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3.1 #8mk

BRI FERRTESRKFIY)  167.84mg

[1g] (#igh & L C50mg)
IF VNV a =R, 7T VN TV, BRI A B
270 —A, vyEQIATTUT Ly, A, A=) v,k
Foxy oy ra—A, §57 V77 —{b7Fr 7o,
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OB FEHMmAE
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(X FEERMAE)

ST X B IERCTH A BRI T X 2 W EBRFE I
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6. FiENUHZE

(D1 ILY UREFL Y AREMEE))
BANIZIE, g e LCL alE1R50mg % 1 H 3R 859 5
B, . ERICS U CEEERT 525 kS EIE1H
250mg (1/A150mg % 1 H5R%5-) &3 5,
e Ll Eoo/NiE, migr e LT, il 1m25mg % 1 H 3Rl
%573 %
UL E6i Ao/ NEiziE, Mighs LC. @E1R25mg% 1 H2
EOH 53 %,
B, WENOEAE L R DRSO B2 DL RS
THRGTAHZ L

(K EEEAIMIE)
WHE. AR OMEE3OkgPL Eo/NECid, High s LT, 1125
~50mg#% BitE & & L1H 2R O% 53 4,
R, R EOkg R G o /N TIX, T L LT, 1H0.5~
0.75mg/kg% BMG & & L1H2E #1595 25, BEDOIR
RBIZ X ) 1M25mgd ] HIMFRIIH G- AT 5 2 & b TE 5,
B, MR E R BH ORI L ) BEIRT 5205, WK
HHEIIDTOEBY &35,

I ARG EAHH720)
A MR 30kg DL /N 150mg (118150mg % 1 H 3[al)
fRE 10kgL_E30kg i /N 75mg (1[8125mg % 1 H 3[a])
L R 25mg (1112 . 5mg#% 1 H 2, Xix
RE10kg Al D /NE 1[E125me% 1 H 1)
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7. BERUBEICEEY 2

(D1 ILY UiREFL Y AREMEE))

7.0 SEEMED Y 4 v VIREE TOMEEE L TAK Z#HT 2
WA, M) F UERBRESOF L - MEIEBRET A L, 72
72U EEETED Y VY VIRBEIITMERGER & L CAREH
e 5cd L, [10.288]
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7.3 IR ICH 53 2 A0, 1o B @I R SRk & A 2 47
VL, IR ZR XTI EN WL, HiHE L TLE25mglc
WS A ERAAEEE IS L CHE 2T 2 k.
[9.5.2, 11.1.1Z5H]

7.4 RHFIOHGBENIICIE, 24 e b1y BEICIRPERPER
BRAZTV, RPREEEE IS U CHEZHE T &,
7oy AFFR GG DIERIER AR L A5 . EMMIC KA
T 2 EL(11.1.128]

HH Sl
D e e 50~ 125ug/ 241 ]
(AH > PRPEAWE) (0.1ug/mg- 2 L 7F =~ LIF)

7.5 RHOMHEFZET LG4, RSP ERA N2,
WP ZI0 U TR A SR PRI AR A I OV BB AT (AST. ALT
) RITH L,

HH ZEAE
R Hp R SR 2,000ug/24 0 DIk
(AR bIRPTESHEE) (1.8ug/mg- 7 L 7F =Pl L)
(K EEERIME)

7.6 RFV G- FAGE K O AR IS, ME TR DR
119 2 ko b, MFEWHREZZHES 720 ORIMIIAH] %
MBS BHIATH S EDHEE L

8. EEUEXNIE

(GhEEILE)

8.1 KA GI2L Y, 737X R X—LOEE P EIICF
TAHGEIL. R (ES~— -2 50) 2 EET A L,

(B EEERINTE)

8.2 MFMMEERLEZOREBICHE L., KAl ZBREES LA
W ok,

8.3 AT L 0 MG DMET 3 2 W Retk0d 5720, &K
FHE 5 L L S P A WIS HERR 35 S L F L v,
[11.1.1=M]

9. HEDEREFIIEEICHITIER

9.3 FFigEEEE RS
R i e b O Rl BV A < L O el 1= - Rl B 1
PREABEIL TN L TV 7,

9.5 FiF

(GhEEILE)

9.5.1 MR LR L T A W REE O H 5 iz id, HEEOA
WM E B2 L HB SN AGAICOREGTH I L,

(D1 Y ViEEFL  AEEEE) )

9.5.2 $ARZA &N VEDS, RHMEPEEE IS L TH
BT AI L, BB WY TR SRS L2, NFE
T OISR B 0 WA KBS SILTw B2, F2, FL— b
FNZ L DA OV TR ZIZEL D DD TH D LI
BRI NTWEY V,[7.3, 11.1.1%/8]

9.6 ¥7LIR
EEEOERMER OISR EO A RIEE ZB L., ZIL oMk X
EHIER RS A Lo HERATFLIHRICBAT L, AR oIS
WZHERFREOIR EVFHIT 2 BENMNDH 5,

9.7 INE

(D1 Y ViEEFL  AEEEE) )

9.7.1 HAEKERER, BiER, FLUBISHIEE SR E L2z HRR
BRIZTFENE L T Zeva,
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9.7.2 MRHAEMKEEIUIH AR 2R & L7 BREBIIFE M L T
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9.8 SHE
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16. EYEhRE
16.1 MiERE
16.1.1 HEOi%sS
AV VIR EE 2N HEER ISR KFI Y A T eV LA S L7 & &
DOIMBRE ST A — & (RFERT & MR & D7D H) KO
B SRIEEE () ORI T O L B Y TH- 729,

SEfG (BIE) - = Crnax tmax t12 AUCo12
10. HEfER 41k (23) 42.3 1.995 2.050 | 118.67
10.2 HAZFEWHAISEFETSH L) 1672 D)1 (16) © 50mgHiil 51.2 2.158 | 2.067 | 175.32
S 4 FRPRAEIR - 5 | AT - Gk 6k LA~ 165% A (6) : 25mgHin] 29.3 1.817 2.056 50.90
RESTL I KA O T % s & [ &G 8A T 5 1 DL b ~65% A (1) © 25mgHi[a] 18.0 - - 37.00
BLBENND DL, |7, BT © Comax 5 pg/dLy tmaxs tvz ;s BEH CFIMH) . AUCo2 5 ug-h/dL
FL— 1A KAJOF L — b HI| MBS L7 5E . 300 $§5§%& )
A OMELXRITT LB AR F L — b & — GBLEIR=16)
b AR 1B| 2 A B 0T, 1, ARROFL = 250 f )
1] [ DL @ 1 THe 5| M FOWIEEAME T
TAZL. ¥ AR D 2o i 200
T NI A 7)) RIUEYE | ARH L O S OB | FRE S L 72 A h
¥ 0 R H OB % WIS 5| KA U RS D% & 1s0f
R A=Y BENDEH LD T, (FOWIEIET S %
I8 BE % 1) TR | 2 RSB B (ugfaw 100
Y AR AR R — bR LTk,
IV A YENRT T3 50 -
NIVF 7N M)
0 1 1 1 1 1 1 1 1 J

1. BHER
ROBWERD S 5 b b 2 LD bDT, BgE T2 TV,
BN SN E 13 E 2 hikd B 7 S e LE 2 AT
)Tk,

1.1 EXFEHEA

11.1.71 $ARZEE CHEZA)
ARHENIHILZ EH T 5720, HIHT X0 SHOWIATHE S il
RZIEERITBENN D 5, FEREBAROEE THRZIZ
PO PLIMEREA, BIMPHEREZREZ T2 &5 5,073,
7.4, 8.3, 9.5.2& ]

11.1.2 BEE HEAY)
M) BiEGrsH bbb I Edd b,

11.2 ZOfthDEIER

RS O AR ] ()
16.1.2 &R HREISEMEAER

i B 15 N 53 14 30/51 (2 R P T 43 I R SR 5% % ON R 47 /K FT W $250mg
(WFNH TR E L C50mg) & 7 1 A F — N —E12 & 1 i £ |2 AR
455 L7 & S OEYBIRE/ ST £ — & (IRSEHT & REEHK & DI
fE)VIZLLTF D EBY) TH o720 AUCo-242 DConax DX B DT D7D
W T90%/1E HEIX 1 131og (0.80) ~log (1.25) DFPANTH - 72 Z L 05
EWEICRIZECTH D 2 LR SN2V,

55185 AUCo-2(ug-h/dL) Cinax (ug/dL)

FE R AR SRR $ERI5% 672.4+165.4 144.7%31.1

FE R SR A $E50mg 685.6+177.5 144.2%35.3
P £SD

16.1.3 E£YFHIEIE MR

(BFERTRERTRRIE% [T D1 1)
P HE SR RIS 4 7 A 1 & NV v §E50mg % TR EE I LS F
ZNAEER & L CH0mgZEJE R H MR I 5 (7 1 A4 — 3 —) L. ik
PR SN EE A IGE L 2 FRGRIECRIE L2 X ) 1SS s EhE
8T X —% (AAUC, ACmax) (22> TI0%E AKX [ 2 12 THREHINT %
17 72455 1og(0.80) ~log(1.25) DHFEB M TH O . WiHI DLWy
EMEDHERR S 720,

FHN P GO EYRE/ ST 2 — &

5%t 0. 1~5%Ain SHEAH
s EAPLE, Tl TIN5k, TEE, (B TEN
BEgE . R GOESENEE, AL . TR
B3R
JFREE JIFIE K. AL-PHE hin. ASTH il
ALTES N, # ¥ ) v ¥ v,
TYEZTHM, -7 vy IV
b YR =T — B
N, ) 28— BN | 2 g
(27.6%)
75—
hn(17.1%)
ikl B ERE R . B ImEREE N, 1| £ i

NG T RIEkNE B
S R

bag TVNE—MIE %, ZHEE B, 3%
ZOM MG &M ABILAFa—VEd, 7LV 73 |oF v, &6k
(15.5%) VA, R SRR | R, 2 @
P, HDL-2 L A7 0 — VA, [l 1Be
FU YRy REIN. KA R
AL ERNE. BEbedc. B, ik
PREEIn. M S Bk, FEE

13. BERS
13.1 fER
7V 3 YRS O\ERLGIZ LY, BEOE.L, EH K ORE)
Mo T OGS NTWDEY, T2, MEBREHOBERS 12X
0\ EANE ROV BRI & £ 5 LR 9512 X 2 3B Bl AR
HIhTnsY,
13.2 @&
LN G R EAT ) DU S TR O TS # BT 5,
MR EA RS I EA LT ASEIEFL— ML B
HERATH) 2 L7,

BFI P55 ACmax ATmax ATe AAUCo-sur
(Fgre LC) (ug/dL) (hr) (hr) (ug-hr/dL)
if: 1% o 1% SR 1g
SO0 A | (50mg) | 118-6£20.0| 2.3%0.7 | 0.8+0.3 |425.4%99.1
AEAE 15 124.5£24.0| 2.620.6 | 0.8+0.2 |436.3+76.3
50mg (50mg)
(Mean*S. D., n=30)
200 - — o TSI 5 % [ 7 1 |
——0-- ) N)L Y EE50mg
A Mean=+S. D. (n=30)
W 150T B
i
EP ---------
& ow0f T
I /6 B
(ng/dL) 50 - |/ [
/ﬁ' T
SN | | | | |
0 05 1 2 3 4 5 6 7 8

B 5% O (hr)
MG A EE 722 & NI AAUC, ACmaxZ:0/85 A — 7%, WhEE o %
R AR OTRIUA S - BRI S O BRI & > TRL 2 WREMEN D 2
16.5 HEft
4OV R RS E BERR SRR S SV RS L b E D24
B R HESREEE R X L T O L B ) Th - 729,



ARl (PED < B - iR 43 1% 2438t
4k (35) 2,535.6+1,153.74 3,918.1+1,826.40

1655 2L 1 (20) -

150mg/ H (50mg x 3[a])
67 LI~ 1675 A (15) -
75mg/ H (25mg x 3[a])

2,553.4+1,192.93 4,515.3+1,772.68

2,511.9+1,140.31 3,121.9%1,627.19

SPIME £ SD, BT ¢ g/ 24105
7oAV IR EEITENHERRA SRR A TNV B G L2 & DA
Ry FRPESHEERE I T O EBY) TH o728 1,

ARl (BB O - e [R5 BmET | 4% 1288 | 248t | 48tk
41K (37) 2.1640 3.9296 3.9504 4.3634 4.0000
- +1.90316 | £1.69023| +1.34670| +1.45465| +1.66166
16m L 1 (20) - 1.4541 3.3098 3.2941 4.3821 3.7777
150mg/ H (50mg x 3] +(.90904 | £0.83202| +0.98218| +1.47796| +1.67382
65 DL~ 167 A (15) - 2.2568 3.9594 4.5351 3.9287 3.9860
75mg/ H (25mg x 3[1]) +1.21081 | £0.81727| +£1.29246| £0.80445| =1.54069
1 LA b ~65 A (2) - 8.5666 9.9040 6.1287 7.4358 6.3280
50mg/ H (25mg x 2[1]) +1.40452 | +£1.12323| £0.58331| +1.97333| +1.05098

S £SD. HAT ¢ pug/mg- 7 L7 T = v (fliiEAE)

17. ERFRRLEE

17.1 BERULLEICET 5558

(D11 UREFL Y XREHEE) )

17.1.1 EREMEHER
AV VIR EBESTHI (164 2L E2001, 6 L E~ 16 A 1561, gL
6 Ri20) & A SACHERR A SR KFI Y 71 7 R (168 DL E oo 1
50mg x 3/ H ., 6% L~ 1654 0 B 13 25mg x 30/ H ., gl L~
67 ATl D L E 13 25mg x 2101/ H ) % 48P 5% 5- L 72 B R 3ER 0 k5 521 DL
TotBY)THo7,

FEFMIEH TH 2 ALTOFHEOHERIZL T O L B 1Y) T, HEMIX
SCRE LR E R L 72,

150 SEHE +SE
—— 16D (IR =20)
----- 6 HEBA_E 70 5 L6 (B15—15)
----- LB, B 5 6 ki (B3 = 2)
100 +
A
L
T
(1U/L)
50
0 4 12 24 36 48
205 190 G

35EID Y 1)V VR (G L) TR S 72 2485 R A SRR 2 DT
DOLBHT, 4R, 248k L LETREIHE (125ug/24R0) UM ISHERR S 7z,

100 F Mean+£S. D. (n=9)
80
A 60F b
L 4
T
(U/L) 40k
20 F
Y0 & A i CIE= YA S IOk - &2
U0 B2 IR L BICREIERIERRO b e o 7212,
(IRESRIAE)

17.1.3 EINEE MAEEER (LLEEHER)
G 475 IALAE B 5651 (247 DL 19388 LN ) % A 5 12 e 19 15 5 /K A 88
(25mgx 2/ H) Xix 77 v Re Sl S L- 77 v R - EEH
FRBRIC BT L TSR O PG BAG R 20 & $5 58 /v IR K o 28
L& TIE, RIS B0 5 172 (p<0.001) .

BB TR K S (30651) 7 7 KR (2651)
Zefli (/e F3y) 23.7 1.3
(95%{ZHEIX [H]) (19.1~28.3) (-3.7~6.2)
fidiiby 22.4
(95%(Z X [H]) (15.6. 29.2)
e p<0.001

Fiin (BI%0) - Wk - A& 43Ht% 24381
167% 2L 1 (20) -

150mg/ H (50mg x 3[al)
6 LA ~167% i (15) -
75mg/ H (25mg X 3[1])

60.571 +93.0539 52.209+35.2677

PIfili = SD. B g/ 245 R
TP 4 vy EEFE THET SN2 ARy MRIBSAHEEE (XL O
LB T, BHARRDEEE I L7,

i (B0 L - W |$5 RGN 485 1208% | 24th | 48z

167 L E (20) -
150mg/ H (50mg x 3[il)
GRELLE~168 A (15) © | 0.5431 | 0.0677 | 0.0677 | 0.0688 | 0.0644
75mg/ H (25mg x 3[il) +£0.94768 | +0.05120| =0.04371 | =0.04977 | £0.04421
1 LA b~ 65 A (2) -

50mg/ H (25mg X 2[1])

SEIME £SD. HAL  ug/mg- 7 L7 F = v (fIEE)
BIE 56 BUSTEE1391.9% (34/3761) Td o 720 F 2 BIFEH (10%LL 1)
k. ) N—BHEIINTS . 7% (28/3761) . T 3 T — L HNN54.1%(20/3761)
ML $RAK F45.99% (17/3761) . B AP I%16.2% (6/3761), #&TL A T
T — Vi A10.8% (4/3761) . FRIEIMF1E10.8% (4/3761) Tadh - 728 1V,

17.1.2 )b BXRS. IFERHR

RNV T Y §E25mg AFE0mg TR H DO 7 4 )V VIR &R RIZ, Y)
02T & — o M - G o THERRIE SR ERI5% 7 A I~ )
BT WAGEAMBES L2# R, ERFHMIIEE T 5 ALTOFEHEOHE
BEUTOEBY)THY ., Y EZNECTHABETH 72,

a: PG BIARE & 225 & L72ANCOVA, M4 © ug/dL

BIVEF O ST 1312.9% (4/3161) Td b . H.06.5%(2/3141) . &9
FESEG.5% (2/3161) . 1 k35 n3.2% (1/3161) . k3. 2% (1/3161)
PERLIES . 2% (1/3161) Td - 7219,

17.1.4 ENEE ME5R (FASIGRUEAREERE5R)
BT 843 1M1 FR B 4301 (47% DL L8288 L) % kf 12, WM i 45k AN 6
(BE &« fREE30kg bl b o B3 13 25mg x 2[a]/ H L 1350mg x 2[5/ H
30kg A O B 1326mg x 1al/ H ) % fe K24m P65 L. B AZ I i g5
T FE (80LA_F200ug/dLA) B3 F C o HIHE AT U7 i [ OV B O MERR
A AT L 2R EER IS BV T, AR M en e 1 & SE MR T &
T REBI D EE1386.0% (37/431) Td - 720
HIVER DS BUSERE 1344 2% (19/4361) TH ) . E2BEM (5%LE) i1,
1) X — Y HAN14.0% (6/43%61) . W& H:7.0% (3/43%61) . 1L H 6 5 4>7.0%
(3/43%1) Td - 721,

17.1.5 ERSE MBS (N
/N VARG B 6 1 BB 1200 2 6 SRS, IR HE SR KR W BB (B 4R =
1.0mg/kg/ H X131 .5mg/kg/ H) % fe K28F M5 L 72 FR R A ERIZ B\
T HEE S AR Sh i 1 (S0ug/dLLL L) % [d—H 55 CSE MR T & 2
FEBI O EA1391.7% (11/1261) Td - 72,
BIVER O3B 1333.3% (4/1261) TH ) | (#7416.7%(2/126]) . ALT
HIIN16.7% (2/1261) . WEH:8.3% (1/1261) Td - 7219,

17.2 BYERRFERAES

(D1 IV ViR EFL > XRZEERE) )

17.2.1 $SE(ERAMERE
G VERAT I GAE FI 70751 OBV O SEBUHEE 1349, 19% (347/70761) T, 5
B1(0.7%) LI_ESEBLL 72 E 2 BRI, E.084151(11.9%) . 1) 73—
6261(8.8%). 7 I 7 —-HIIN6161(8.6%) . ALTHIN4361(6.1%). AST
N3350 (4.7%) . BEEBASBPLIESLH] (4.4%) 5 Td > 720 BIEEIH I
IRASIAI DL [ & ) | & il S 7 E BN 2061 4 S A, BIE R IE56I61:
(e, P&, FAlA, TEEE M. NLiE, W EWHE) T
Ho7zo HER3260 KOS ANTHRE L 72 BRI 1E, 5611300 2% (%
FEMESER L . IR R TSR 250 721 (FRRASHE T HE)

17.2.2 BHEERSTERERARIER
FE[ P45 THAH R P G- i B o BB 2 0 2 BERB SRR 71 7 & v
RGP SHEGRT E ToOREMOME % Hi e L2805 5% IR
ERF ML 72 BITEIH O SSBIUHIEI1314.7% (5/3461) TH V) . SR b5N
ZEIWERE, A gk A5.9% (2/3461) . ALTHEEAN, ASTHIAN, 1~
O — UHEHI R ON ) 28— B HEHNAS42.9% (1/34%1) T - 7217,

18. EFpEIE
18.1 {EFRER
(D1 LY ViR EFL V XIRZEHETE) )
WEBR A S AR L gE & L O 2 S8 L. (R BT o
A OFF 3 A VIEFRFETH LY, A¥0FF 3 A viE, VATA
VICEDEATEEY L - MEHEREL, EWICE TN LML UL
WA & - NIRPE O 1 % BRI B ML CfE A L. ST Mk
B A~NOBITEMET 5, A ¥ OF 424 v EfEa L, WL
ENFEMPICHE SN D, T2, T, S, ol wv
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18.2 EIIEPE NEEE TOWMEMR
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3?§iﬁ@[ﬂ1¢ﬁ”‘«;§r1&‘@b%%7’ﬂ/(JﬂQi?Fﬁ:L'i v b WAL E S

BUTFMZES Yy PROT IV RAF0 Y /Nags &tk 7 v K 270 »IiiE

T v MICBWT, BERERT S SRR 8% & JEEN L3RR OG- L 72 &
&, M OHESHEEEIIBIN L. NS OB E T IVIZ B A M
BT AU ET L 2 EDPME SN TN BRI,

19. B ICET HIE(EENHE
—R%3% © WEREHR $R KR (Zine Acetate Hydrate)

{£%4 : Zinc acetate dihydrate

SF - CiHsO4Zn - 2H20

PFE : 219.50

5 - (HsC-CO2)2Zn - 2H20

M R ACORBBREORREIITER TH L. KIZETRTL, =
=V (99.5) IR THEITIZ v
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NT 1 50g
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