 X3R4 2
Z L2 > T DNAHOBER A HET 5,

(2) EhE BT BHABRAE -
1) HL7 A L AFEME 1722
@Ot b CMV OiEHERE (AD169, Towne. Major. BT1943, Davis) (%9 2% in vitro
WZBT LT 7 aendIC, ML, 0.4~7.0umol/L TH-o7c, F£7o, ERRTHEE
(B RYESIEARIEGRE, & b CMV BEE &K OB BAEEE S0 D O HERR) 1Tk
% in vitro TOI 7 m LD IC fEI%, 0.08~14pmol/L Th -7,
@O~UARIZ~v A CMV Z4fE L, Y% 6 FFE LV, 1~50mg/kg # 1 H 21, 5
HEETHEG L ERTIX, T 7 a e VGO AGFRIL 25me/kg UL EOH &
TT75%LL ETh o723, xR (AR TlL10%Th o7,
2) HEAIRH: 2328
ﬁf%%@ﬁTLt$%’%fttCMVﬁ%f@%E@t SRV N/ = R W
FEMIRG LTS E, Ty 7 v BT DtE Y A VAR SN D568 6 5, it
P A VA2, ﬁ//&mtw@%/)/&m BS54 57 AL AFF—F (ULIT)
BIET XXV A NVADNAKRY 27—+ (ULb4) BInTOERNH LD, ULIT iE
GFNEE LT A NV, Ty 7 a e iix L TCORMMEZ/ R L, —J5, ULb4 &
RANER LT ANV AE, BEOEREBTZ R OOty A L ZAHNZ & A8 ZEMmMEZ R~
7
CMV ilEss L Zlr Sy AIDS BEIC NV o7 m EAnEE S, 148 4 DB
DB EE L 72 2R AIMERIC DWW T, CMV O s A28 BT 2 il U725 5. 3.



VI. EPEIEICEHY HIER

6. 12, 18 » A% ® ULIT MMEARMEOREILRIT, T T 2.2%, 6.5%, 12.8% LT}
15.3% CTh o7z,

BN e B (AL 10 HLUNZYD 100 HE TV v 7 m BRI ARG S
., Bl 100 B BICERILTE 72 198 44 DIl ¥ > 7 i b 4y B L T= 2 6% A ER I
DUV, BAn PR BT & S50 L 72 G R UL9T MR A BRIt S e o T, &
7=, Bhifitk 12 » A £ TIZ CMV BEYYEN R DAL B 55 41220\ Th, ULIT IiftthZ
RRIRE E 8o,

(3) Ve ZIRFER - #HHEHER -
P L



VI. EYEIREICEIY 5IER

1. M REOHR

(1) B A R MR
AR L

(2) ERIREBR CRERR S NI MAFRE -
1) A R AT a7 AL ARERER 2 5IE LT D% RIEGRIERSIEGERE (1 X) BEICEH
DRy
PA AT T A AR ZFIE L T D A ZBFIZ VT v 7 v ez HIE
M (1[5 900mg, 1 H 2 [B]) F 72 ILMEREREIM (1151 900mg, 1 B 118 (ZxE
RO LeREomER Lo 7 a VRIS, WO v 7 v ezl

HFENT,
10
8 .
Z
T 61
5 ) fE BT E
ﬁ ol (n=2~6)
e
2 .

0 4 8 12 16 20 24
B (h)

CMV MR ZRIE L TWDHT A ZBRFI/LH 7 1L 900me Z 1 H 1 [RIFER 05 L7
DOMFERPEEHS (@ SV Frr7abeL, @: HriZ7ubl)

S ERE T A — X
g HIHTER IR HERFIR PRI
1A 900mg 1 H 2 [A] 1A 900mg 1 H 1 [[]

HIE 52 NSAHv s | Hovrzabn| Sy rsaen | Hrvsaen
AUC¢, (#g-h/mL) 0.4927%% 32,3 0.427+0.0981 19.9+6.41
AUC, 5y, (prg*h/mL) - - 0.494%% 31.2+18.5

Coax (pg/mL) 0.261%* 8.067%* 0.281+0.0717 6.03+2.31
THAERE (h) - 2.73% - 2.95+0.438
— BT

¥ oon=1, ¥OK P (n=2), EOMITEEEEERAE (n=6) TRT,

2) R BB 12 BT D AliE
B (GEfapiife, iF. BB % CMV B EYYEREIC 1 B 1B, NLvh ey
s aENEREROKEE L-HoMET LT o7 n e il Al En e, &
RDIEHEREM TH D T 7 e mcfiilisns, v H v e e v ERnis



VI. EMBEICET HEE

LR migEp v 7 a e o C,, 38 v 7 v BV EEIRNES LT-FO C,, &
DINEDo T2, AUC g 13T > 27 v ENVERIRNZ 585D 1.6 (5 Th - 7=,

10
9 —— NLA VY OEIEOREEO/ LAY LY OEVRE
8 —A— LAV IY REIROEREROH VLI DEIVEE
—N— ALY BELREREEROA VL OERE
- 7
E 6
k)
2 5
X
8 4
+
w3
g 2
1
0 *— 4 ‘ L 4
0 4 8 12 16 20 24
BEfECh)

A% CMV S VR YWEREIC 1T B 1E, S H 7 m el (900mg) % AR DS T Y
v ruey (bmglkg) & RAEFIRNEE G LIcRrO e Sl 7 a eV T v 7 v Vg
EHS HEEZ L7 T=0 7 07 7 AL AMIEDOT DR 450mg (SN A v 7aen) &
2.5mglkg (Hr 7 mben) |8 L-BBMEHEE2ET)

WENRE ST A — & (PRl iR )
A I/ A=RY IRk A Hv s m e VERIRN S
VAV IV =R 2 v uen v aen
B 900 (1Xélil4%0) mg 5 (Xlli;.?)@mg/kg
AUC, 4, (pg * h/mL) 0.520+0.258 51.1+18.4 32.4+11.5
Chax (pg/mL) 0.206+0.121 6.74+2.58 7.17+2.75
EWFRIRIHE (%) — 69+14 —
HIEREH (h) - 5.13+1.12 5.16+1.31

3) <BEZB>HEANDT —4 12
HIV BtHEEE T A AT oA L2 (LT CMV) MR FIEE A K % Ry 3 1
Mix 12881 B 2EEE, o THEEIZ1E281 8 1EES E Lz, &K5EEA%
%1 KON 4 B ISP REZHE Ui, &5 LcRFomiER T v o7 a e g
DAL TROBEY Tholz, B, MEFH LT 7 e VBEITIKS, 20
AUC) 44 KON C, o W FIIEFR A v 7 B ELDZNEN 1 KT 3%TH -T2,

AUC * Cmax tmax 1:1/2

(g + h/mL) (g/mL) (h) (h)

1 H 32.8 6.71 2.0 3.90
43 H 34.9 5.87 2.0 4.12

% 138 B 1% AUCy . 4 3 H 13 AUC, ,,,



VI. EYEEICEY HEE

4) HIV L O A N AT v 7 A NV AGHERE R OREER AT 5E GMEADT —
Z)
HIV KT CMV Bt K OMEEE AR AC SV H o7 |1 L 900mg &k A5 L7
Kg, 7L v 7 v BV RICHERE R O CISMHEREMm Th D T v 7 v BV
SR s e, mEFR AL 7 a VRIS . D AUC, 44 LY C,py 1T
MmigEF T > 7 a EAVDEOZENENK 1%LV 3% TH o712, 7NV A r7ae v
900mg Z A G LMo mEdh v 7 a Lo AUC, 4 (T v 7 m e
5mg/kg & RN G- LT2RED AUC, oy ERRE TH 72, Cop T v 7 m L
bmglkg Z RN G-RF DK 60% Th > 7=,

14
. =AY OELEEE (5 mglkg 1B1[E])
12 b e /LAY OELED (900 mg 18 1[E)

%

4

=2

Al

oJ

o E

,,Q g’

EN

H

e

=]

0 6 12 18 24
RS (h)
CMV #8lsiss 2 389E LT 5 HIVICMV [EEBRFIC LT v 7 v LR RERAKEE I 7

L A AR RPN A U 7= K5 oD IfiL 5 v i HERS

feEER N . HIV BBYEEE . CMV @R 2 38JE LT 5 HIV/ICMV 5k g KO8 CMV 8R4 % 38 5iE

L CW e HIV/ICMV BEPERE IS RIS RE R 5 LT REO S BHE N T A — & (EEERE )
Hov 7 v ENORMBIRE T A —4 (CFHE - EHEFE)

SNVH v a EREOES

H v v EVERNE S

el f

900mg 1 H 1 [AI&1%

5mg/kg 1 H 1 [9]

(mL/min/kg)

AUC; 4y (pg - h/mL) 29.1+9.7 26.5+5.9
Cprax (pg/mL) 5.61+£1.52 9.46+2.02
EWERRIHR (%) 59.4+6.1 —
I (h) 4.08+0.76 3.81+0.71
X 1 =
B2 )77 3.21+0.75 2.99+0.67

5) BBAES &% & LIl GHEADT —4)

BB EE 280, N X K74 v e v 7 5000mg LIE[RSE 450mg & NV 77 v
/mE/LELTI900mg, 1 A 1[E2 HMRERARE LRFOEYERE 2 5N L 72,
ZORER, AN T DRIy TR 7o AUC,, KO C,., D/
FRMEE O [90%E#HXMHE] 1L, £ £ 1.00 [0.96, 1.04] K& T*0.95 [0.89,
1.01] THHo7=2,



VI. EMBEICET HEE

6) JEMEMESRYEY A b A H 1 A )L RJEYE RS 2 x5 & LT il 3
HORX AR R 4 523 D IE R S KM CMV ERYSE & 22l S iR Asv v v o m
EJL 16mg/kg Z 1 H 2 [MERO#FG L-KoEE 6 A (%514 90 4y) oI
Ty r7aeVRE CEEERERZ) 13, 4.59+1.31pg/mL Th o7z, [HEFR
2L ORBREICHNRT THEFESH Y | OWRE DT NORMEF T v 7 1 el
FE DS E Do T2

PNIVIT v m eV 16mglkg & 1 H 2 [BIRAEHRE A 55 L7zl O i 90 53 o i
Ty r7meVRE (%5 6 %)

s KRR (pg/mL)
FEIE PR 72 IR/ ME o fiE SNl
IR 23 4.59 1.31 2.81 4.24 7.32
AEFERDHY 18 4.84 1.32 2.81 5.16 7.32
AEERRL 5 3.71 0.84 3.01 3.34 4.98
(3) th&Eig -
EUERR L
<BE>

R EOD < &b 10 B EONBLZHARKEShICBES (ZvTF=220T7
YAET) Ob5EET, B Gl (FREEK) KA b,

(4) BE - ftRAEOEE
1) BFEOEE VrEAOT—X)
STy 7me A 1 H 1E 3 A, 81212 87omg #& NG L7z g o
7N AUC KON C,,, 1T, ZEAERED B & Ll L T2 30% M U 14%4H
MMU7e, SR BRI b 6720 o 7o,

NILADSSBEIL®D AUC, 44 & Cra

% ZE G Y
¢ G-I 4] - -
A fE 95% 15 #5 X [H LA fE 95% 5 X [H
AUC, 4y (zg + h/mL) 24.8 22.3-27.6 19.0 17.1-21.1
Chax (pg/mL) 6.1 5.4-6.9 5.3 4.7-6.0

*5  HIV 5E/CMV B 32 il (%% 58 : 16 1], ZEiERE 58 © 16 1)
ik A 875mg A AR 5 ik IXZENERE (R& 1 REfIAD) (I2FNE4 1 H 1183
HRIROEE L, SaE5%0mEdR T 7 a eV 21 E,

2) U3 D&
OWIGEFRIZ I T 2 MM EIEN (F v F TORMHR)
PNV H v v ENNORIGEFRRIZITATF K N T AR—%— (PEPT1) OBEM
RRENTWS, Ty MNBIZ ST 27 v /L 10mM % & EokB g 2 ik L7
e, N7 a EO/NEEBREIET 5Ty r7aeL, Y raRRY v,
FAT TS FNVT 4 FENLK NI a7z ) — A T =T LOEEITED
bnotc, TNHHEKIZ L MaBW T /Ly 7 m el b &S LizFo
HAEERIZAHATH D,



VI. EYEEICEY HEE

@IV 7. fBEAER ) OHEZSROZ L,

2. EMEERM/NZ A -4

(1) BT Sk
AR L

(2) WALERE S -
AR L

) HEREEEH
mMER L

COR/R) v d B S
SNV 7 BN ERAOREG LIZSGAEOR 7 V7 7 A%, 3.2120.75mL/min/kg T&
277,
<BEBSHEANOT —H
Aoy 7 eV EEIRNES LERORE 7 VT 7 0 AROB 7 VT 7232 nEh
3.07£0.64mL/min/kg X T 2.99+-0.67mL/min/kg THV ., Br7 VT T AmeH s V75
Y ADKERSY Z O TNz,

(5) P -
MY ER L
<BESHENOT —H
v m N EFEIRNEE G U2 RO E R IERF O /0 AA 75 F8 1% 0.680+0.1611L/kg Th -
7‘: 31)O

(6) ZDith :
mMERR L

3. B&EH (REaL—>3y) fh

(1) R A -
mMERR L

() 185 A — S EHER -
LR L

4. IRIR
INVH T a eI 7B O LN ATV TH Y RO G%, EICHEEEE R
OFFI LIRS S ., IEER#HTHLI T v 7 a e VicEfiins, 72 K7 vy
A X 0 R ORI EAS KEICSE S, S H 7 e BROEGE LTEREDT v
o ELOEYFIRIHRITK 60% UMEANOT—X) THhH, Hroruobelzknksg L=
BEOKI 105 TH D, B, Ay 7 a EOMEERIUZIFTNTF K ET U AR—%
— (PEPT1) OBHNREINTND,
36—



VI.L EYMBEICET SEE

<BE>EHYTOT —H
PNV NIRRT A, Ty b, A XLV AOKE LT &, BEED 50
~100% 3 VHILE BRI E N5,

5 9

(1) 1% — R RadtE
AR L
<BEB>#YTOT—HF
UCEH U=V v v 7 v BRI A A G T v MICEIRNE S L BEOIMIC B 1T
2 ST RBITIE R IR > T2,

(2) & — R AR EAPT & BT
HUERR L
<BE>SEYTOT—H
ex vivo RBRIZEB W T A v v 7 m BVEE & U CHMIIERIC £ 0 R 2 @iE L, 1~10pxg/mL
DORFEIZIB W T EIE M IR O b o Tz,

(3) it~ OB -
AR L

(4) BER~DIEITHE -
HUERR L
<BEZE>HEANDOT —4
BRI O CMV BYSESRE 2420 v 7 v vl 2.5melkg Z 8RN G L, #5545
15 47 ~6 IR¢f] 1 OBER IR B 1T ik PR D 24~67% Th o 7= 3V,

(5) Z D DI~ DBATE -
LR L

(6) MEELMEE
REER R L
<BESHEANOT—H
Aoy r7uaeoe MMisEEAMEA L 0.5~51pg/mL OREHFHICHNT 1~2%Th -
7o CEEnBATis) .

6. X

(1) RBHERML R L BHRER
ST v a EVIEREARG%, IBE R OFBO =27 7 —BIc L #enic v
2 EVVICE SN S, IETIZIERITEERS T 7 v e LTIFEL, SV >
7B EVEDT IR SN b OOHERCHICIER Lz, MR v 7 a el
SAORFB IR SN o Tz, UC-H vy v e LB HERR O &G U2 JR K O
R EIT DTN LRI ED 1~2%FEE TH - 7=,



VI. EYBEICEY HEE

(2) RBIZE5T 2K (CYPE) OHTHE. 55
LR L

Q) VEEEDROEERUVZDEE :
PN H v a LRGSR, BEKROFBRO=ZAT 7 —BIZL D #enich v
0 EVIEBR IS,
<BE>
in vitro R BR X 0 B U728 K OF ORI Z 21 85 LN 89%LL ETH - 7=,

(4) RBMOFED MR UEIEL, FAELE .
ISR DIEIER (R ChBH v mEn L LTEET 5,

7. et
Pt AR B R R
STy m e ER ARG LTcR, E R OIBRO =27 7 —BIZ 0 EeHT T v
0BV S L, 7 HEIRR I R BRURIEE M OVRAIE Wz X 2 IR CTH - 7=,
Bt 3=
BRI L
Bt R E
ZUERR L
<BESHENOT —H
PNH v e BRI B ICR O E LIEREOB 7 U 7 F > A% 3.21£0.75mL/min/
kg ThHoT=,

8. P VRKR—E—IZBHT B1EH
BRI L

9. BNEICKBBER
MAGFEAT « SNV 7 a BB GE%OMEER T 7 v eV 50%2i8 L,

10. BEDERZAI HEE
HUERR L
<BESHEANOT—% (e ERE) ¥
BHgREEERE (VLT F =07 YT 7 A 70mL/min LLF) 127904 27 v EJL 900mg
ZHEROBEG L2, BEEDKRTICHE-~TH 7o e ofENS O ITELE L.
AUCIIEEM LT, 2 VT F=2 7 U T T RET 7 EVORA7 VT 7 A LDMIC
FHBASGR B AL, B OBBRICL T 2 AA] (BEA)) oEo B ZxHEH Lz (TV. 3. Hik
KOVHE] OESH), MEENTIC L0 METICHEET D0 7 1 B0 50% 03 kE S
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51 ~ 170 6 249-+99 49.5+929.4 4.85+1.4
21 ~ 50 6 136+64 91.9+43.9 10.2+4.4
11 ~ 20 6 45+11 293+46 21.8+5.2
<10 6 12.8+8 366+66 67.5+34
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DHTHL, REFRRELGBEIND EEZ LN, 6> T, CMV #EER O 51
WZOWTIE, ENINDOTA KT A4 %, BFOERESEICTH &,

8.7 TRTEGD YL &I 2 0F288E) & —L~— (http://cmvtoxo.umin.jp/) &M,
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9.7.4 BHREREEZ AT 5 BFICIX, AFIRG QWG %+ 1St o b KA Z#H S
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HHN 4 5 BRI « HE 515 HEFF -« fEkRIN 1
~UNEN (VTTrvT ) |[HFHICED, REOHTHTA LA | = e E, RKEIOEMEL
[2.3 ZHR] TERBHESNDBENN S D) 13V U ELIZ TR T A VA H
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D, EREPHEShTVD,

B BEIHINER O & 2 A1 M

OB HREREER O ® 5
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AR SRR Jisd £ i 1 0.5
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Rt L OvsERE TR R 1 0.1
w1 T A mE 1 0.1
KoL 27 v — L IisE 1 0.1

MR, MERIS K OMiEhm R P 2 0.3
FE b 1 0.1
MVETPE PR R 1 0.1




VI. 2&% (ERALOFES) (CBY51EH

RIVER O FEXE FEBUIEL FHLE (%)
T IR REE 1 0.1
T 1 0.1
HE D 1 0.1
AvERER 1 0.1
IR 1 0.1
L/l 1 0.1
JFF AL 3 P o IR AR 2L 7 1.0
JF R 1 0.1
FEJE R KOV T R kb W5 2 0.3
B 5 1 0.1
Bk L OUR SR E HH ifn R B 2% 3 0.4
PR i 1 0.1
IR 1 0.1
e RE R 9 1.3
— % - A ES R L O G OMRRE | LI K D TR 1 0.1
[HCYZ N J]']%'?? LT F R ARF I — 1 01
EHIN '
e 7 V7= Hn 2 0.3
i AL R K SR SR AN 1 0.1
L BRI 1 0.1
~EZ T U 1 0.1
JHF R e A A S 0 1 0.1
I BRI D 12 1.8
i R R 33 4.9
7R BR AR 1 0.1
P ER A b 71 10.4
N7 AT IF—E LA 1 0.1

A E T I S 7R RIESIEARSIERRRICRBIT D9 A b AT v T A VAR 265 & Lz 2
DOORKRR Tl E SN ERAFEFR GIZIER] : 370 Bi)

HEHFEL 1%k FEHLR (%)
1% I R 89 24.1
i 81 21.9
s )RR gk 19 5.1
A ER FEEL 97 26.2
9% 7 73 19.7
Bk 21 5.7
EiRE 18 4.9
TR E 18 4.9
R AN 60 16.2
PV IFEDS 36 9.7
R RGE R 33 8.9
IR ] 32 8.6
fitig¢ 26 7.0




VI. R&M (ERALOXES) (CBY51EH

HEEL 1%k FEHLER (%)
I RUE R 21 5.7
Za—FEVAT 4 AH Y =ik 21 5.7
TR 19 5.1
I8 EE I FE 23 6.2
V{25 T 139 37.6
BTN 92 24.9
Aped v A %E 74 20.0
M 74 20.0
22 48 13.0
AAEGR 30 8.1
R 22 5.9
(G 22 5.9
RACRR 19 5.1
R R ISR 68 18.4
RIRIE 51 13.8
% 34 9.2
URSL] 33 8.9
KM= 2 —wm 8o — (PRt E) 26 7.0
LR 23 6.2
FZ g FEJE 9 66 17.8
BT 25 6.8
B ik R B I 17 4.6
i - EHSR =201 28 7.6
RA A 23 6.2
R HE B 49 13.2
il S A ¢ 37 10.0
T 21 5.7
Z DAl A7z 34 9.2
RE D 34 9.2

AV T I S A7 R RS AN RE A I

D DEFRFER THE S BRR R A SR L) GISIER] : 370 #i)

BIFAYV A M ATa A )V AH@ES A5G s Li- 2

HH ik FHE (%)
~NES e U 48 13
[IIRANY 7315 % 20 6
I BRI 81 22
AST(GOT) & 15 4
A0-P L5 6 2
ALT(GPT) -5 19 5
7-GTP -5 25 7
sVTF=v R 1 <1

ORI H AE L BB 5 EI S

i§

1

. BEBRERRICRITITEE
RE S TN



VI. 2&% (ERALOFES) (CBY51EH

10. BERE

13. BERE
13.1 fE4K
M EOD R H 10 B EOMBEEL KRG SNEEEE (17 F=22707
7 UAKT) ObLERT, B tnsl (MBI BHRONTERS D, £,
KA G Llcha . BRtEns R S5 arRetEni & 2,
13.2 W&
I PR 2 T 2D 72 O IR ENT R QUK HifE 217 9 Z o b b,

<R >
ARFN O EPE G L0 FEIH SR BmIERN BB I N D AREERH 5 DT, mEHGITR b7
LoD LN HKEGEEZELSSFDLIEDPRARTH D,

1. BRALEDEE

14, ERALOZEE

14.1 EFIFFREDOIE
(52>

14. 1.1 RENIMEFNER ORNANMEOBENNH DO T, ERZE SN b, 2, Bk
L7z &y
(FS4>my )

14.1. 2 RENIMEFIE R ORERANEOBZNNH D DT, RGO E L2 K 51
TH5Z L, b L, MNZGEITAREAKRKTHIICWEER L, RICASTEHE K THIIZW
HwToZ b,

14.1.3 WAL ThHhHLBE~ZMNTLZ L,

14.1. 4 Wi 2803, v v 724 Lz, 91mL OREEUK A HICHmL, v v~
Thite T 5, MNOBMKEPEMRT 5 E T, L<IEVIBED,

14.2 FEFIZFEHOEE
(FZq4>my7)

14.2.1 BEIREFEICH LU TORICEET L L >fETHZ L,

« RFNIEFTENE R OB ANEDOBENN D 2 DT, KRB B2 X D12
528, bL, 72 GE T A &K THSIZHEE L, IRICAS 7256 K THAITHE
W52 &,

< REL U7 WRIRIE . R A REL T T B (2~8°C) ITfRTE L. AR 49 UM
HZ L,

12. ZDMDTE

(1) BRERERICE D C1EHR

15.1 ERERERAIZE D < 1B

WA C Ik S VT2 AR A LIE B R O T IR % IR W T, A M AT ey AL
AJEGYIE D FIEMH D72 b )V H v 7 v B E iR 200 &S Szl AN OB B
fiBE (24 ) TIE, FERGERE (14 6)) LU T, BHRENMET L & oY




VI. 2&M (ERALOXES) ICBY5IEE

WD, T2l2L, ST r7a e Vg5 T 6 » ARIZIE, STy r7ae i
.8 (20 ) OFSIEEITIEREEE (10F) LREBEETRE L, [1.2. 15.2.3
2]

<R >
[V.5. (7) Zofth AETEGE S N-EKAER ] OIS,

(2) FEERRERBRICE D < HHR -

15.2 JEBRPREAERICE D < 1H¥R

15.2.1 Bt . VT v 7 v BV R OZEOIEER#M TH LT v 7 v ez~
U A Y oS ERE A O T IR AR T 2R RS SRR I O~ 7 A A O T MR R Tl
GEMENRED B, SHICH 7o iide Mz A7 flik gt AR as ek B
THEEFBEPBEO DI, ZNLDOMERIT, vV AZHWERBR T v 7 rEeLC
DAFHERRO N L EHFET D, 2B 7V NAUEERS D B 2
bid, [1.8, 7.8, 9.4.1, 9.4.2, 9.5, 9.7.1 & }#]

15.2.2 BDAFEHE : ST 7 m EAOIERREM CH LI 7 rENLT, w7 AIC
18 » HfR O 5 L7 S AJFEMERBRIC I T, 20mg/kg/ H BL O 58 TREDO AR AR M
ON—F— i, MEOAGHER K ONTHE, MERE DO /TE % (SRS OFE LD LT & O
N5, [1.8, 7.8, 9.6, 9.7.1 BHE]

15.2. 3 W 7IEREE : B ESR (v VA, v b, A X) IZBWT, ALy 7mEN
DOIEMERB CTH D H v 7 v EVITIRFRIR IR LT OIRER TR 11 i ne ks 5 2 i
T ZENRBOLNTWATD, 2L H 7 a e UIBWNT SIS RERE &3
Ezobhb, [1.2, 15.1 2]

15.2. 4 BHAZEIEME © ex vivo B MBEBEET LIZBWT LT 2 7 1 L OGS
ThHhiHA 7 aeVIREEERT D 2 ERHMEINRTWD, Ty 7 m ek
M 1~10pg/mL \ZHBWT, H 7 o EAOBERICEMRED HRN-oT22 Lhb,
JEREIEIm D A 7 = X N TEE U CTHMIEBIC L2 b0 EE X615, [9.56 BH]

15.2.5 & MEBEMIOBIEIZ T 2EH SV v v ELOFEENE CTH DT
vruaenot MR OIS A EM % in vitro THRET LR, v
2L OEEE~O R 10pmol/L LA ETH L b TE Y, 77 ael (ID,=
100pmol/L) L Vi<, X7y, MU 7rrFITr (IDy=1~10gmol/L) KLV
oYY

<Mt >

15.2.1 [1X. 2. (3) #EinmtEallR] OBESMH,

15.2.2 [1IX.2. (4) RAJFEMERER] OHESMH,

15.2.3 TIX. 2. (2) KEHRGHEERE OHESMH,




X. JEERREAERICEIY HIEE

1. IR

(1) ENFEEAER -

(VI FEHKEZ B 5 E | OHS W
(2) REMREHER
B H Bt | g5 | B R (mgke) i
IR S OMAIRIS -
N ‘ 0. 15, 150, 500 |—fiEdk : "B L
RETHE | v R | gO |0 s .
(Trarim O TE) GREE6 D) (1R B L
IGRAIILE : B e L
SRARMIILIE : B L
LA T L
PLTIREE © B L
TBTBIREE : BB L
FELEPIE | BB L
WREECRIET | MR | F | a0 | EDSIRAE | s L
7z S % FENE PN VAN > |LVdp/dt : R L

&5‘# : 415”) ‘DT’EHZJJ% . Eé%fci L

—Ea R R L

KRIRER MR - e L

LB () L (PR
i@, QRS Frfchefi]l. QT k7
i H A #4572 L (pH. PCO,. PO,)

ISR M T3 0. 15, 150. 500

wE ok | 7RO ooy PR AL
JNVT FLF Yoo
RIS«
S ' .9 i -
mgag§£&&¢ = FR ﬁggﬁﬁﬁL M FES FECS : 872 L

TEeFLal) D
AR T RS @ 52887 L

SR
15mg/kg : WA L
150mg/kg : 5-24 FREENN
500mg/kg : 0-5 JR L T 5-24 JR
Hn
Na 1 4 > Ptk
15mg/kg : WAL
[ 150mg/kg : 22 L
K ;’%ﬁ;ﬁfﬁ‘ HEFES o T gp | 0 15,150, 500 | 500mgfkg : 0-5 MM, 5-24 /%

(AP A HE R A ) R0 K@ﬁ“ﬁ#ﬁﬁ%

15mg/kg : WA L
150mg/kg : 0-5 JRELN
500mg/kg : 0-5 JREEIN
CL A A HEit &
15mglkg : WAL
150mg/kg : 27 L
500mg/kg : 0-5 SR

(3) FDith D ZEIEEKER -
P L



X. JERRREAAERICEIT SHA

2. HMHAER

(1) BRI EHRER
B FE EL7Ed) whH & R HERIR fc/ NERAE B
(GR#E) B (mg/kg) (mL/kg) (H) (mg/kg)
0 20
~ 7 A
(Swiss 5 1,000 10 14 >2,000*
Webster)
2,000 20
0 10
A X
(Beagle) 1 500 5 14 >1,000
1,000 10
% 2,000mg/kg FED L1 B35 T~24 WERE 1% (2RI AR SE
(2) REXREEMHHAER -
B TE p— EBiLY ) 5B e TR
(R ) BEGRERE N e (mglkg/ 1) (mg/kg/ )
~ A )
(Crl: CD-1 (ICR)) AR, 14 H 10 0. 20. 100 Ie <20
~ A a4 JER “ .
(Crl : CFW (SW)) (5176 4 7) 10+5*! 0. 1.5, 15, 150, 500 T2 <15
<A o, 26 FHE 20+10%! g <1
(Crl: CD-1 (ICR)) | (e 4 ) +10%2 0. 1. 10, 100 2 .10
7> b . 13 10 0. 2. 20. 200 79 2

(HsdBrl : WH (Wistar))

o, 4
FEH, 48 3+2*1 |0, 0.15, 1.5, 15, 50| % :0.15

. (=142 4 )
(Beagle) oL 1sEm | 0. 0.2, 2. 20 S <02
(1118 9 [#)) (—=10)*? ? :02
* 1. [ EAR

sk 2. 13 A [ Hr T et

% 3.20mg/kg/ A #%5-Cl, MR L EEBPD . 259, QMK EOBEE2BIENKI L2720, HIX
17-25 HH O, HEiE 20-25 A B 0% b4 ik L, #&558% 10mg/keg/HICZH LT 26 A B bkY
LT,

RTRL R E B 5 ERBRIC B W CA BN B b, ArtEOvERRENE CREIRZEME . 108
) OB RN (RBES) . WS r o B RErE (i, f/ sy, A ek
%) ROV LE RN CREEMIREEES) STho7oi, TROOBIAT v 7 v Eno
FHERBR THLEO LN TEY . 2B o7 v EIVICEA OB - 2T RIT s S h
277,

ERO X T, STy s v EVER ORISR IR o2 L KDY
PNV 7 a ENVOFERBEOTFHERN, Hov /7 n bV 2HRRICESS LD THD
ZEMB, ST 7 v ENVOIET o I T D B MR QNS AR REFE A B
EE R OB AFERER ICHOWTIE, o7 e b A tBUEREREONDI LD LEEZLNE
i S AU TUNR U,

55—



IX. SEERAREAERICBES SIER

¥, Hrvraeniddd, ET o (X)) OEMEFEERBRIC O TR R K OVEH~

DEBENBD LTV D,

<BE>Hovruareiv

- Wy a s SW R~ 7 212 15mg. 45mg. 135mg/kg/H . M — 7 L KiZ
0.4mg/kg/ H ~90mg/kg/ B, 1 » HFE#EGEEFFHIRNE 5- L7z,

AhfanatE (B - FSERZEN. K FRREEIRT) . Biimtt (ML - BREiaiSmek) . &
e (B3E. REKLOSAGIRERE) 72 E0RFEO b,

- v v ek SW R~ 7 A2 0.1~1000mg/kg/ H . i~ 7 212 100~1000mg/kg/
H. SD RMEREZ »~ MZ 0.1~bg/kg/ B, MR — 27 /L RIZ 0.2~20mg/kg/H ., 3 » H
HHRE O &5 LT,

M~ 2 1.0mg/kg/ H LT K O~ &7 2 1000mg/kg/ H LLF D&% H-E&LAN OV E— 7 VK
T, FRANEGRER & RO ZLnBO biiz, 7 v N THAEME, ahE. KEICER
FAERFRD BT,

(3) BinHMHHER
Ik,
<HBE>SHL 7l
- b NI E 7 dilik Y 00 R A kR
b b BRI 2 O REREME (LT > v 7 b BV itk G A A5 IR R O AL At %
EHET D0 E ) hEamE L,
ZORER, H 7 v EE 250pg/mL~2mg/mL O FEFFH TERFEMENTRD b,

« v U A% WL ER

1 REMERES 15 PED ICR R~ 7 A2, A7 m e vd 50, 150 8L 500me/kg % H
EIEARNEE G Uiz, XPREEE (1 BEEMES 5 U0) IZIZ3EFNE NV = F Lo AT I v aK %
FRIRINIR G- Lz, ~ 7 21324, 48 BN 72 B2 IS B L, BBERHRIEAR 2 1ERL L,
% et AR MLER 1,000 f#,/ PCIZ- SN T/NE DA M A fist L7z,

ZORER, INEEAT HLYMEARMER D HEBLZ 1T 150mg/kg LA E OB G-#E TP REEIZ b
AENL Tz,

- w7 A Y KR T2 ERER

L5178Y TK +/—~ v X U >Rl EMIaZ . 7 v Mg S9 45mia Wi L 7=
SOMix ZMZT=HE L MZ 2 VER & TF IV —R B FHECBWW Ty 70
ELNGIRE R A SR 3 E ) hEBRT LT,

ZOFER RBHEMEROIEFIE T T 50~500png/mL ORFEFMH T, FI-AHTEEROF
1£FC 100~400pg/mL O FEHFH T RIFMERFE O bz,

(4) BNATRMHEEER
FhEtd,
<BE>Tov v
~ 7 A& W2 18 5 H BIRAERE O #& 5-23 AUpEaR (1, 20, 1000mg/kg/H) 1238\ T,
20mg/kg/ A TITHED T IR K O N— & — IR, MEORTHR. MEREDORTHE T, 1000mg/kg/ H Tl
HED TR, MEDRZEZME, HE, FLER. JREL., TR R OMWBMEY o fh, MEREO RTE KON
ik CHEIE R BB L OB R BTz,



X. JERRAREAERICBIY HTHE

(5) EREFHA SRR
FEhiH,
<EHBE>HovrmEl
SW %~ U ZADULHRRT, IEIRVIHER 53R (Seg 1), BRI 5Bk (Segll), JHE
o - L 5RER (Seglll) KONUH X OIRERMIE 5Bk (Segll) % RN 512
X OMF L7z, SegliZBIFHEMHE (10mgkg) THEME P, O AFEREDIK FAFED S i,
F 7o, MEAGERE (Segl) ITBITHEHE (90mg/kg) DOk F, THEIZE DM A S L 4
&5%@%%F{@ﬁ%@iﬁu/ﬁ WAIENRO bivlc, S 61T, SeglliZBIT 55
& (108mg/kg) ([ZHBWTIE, (LBEBIES M SRS TE RO LD, WTho
ARBR T ORISR o T,
THXORBRICB T, FEHE (20mg/kg, 60mg/kg) THEME F, (ZHARERE, /NRER
fiE, OEEL, Bl & RO A4, SRR i OOKEESE 72 & OMEFTEIERTRD bz,

(6) BRI IEHER -
LR L
<BE>HvrvEn
U () \CH s B L 45mglkg % BAEIRICHARBLIEEE 5 U, AORAY - iRRAR
IR 2T 1278, B 7 EOBEBIIZRD N1,

(7) Z DI DYEREE -
i — Y
DRI ULA LS 1 E LD 0.5g/6em? A - HHAERGAT L, BSOS (LBEMRL. iy
R, TRIETERR) OWIRBIERZ1T-> 7208, RIS TR Sinoiz,



X. EEMEIEICEEY HIER

1. BHEX 5
(1) BAN - 388, G RERK LY
) EE-EMEONGEICLVEMRTL L
(2) RSy - m

2. AxhHAR
AR« 3 4F

3. ARRETOITE
FERIRAT

4. MW EDFEE

20. BV LEDIFE
(BFI$LE)

20.1 /X1 488 450mg RU/NY FH K54 20w 7 5000mg DEZRDF v v TOEITA
X v TEBRABICESIFLOTEE (IFHFEFNLRVIRREET) A L TR
H L,

(&E)

20.2 /) X5 5E 450mg DEAFHEZDRESE

AN MVBHER IR 2 kT TRFT D 2 &,

5 BEMITEM
BEMEELTA R HY
<THDOLEBY : BV
Z Ofh o BT B
NYFHPRRT A vay TERATLIHRE R ADOHREE DS E~ (RMP O Y A7 5/ MEiE
O 7= DITIERR ST E#)
(MT.WEIZRET 2B XL F5E) OESH)

6. F—HmL5 - BExhEE
Al — Rl oy 3
7L
[N
Hoorabi, RABLRXy NF R 7KW, LTAEEL

7. ERREF AR
200143 7 29 A



X EEMEHRICEYSER

8. WERFTARFABRVARES., RMEENHEFAR. RETHBFAR

WRE 4 FOEIRTEAGRAEA A TG FAMMHEDGEAEA R | JRFEBIAAAEH A
/N %Y 450mg 2004 42 11 /1 5 A | 21600AMY00142000 | 2004411 1 19 H [2004 411 /] 25 A
AN XY RT3 m 7 5000mg | 2018 48 1 22 H | 23000AMX00794000 | 2018 411 /1 28 H | 2018412 71 7 H

9. MEEXRIFFNREM. RERVAELEEENFENFARRVEZNDAE

ZHEE XTI BB INAGEAEH H : 2009 45 H 20 H
WA ZIRE TR BB
BIRE XI5 BB AT Bhhe TR BB
BRI RLREGRE (A R) BEFIZBITAYA b | FRICBITF D4 F AT 1A L R EYE
A A A L AREIES DI - f RS R AE R
- SR (R b & Te)
TN
SHRE ST B NAGRHEH B - 2016 -8 H 26 H
WA IRE Iz BB, AEL O EEBN
BRE XI5 BB AT Bhhe TR BB
TRICBIT DY A b A A a &AL R ERYE TFRIZBIT AV A b A A1 oA L R EYE
- 1% KM G R AR - f RS R AE R
- SRR (MR b & L) - SRR (R b & Te)
- BV TEME
ﬁ%%ﬁ(%m%%@@%%%<)mﬁﬁéﬁ4hf
A1 A L ARYSE O FEEENH
FH 1 R OV B AT PR R OV BN
<FEREE> YA FAHOYAILRBELEDSE
WL RATIE AT v 7 m e e LT 1A 900mg | < #IHEAAE >

(450mg $E 2 §8) % 1 H 2\, BREICKROEST 5,
<#FFEE>

WH L, RISV 7 v e LT 1 (A 900mg
(450mg #E 2 88) Z 1 A 18, BBICKROEES TS,

WE . AT L7 v eV E LT 1 [A 900mg
#1H2M, BRIRNKET 2,

<#FFARE>

WE . AT L7 v L E LT 1 [A 900mg
1R 1M, BRIRNKRET 2,

BERHiE (EMBRMRBIEERC) TBFH84 LA
AODA I AEREDRENGDIHE

WE . AT L7 e L E LT 1 [A 900mg
1R 1M, BRIRNKRET 2,

MIEK G BB NGB H H - 2018 4F 8 J 21
A« HIER O EIBN

H

FIE K OV BB N

FE K O BB Nt

[EEsTEME CEMBMRRBIEERRC) 2HITHH A A
AADAINRBREEDORENFDSHE

WL AT AV Y7 m e LT 1A 900mg
Z1H 1R, BRICKRO&EST5,

st CEMBMRRRBEERRC) THITHYA A

AADAINRBEEEDRENF OGS

WE . AT L 7 m eV E LT 1 [A 900mg

%1H1E\ﬁﬁtﬁuﬁﬁiéo

K AN iANﬁ//&DtW&LT&t

ﬁ&bt&ﬁ;%lﬁl@ B u&ﬁ#é t

2L, IHﬁE&LTQng%ﬂKﬁP L, H#EE

%%%5 Y 150 £V S O%ETX 150 Z V5
Z &,

Behd (mg) = TXERFERE (m?) XHEEREKEAS
£ (mL/min/1.73m?)

it e




. EEMEEICEYSER

ShHE

A BIRESIIZNIRIBAN, FTE K OV EiE N

WIEh BB INAGRAEH B 2023 43 H 27 H

BBE ST AN

ISy ESIENIE: 3

OTFERIZEITAHYA b AHODA L AREREE
O BRMERETLMEIER
O I#zsBHE (EmEMEBELED)
O EiES
Oz (EnHMIEBIEER) I2H8F594
A H O A )L R BEEAE O FAE I

(EF| &)
OTRHIZEHTZYA bAAODA )L REESE
O BRMERETSERE
O RsHiE (EnHMEEELE)
O EHER
O lEsRBiE (EnHMEBEEZR) IT81T5Y4
A A O DA JLRBEEAE D FAE ]
(FSq4vav )
OERMEEARMEY A b AHO DA L RBEEAE

nERAE

WAL RATIZ L v 7 m e e LT 1A 900mg
Z1H2M, REBIIRAKRET S,

AR

WEL, A IV 7 e el e LT 1A 900mg
Z1H1FE, RRICRAKRET 2,

(B CELHMRBEERRL) (SHB1T594 k
AH B A )L RBEEAE O FEEINHD

WEL, A IV 7 e el E LT 1A 900mg
Z1H1FE, RRICRAKRLET 2,

WEL NRICIEAL Ty s r e e LTRAICEY
B L5 RE%E 1 H 1, SRICROEET 5, 72
7L, 1 HHEE LT00mg 227\ &, HEE
SRERIR AR 150 LV EfEOS G413 160 2 2
&,

b (mg) =7XREmE (m?) XHEERERIEAE

# (mL/min/1.73m?)

FRiE K O B8N FHIE OVH BB
(A b AHODA IV RRESE) (A bAHODA L RBRESE)

WERARE

WL RAICIE IV 7 m e LT 1 1E 900mg
Z1H2E, BREBEICROKST 5,

HEaE

R, AL 7 a eV E LT 1A 900mg
Z1H1[E, BRICROEST 5,

(E%iE CENHMRBIEERL) T81T594 k
A A O A )L RBEEAE O FAEIF]D

R AV 7 a eV E LT 1 A 900mg
Z1H1FE, BRICROEST 5,

W, NRICIEALT s e e LTIRAIT LD
BHL-EEREEZ 1H 1E, REBICROEST 5, 2
720, 1 HAEE LTI00mg 227V &, HiE
SRERIE AR 150 KV EEOHEEIX 150 2 V5
&,

Zh& (mg) =7TX KR (m?) XHEEREREKAIE
# (mL/min/1.73m?)
GEEMERMEY A A H O AL RBRSE)

WE . BAEREOHLIRCE AV v rELE LT
1[0 16mg/kg # 1 A 2 [0, A ET 25,

HEAMEEEMEAH 2016426 H 24 H
N« BRI, RS O S E

E) A
o DRNEE

T DHEEICHR D 2hHE

10. BEERR. BMEHRARFABRUVEORE

B R OV ORI B3 2 150 14 558 2 THES
3 HAMBAD OWNTHIUTHEEY L

TR EAET D ERD LNV E X,

TR L TCELLAFRIEHZAT 22 LICLD, EFELEL

THEAMER RN EEO BILD & &,

TEDLIGEITEET L L&,

DA TS G EOIEN, ERES L LTREY b0 L LTEATEE S




X EEMEHRICEYSER

11.

12.

13.

14.

4. BEEXRITEHER
(BLF @)
OTFiICHITEHA A HODA )L RBEESF
O XM RELSLIEIREE
Olifzsisis (EmeriafkiEt =24)
OEMLES

OfiisistE (EMmeMMEBIEZRC) ITHF5Y A4 b AHODA )L R B D AN

(F3142Bmv7)
OEMRMARMEY A b AHOD AL RELESE

BEETHM
O TRACBIT D2V A M AT v 7 A NV AJEGE
O #% RIERIEAR IR
O st (& meafm s &)
O HEAE e
10 4F (2004411 A 5 H~2014 411 H 4 H) (% 7T)

OJEBNEIERIES A b A B 1 7 A )V A RYIE
10 4 (2023 4£ 3 H 27 H~2033 4 3 7 26 H)

REEARRFIRR (BT 215k
ARFNL, PEEHARNICEI T 2 HIBRILE O HAL TR,

TRRED - FEANS

£®Ea—F
- JEAE G SR YE | ERER A 2 — R - = L7 MBS
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8.1 Pregnancy

Risk Summary

After oral administration, valganciclovir (prodrug) is converted to
ganciclovir (active drug) and, therefore, VALCYTE is expected to have
reproductive toxicity effects similar to ganciclovir. In animal studies,
ganciclovir caused maternal and fetal toxicity and embryo-fetal mortality
in pregnant mice and rabbits as well as teratogenicity in rabbits at
exposures two—-times the human exposure. There are no available human
data on use of VALCYTE or ganciclovir in pregnant women to establish the
presence or absence of drug-associated risk. The background risk of major
birth defects and miscarriage for the indicated populations is unknown.
However, the background risk in the U.S. general population of major birth
defects is 2-4% and the risk of miscarriage is 15-20% of clinically
recognized pregnancies. Advise pregnant women of the potential risk to
the fetus [see Warnings and Precautions (5.3), Use in Specific Populations
8.3)].

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Most maternal CMV infections are asymptomatic or they may be
associated with a self-limited mononucleosis-like syndrome. However, in
immunocompromised patients (i.e., transplant patients or patients with
AIDS) CMV infections may be symptomatic and may result in significant
maternal morbidity and mortality. The transmission of CMV to the fetus
is a result of maternal viremia and transplacental infection. Perinatal
infection can also occur from exposure of the neonate to CMV shedding in
the genital tract. Approximately 10% of children with congenital CMV
infection are symptomatic at birth. Mortality in these infants is about 10%
and approximately 50-90% of symptomatic surviving newborns experience
significant morbidity, including mental retardation, sensorineural hearing
loss, microcephaly, seizures, and other medical problems. The risk of
congenital CMV infection resulting from primary maternal CMV infection
may be higher and of greater severity than that resulting from maternal
reactivation of CMV infection.
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8.2 Lactation

Risk Summary

No data are available regarding the presence of valganciclovir (prodrug) or
ganciclovir (active drug) in human milk, the effects on the breastfed infant,
or the effects on milk production. Animal data indicate that ganciclovir is
excreted in the milk of lactating rats. The Centers for Disease Control and
Prevention recommend that HIV-infected mothers not breastfeed their
infants to avoid risking postnatal transmission of HIV. Advise nursing
mothers that breastfeeding is not recommended during treatment with
VALCYTE because of the potential for serious adverse events in nursing
infants and because of the potential for transmission of HIV /see Boxed
Warning, Warnings and Precautions (5.1, 5.3, 5.4, 5.5), Nonclinical
Toxicology (13.1)].

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Females of reproductive potential should undergo pregnancy testing before
initiation of VALCYTE /see Use in Specific Populations (8.1)].
Contraception

Females

Because of the mutagenic and teratogenic potential of VALCYTE, females
of reproductive potential should be advised to use effective contraception
during treatment and for at least 30 days following treatment with
VALCYTE /see Dosage and Administration (2.6), Warnings and
Precautions (5.4, 5.5), Nonclinical Toxicology (13.1)].

Males

Because of its mutagenic potential, males should be advised to use condoms
during and for at least 90 days following, treatment with VALCYTE /see
Dosage and Administration (2.6), Warnings and Precautions (5.3, 5.5),
Nonclinical Toxicology (13.1)].

Infertility

VALCYTE at the recommended doses may cause temporary or permanent
female and male infertility /see Warnings and Precautions (5.3),
Nonclinical Toxicology (13.1)].

Data

Human Data

In a small, open-label, non-randomized clinical study, adult male renal
transplant patients receiving VALCYTE for CMV prophylaxis for up to 200
days post-transplantation were compared to an untreated control group.
Patients were followed—up for six months after VALCYTE discontinuation.
Among 24 evaluable patients in the VALCYTE group, the mean sperm
density at the end of treatment visit decreased by 11 million/mL from
baseline; whereas, among 14 evaluable patients in the control group the
mean sperm density increased by 33 million/mL. However, at the follow—
up visit among 20 evaluable patients in the VALCYTE group the mean
sperm density was comparable to that observed among 10 evaluable
patients in the untreated control group (the mean sperm density at the end
of follow—up visit increased by 41 million/mL from baseline in the
VALCYTE group and by 43 million/mL in the untreated group).

BN R EE (SPC) *2

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Contraception in males and females

As a result of the potential for reproductive toxicity and teratogenicity,
women of childbearing potential must be advised to use effective
contraception during and for at least 30 days after treatment. Male
patients must be advised to practice barrier contraception during and for
at least 90 days following treatment with valganciclovir unless it is certain
that the female partner is not at risk of pregnancy (see sections 4.4 and
5.3).
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Pregnancy
The safety of Valcyte for use in pregnant women has not been established.

Its active metabolite, ganciclovir, readily diffuses across the human
placenta. Based on its pharmacological mechanism of action and
reproductive toxicity observed in animal studies with ganciclovir (see
section 5.3) there is a theoretical risk of teratogenicity in humans.
Valcyte should not be used in pregnancy unless the therapeutic benefit for
the mother outweighs the potential risk of teratogenic damage to the
foetus.

Breast—feeding

It 1s unknown if ganciclovir is excreted in human breast milk, but the
possibility of ganciclovir being excreted in the breast milk and causing
serious adverse reactions in the nursing infant cannot be discounted.
Animal data indicate that ganciclovir is excreted in the milk of lactating
rats. Therefore, breast—feeding must be discontinued during treatment
with valganciclovir (see sections 4.3 and 5.3).

Fertility

A small clinical study with renal transplant patients receiving Valcyte for
CMYV prophylaxis for up to 200 days demonstrated an impact of
valganciclovir on spermatogenesis, with decreased sperm density and
motility measured after treatment completion. This effect appears to be
reversible and approximately six months after Valcyte discontinuation,
mean sperm density and motility recovered to levels comparable to those
observed in the untreated controls.

In animal studies, ganciclovir impaired fertility in male and female mice
and has shown to inhibit spermatogenesis and induce testicular atrophy
in mice, rats and dogs at doses considered clinically relevant.

Based on clinical and nonclinical studies, it is considered likely that
ganciclovir (and valganciclovir) may cause temporary or permanent
inhibition of human spermatogenesis (see sections 4.4 and 5.3).

%1 : DailyMed [VALCYTE-valganciclovir tablet, film coated (Genentech, Inc.), 2024 £ 1 H&zT
<https://dailymed.nlm.nih.gov/dailymed/druglnfo.cfm?setid=dc548{f9-e8ea-4d6e-b9b4-e31f53
ac4078> (20248 A 28 HT 7B A)[ kY

%2 : eMC [Valcyte 450 mg film-coated tablets (Neon Healthcare Ltd), 2022 4 11 H &7
<https://www.medicines.org.uk/emc/product/14226/smpc> (2024 48 A 28 H7 7 & A)] kY

|

A=A 7 VT OS5

(An Australian categorisation of risk of drug use in pregnancy)

D (202448 H)

Prescribing medicines in pregnancy database(Australian Government)
<https://www.tga.gov.au/hp/medicines-pregnancy.htm> (202448 H 28 HT7 7 X) LV

2% PHOME

A=A T VT D5 D

Drugs which have caused, are suspected to have caused or may
be expected to cause, an increased incidence of human fetal
malformations or irreversible damage. These drugs may also
have adverse pharmacological effects. Accompanying texts
should be consulted for further details.

(2) NREFEA~DOE 5T D 1E#H
KEICHT D 19.7 /8 1% OHEOFEHITILLTOLEBD THY | KEORMLEEL LUK
JELLAEEE (SPC) LR 5,
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https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=dc548ff9-e8ea-4d6e-b9b4-e31f53ac4078
https://www.medicines.org.uk/emc/product/14226/smpc
https://www.tga.gov.au/hp/medicines-pregnancy.htm
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K DA S 8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

VALCYTE for oral solution and tablets are indicated for the prevention of
CMV disease in pediatric kidney transplant patients 4 months to 16 years
of age and in pediatric heart transplant patients 1 month to 16 years of age
at risk for developing CMV disease /see Indications and Usage (1.2),
Dosage and Administration (2.3)].

The use of VALCYTE for oral solution and tablets for the prevention of
CMV disease in pediatric kidney transplant patients 4 months to 16 years
of age is based on two single—arm, open-label, non-comparative studies in
patients 4 months to 16 years of age. Study 1 was a safety and
pharmacokinetic study in pediatric solid organ transplant patients
(kidney, liver, heart, and kidney/pancreas). VALCYTE was administered
once daily within 10 days of transplantation for a maximum of 100 days
post—transplantation. Study 2 was a safety and tolerability study where
VALCYTE was administered once daily within 10 days of transplantation
for a maximum of 200 days post-transplantation in pediatric kidney
transplant patients. The results of these studies were supported by
previous demonstration of efficacy in adult patients /see Adverse Reactions
(6.1), Clinical Pharmacology (12.3), Clinical Studies (14.2)].

The use of VALCYTE for oral solution and tablets for the prevention of
CMV disease in pediatric heart transplant patients 1 month to 16 years of
age is based on two studies (Study 1 described above and Study 3) and was
supported by previous demonstration of efficacy in adult patients /see
Clinical Pharmacology (12.3), Clinical Studies (14.2)]. Study 3 was a
pharmacokinetic and safety study of VALCYTE in pediatric heart
transplant patients less than 4 months of age who received a single dose
of VALCYTE oral solution on each of two consecutive days. A
physiologically based pharmacokinetic (PBPK) model was developed based
on the available pharmacokinetic data from pediatric and adult patients
to support dosing in heart transplant patients less than 1 month of age.
However, due to uncertainty in model predictions for neonates, VALCYTE
is not indicated for prophylaxis in this age group.
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been established in children for prevention of CMV disease in pediatric
liver transplant patients, in kidney transplant patients less than 4 months
of age, in heart transplant patients less than 1 month of age, in pediatric
AIDS patients with CMV retinitis, and in infants with congenital CMV
infection.

A pharmacokinetic and pharmacodynamic evaluation of VALCYTE for oral
solution was performed in 24 neonates with congenital CMV infection
involving the central nervous system. All patients were treated for 6 weeks
with a combination of intravenous ganciclovir 6 mg per kg twice daily or
VALCYTE for oral solution at doses ranging from 14 mg per kg to 20 mg
per kg twice daily. The pharmacokinetic results showed that in infants
greater than 7 days to 3 months of age, a dose of 16 mg per kg twice daily
of VALCYTE for oral solution provided ganciclovir systemic exposures
(median AUC,_,,=23.6 [range 16.8-35.5] mcg - h/mL; n=6) comparable to
those obtained in infants up to 3 months of age from a 6 mg per kg dose of
intravenous ganciclovir twice daily (AUC,_,,,=25.3 [range 2.4-89.7] mcg -
h/mL; n=18) or to the ganciclovir systemic exposures obtained in adults
from a 900 mg dose of VALCYTE tablets twice daily. However, the efficacy
and safety of intravenous ganciclovir and of VALCYTE have not been
established for the treatment of congenital CMV infection in infants and
no similar disease occurs in adults; therefore, efficacy cannot be
extrapolated from intravenous ganciclovir use in adults.

BN BEEE (SPC) *2

4. Clinical particulars

4.2 Posology and method of administration

Posology

Caution - Strict adherence to dosage recommendations is essential to avoid
overdose (see sections 4.4 and 4.9).

Valganciclovir is rapidly and extensively metabolised to ganciclovir after
oral dosing. Oral valganciclovir 900 mg b.i.d. is therapeutically equivalent
to intravenous ganciclovir 5 mg/kg b.1.d.

Treatment of cytomegalovirus (CMV) retinitis

Paediatric population

The safety and efficacy of Valcyte in the treatment of CMV retinitis have
not been established in adequate and well-controlled clinical studies in
paediatric patients.

Prevention of CMV disease in solid organ transplantation

Paediatric population

In paediatric solid organ transplant patients, aged from birth, who are at
risk of developing CMV disease, the recommended once daily dose of
Valcyte is based on body surface area (BSA) and creatinine clearance (Clecr)
derived from Schwartz formula (ClerS), and is calculated using the
equation below:

Paediatric Dose (mg) = 7 x BSA x ClerS (see Mosteller BSA formula and
Schwartz Creatinine Clearance formula below).

If the calculated Schwartz creatinine clearance exceeds 150 mL/min/
1.73m?, then a maximum value of 150 mL/min/1.73m? should be used in
the equation:

Height X Weight(k
Mostellar BSA(m?) :\/ 9 (Cm;600 cight(kg)

Schwartz Creatinine Cl (ml/min/1.73m?) = k x Hight (cm)
chwartz Creatinine Clearance(ml/min/1.73m?) = Serum Creatinine (mg/dl)

where k = 0.45* for patients aged < 2 years, 0.55 for boys aged 2 to < 13
years and girls aged 2 to 16 years, and 0.7 for boys aged 13 to 16 years.
Refer to adult dosing for patients older than 16 years of age.

The k values provided are based on the Jaffe method of measuring serum
creatinine and may require correction when enzymatic methods are used.
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*For appropriate sub—populations a lowering of k value may also be
necessary (e.g. in paediatric patients with low birth weight).

For paediatric kidney transplant patients, the recommended once daily mg
dose (7 x BSA x ClerS) should start within 10 days post-transplantation
and continue until 200 days post-transplantation.

For paediatric patients who have received a solid organ transplant other
than kidney, the recommended once daily mg dose (7x BSA x ClerS) should
start within 10 days post—transplantation and continue until 100 days
post—transplantation.

All calculated doses should be rounded to the nearest 25 mg increment for
the actual deliverable dose. If the calculated dose exceeds 900 mg, a
maximum dose of 900 mg should be administered. The oral solution is the
preferred formulation since it provides the ability to administer a dose
calculated according to the formula above; however, Valcyte film-coated
tablets may be used if the calculated doses are within 10% of available
tablet doses, and the patient is able to swallow tablets. For example, if the
calculated dose is between 405 mg and 495 mg, one 450 mg tablet may be
taken.

It is recommended to monitor serum creatinine levels regularly and
consider changes in height and body weight and adapt the dose as
appropriate during the prophylaxis period.

*1

*2

: DailyMed [VALCYTE-valganciclovir tablet, film coated (Genentech, Inc.), 2024 4= 1 H &iT

<httpsi//dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=dc548{f9-e8ea-4d6e-b9b4-e31{53
ac4078> (2024 428 4 28 HT 7 A)] kv

eMC [Valcyte 450 mg film-coated tablets (Neon Healthcare Ltd). 2022 4 11 A e&ET
<https://www.medicines.org.uk/emc/product/14226/smpc> (2024 48 H 28 H7 7t )1k v
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https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=dc548ff9-e8ea-4d6e-b9b4-e31f53ac4078
https://www.medicines.org.uk/emc/product/14226/smpc
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