2022 4 7 HkET (3 10 hR)

HAREER dh 0 5 873112

EELRAVAELI—T 44— L

H APl Alflia o 1 F E0#k 26E 2018 (2019 4EH HR) 1S HEHL L T {ERK

C

a-BREHNE 1

a-OH-Ds &%l

ZILT7 hILY R—)UEHE
[d | ' B | P2l 0.25,,
?"37“-"Rﬂ7t1b0.5ﬂg
i'"j?u-"lﬁjt».lng
I O=Isr 13,

[d [ Sd 1 B | 1 P
?"ji'u-"l*lmﬁﬂ.&rg/m
ALFAROLJl Capsules
ALFAROL rowder
ALFAROE Solution
#il ¥ | w7, WHlL A
®WOoH o H o X | B
A7 EN0.25ug | 1 HTERAH TIT 7Y R—L 0.25pg
0.5ug 1 AaTeAH TAT 7 IV K= 0.5ug
lug 1 TeAR S TAT7 ALY K= 1ug
3ug 1A TeAR S TAT 7Y R—L 3ug
Bk & & | WA 0.5ug/mL | : 1mL TIVT 7 Ay R—/L 0.5ug
1pglg clgH TIT 7y K=/ 1ug
146000.259 7T 7 HAY R— 0.25ug
180.59)%  TAT7 7 HhY R—/L 0.5ug
18gH TITZ 7 LY =L 1ug
B i #, 4 77 7 iy R— (JAN)
> 4 @ Alfacalcidol (JAN). alfacalcidol (INN)
ARRAEA R | BERAEEREA B A B
717721025, 1, 3ug|1980 4F-10 H 25 H|19804-12 H 25 H| 198141 H 8 H
HIvERR Sk ERAE B B | P 7/ 05ug |19814 3 A 6 H|19814 8 H31 H|19814F9H 1 H
ST EL e RS - 20064 1 H 30 H|20064F 6 H 9 H
20064 2 H 3 H|20064-6 H 9 H
i ngls W A 1 %) (e i k. 7)| 19947 71 26 7
B3R e (A | oo \
1 ﬂn:ﬁ == . 1] S Zas

[ AR i FH 25 2 oD LG

Bl v & b

PANEERR S AT A INA T A= a U
TEL : 0120-189706 FAX : 0120-189705

R BEAR A [ U

— B

https://www.chugai-pharm.co.jp/
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(2020 4F 4 HkzT)
1. BERA V¥V a—7+— MMERORE

A ER S OIEARN R EREHR & LT, ERAERLIRMNCGE (LT, I3E) bbb, ER
B CEERT « KA O BERMEFEE S B 5 B OB R SRS O/ B G R 2G5, iR
FPSCEC R SN2 AT 2 ISR RSN E RGNSV | RIS EO RIS E
(LLF. MR) ZE~OEHROBMGERSCEERICL VIFRAMTEL TETND, ZOBRICHEREHREY
HRBANCAFTHZODHEAY A M E LTERLA VX Ea—T5—24 (LLF, 1F &MY 23A
L7,

1988 12 H AYRBEdEAI (BLF. BRI FNE 2 /hREBR T FOMEMIT, T Frodkk=,
[ FREdEMEAZRE L, £ 0% 1998 412 HIRSEEMTE 3 /R B S, 2008 4, 2013 4212 H i SEIE 38
HHREESN 1 FildiEHEOUET21T> TE 7,

I FRodiEEGE 2008 LIFE, I FIZPDFZEOE T —2 E LCTREET 2 ENFERIE o7, T
WX, WA SCEOEERUGTN D > G ICSGT ORILT — % 281 Lz T F 32k X
HT llleol, BERO 1 FiX, EFERLERESRAHEE (LT, PMDA) OFERHEISEH
ED~— (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (Z TA I TW5, HIHIEKT
I, 2009 FE L W HEKLDO I FOFEREBRGT MM E LT M2 a—T7 1+ —2MatE) 2RE
L. fllx D1 FPAGASCEEMMET D@IEERE®RE U CEYNER - BEt LT\ 5,

2019 DA LELHEHOLE I ALY, [ Fil#iZE 2018 NAFK SN, Ak [EHREHERS,
DI GETF ML ITENCEAT 204 R 74 v ) ICB#E T D E RO, TOFHIRERE L1z,

2. IF&iX

I FId MM SCEEOEREMT L. B - R EDOEBRNEFET I > THEEBICLER, &
HHOWEEEDOIZODOEH, WHFHFOTZOOEHR, RO DOER, EIHEGHOMBEEFEH DD
DIEH., L IRBE T T O D OIERENERN SN RAMNRER OEER LR E L LT, HRK
DAFLHEERE 2 R T L, FRAIANAE 0 7= 0|2 Y 54 2 38 5L o R I 72 T IRGE IS HE b 2 3 I TR M O ik
AR L CW DR EALEM T Bivs,

[ FICREHEHT2HEARSNITHFEENRE Lz 1 Frodi BB HEIL L, 3B F7k % bR % AR O #iFH
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LTW5,
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BEARD T FiX, PMD A DERRHEE SRR OX—ICB#Gm A E ST g, 3K
L TEELA X a— T+ —LMEROTE &) 12> T F 2Bk - 18652523, T F O
S E 2, EEBGICAE LTWAIERS T FERFRCFLE LD ERE IOV TSR R DOMR
HEADA A E2—ICLVHHAEROPARERESE, [ FORMAMZEOLILERH D, Fiz,
BEFCET SN D EOEEFICET 2 FHICBE L T, 1 FASGI S D £ ToMiE, BEEEZER
AT DZWETHNEZBH S LI SCESE ., 52D WIS E 3R R AL — v R 4812 X SRAI A%
HONEETHELE BT, [ FOERICHTZ - TE, IFTORAM CEE PMD A OEE K, [EFREIEE
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IZOWNWT, SR ERNERUEEENLDORDITG L TITI Z LIFE L XA RVWEENTEBY, MR%
DA VA E2—RHLD LHHAEZREICLD, FHEBELN I FONRFEREIEIRELOTH
HZEEBBLTCENRTNE RS, BEEREN OB LN HEROBFIRILEHEE L, TOX
BtEE R ERBIGICBT 2 EMH A2 MR T 2 2 SI3EFMoARETHY, 1 FEIEHLTH
WER A TIMED D H DI L TN & 720y,
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I. #$EICBEHd SHI1ER

1. FFORE
1973 %, &F 5l TAT7 7 a— L DERST IV 7 Hy F— (1a-OH-Ds) & LT,
B TIIEAMEEW ORI A 1973 E LV BAGA L, BUED 7 BVH - #EH - Bl 2572 L T D,
DU GRS ORI 277,
1980 4 10 A HiEER (7L 7 7 o—/vh 710 0.25ug, [l 1ug, [l 3ug, 7V~ 7 12— LK)
FRERZNRE X IT RN - FEUERICEBIT A4 o D REE IO0E 9 35k (KD
N AMSE, T =—, B, BRA%) OUE
B ARA, BIFRIREEEEIS TIE, B4 2 v Dbtk s v
i EIARIE, REE (GRAID )
19814 3 7 HUEAGER (77 7 o — ) 7L 0.5ug)
1983 410 A "B HIERIE OZhRE ST HEMAGR (Bug 7 7B %RL)
19874 1 H FHEAEMPHE
1988 4F 3 H I 7 E/LAIEBEEREOWEE
19884 9 H IRAIFSEAM R OEMN
1988 410 H AT FE AR RICHE S —HEFARE (HIELOHEOERE)
19934 1 A #EAR (777 v —/LH#))
2006 F 6 H [ERFHLLIEERE L TOWRBAEE (T L7 72— WA 0.5ug/mL, 7 /v
7 7 v —/Vi# 1uglg)

2. WEOARBEENEMY
1. BHEE ISR CTHERE O B0 20 L7 & OMERH 7= Bug 7 7'V ERERL),
(TV—5 (4) —1) AoERGERER )
2. RIWEH OB
BB AL, BIFRIEREIR TE, B4 2 v DIHIMEZ VIR - BHYLIE, REVBICEBIT 5 4
T2 DRI D IR O
4,967 57 285 151 (5.7%) 471 R EIER MR F8 8 b=, E2RREIER X, & 9 R 11214 (2.3%) |
BACAIR 48 14 (1.0%) | &AL 47 74 (0.9%) . T 28 1 (0.6%) . ALT(GPT)® L5 27 14 (0.5%)
Thot-, [HABMAR (1993.1) KE T
BHIRE (Bug 7 7L E2HRL)
14,808 #iH 192 #1 (1.3%) 241 HHIZEIER B O b=, EREIEMAIE. BUN o L& 24
F (0.2%) . W& 23 1+ (0.2%). BAARIE 21 4 (0.1%). Ho 19 ¢ (0.1%). AST(GOT)
O L5 141 (0.09%) Thoto, [BALEIAR (1993.1) KfE T
e, BERREIEAE LTCAaMEE RS BEAR), HEEEE, E EER) bbb
DIEWHD,
(IVil— 8. RIEH) &)

3. HERORF|IFMEFE
KrlzZa L

4. BWIEFERICEAL TEMT NS

LIS S 8M, B HHEET A N T 1 5%

RMP

B YU R 7 F/MEIEEI &L L TERENL TV S B

O AHEE T A B A >~

P > > P ﬁf
P E

PRI o> B e




5. RBEFHERUVRA - FHALOFIREIE
(1) ABEH
BARSAYA

(2) R& - ERALOFREE
A L7

6. RMP O£
RN



0. AMICEET HIEH

1. BR5E4

(1) %
TIVT 7 a—NA® F7EL 0.25ug
TIT 7y ua—n® 37 0.5ug
TIT 7 a—A® )7L 1ug
TNT 7 a—A® J) 7L 3ug
TN7 7 a—1® N 0.5ug/mL
TIVT 7 ua—® ¥ luglg

(2) *4%
ALFAROL® Capsules 0.25ug
ALFAROL® Capsules 0.5ug
ALFAROL® Capsules 1ug
ALFAROL® Capsules 3ug
ALFAROL® Solution 0.5ug/mL
ALFAROL® Powder 1ug/g

(3) &BMDHEk
1 « -hydroxycholecalciferol & ¥
1
Alfa rol
2. —#4

(1) #1& (&®EE)
TIVT 7 AT R—/ (JAN)

(2) 8 (@a%)
Alfacalcidol (JAN)
alfacalcidol (INN)

(3) RTL

Vitamin D group and calcium metabolism drugs : calci

3. BEARIFTRHERX

4. PFLARUADF=E
55 F2 0 CorHaaOo



45F-& : 400.64

. feEH (MAiE) XIEKRE
(5Z, 7TE)-9,10-k 22 LA ¥-57,10(19- V= -1a, 38-Y4—/L (IUPAC)
(5Z, TE)-9, 10-Secocholesta-5, 7, 10(19)-triene-1 «, 3 8 -diol (IUPAC)

. BR4A. 4. BS. i5ES
B4 : 1« -hydroxycholecalciferol
(la-t FrFrab Ly 7oa—iL)
1 a -hydroxyvitamin D3 %
1BBRE S 1H. 7 'NLVAl D a-Ds
A : FAL-GL



BASTICEY HEE
1. MR E

(1) 48 - R
HE O X TS mtEOm R TH 5,
(2) "R
e 1a-OH-Ds 1g % {&f#
ik 5 B VER (ml) HRORR
VA=R=F: V7NN 3 a3
/A=A 4 ETFPT
=X /=) (99.5) 7 IR A
AR ) —) 9 ‘(’L’ DESERD
Vil V4 11 RRET TN
I —F ) 23 LRLET LT
~FH 10,000 LIk FEAERT RN
7K 10,000 Lk 1EEAEET 2N
(3) WRBH
WA MEIEER S AL,

(4) B (fES). Bhm. BRES
fhs - 185~138°C (—oHfR) -

CAAREER/T

— AR L

137~142°C (—&BmofiR) -+ - HAIERF - ©4 I D IEIEICHET 5,
(5) MISEAMTEIR
A=A
(6) NECZRE
BN -y Y
(7) FOMDEEREE
1) hefesE
(a)D : +45~+53°
(0.025g, =% /—/L (99.5), 5mL, 100mm)
2) WOLREE
E'llc/" (265nm) : 413 ~ 447
(lmg, =% 7/ —/L (99.5). 100mL)
3) BN AT kv
Amax 265nm. Amin 228nm
2. BT DEREEHTICRITAREN
WA | RPN | e | At 0 o R r
40°C 3 & B 98.2 Eb7 L Ebie L
50°C 3 & B 95.4 Bt/ L Zbie U
e - B 98.3 Eb7 L Ebie L
EABOET A W 96.5 EETTER B L
e " 3% A B 97.8 27z L 27 L
LT 30 1 I 91.2 FE{bTa P B




RAERIE | RN | WA | BERr (%) 8 e
5C 508 | Rem 571 EL El7 L
W (20~250) | 3060 | e o7.7 B0 L Eib7 L

¥ OSEIETIEES UTRFEREIZLES 1 a-OH-Ds & 1a-OH-PreDs OECEHEHRIMRICH-S < $ DT, 2RO ELE
DR TII W EEZ BN D,
** B~ T LD 1a-OH-Ds & #7225 2K v ME1a-OH-PreDs &2 55,

HO~ OH

l¢-OH-D; 1¢-OH-PreDs

<l A k>
I i, P b **Ic > x AR 21T - 72 & 2 AEH D LD50 & A EETe <,
P BRI L 2200 K0 W EIT AR L EB R b5,

*OMEVEILAL  WRIEKIR . 3 BERIINEL, & AR 45.0%
SRS c v oA=& — 6 BT (FEREEK 90 BERIFRETHIAY) . & BFRTFE 91.5%

. BRSO OHERERE. BED

MERRaBRiE - 1) b7 IEy (D) 12Xk 2 2REKG
2) Liebermann-Burchard il & 5 26
3) ERAN TR S R E S

TEBE - SR TR R B E R



IV. 2KI|(CBEHY 5I1EH

OAh Tt ILA

1. Flfz

(1) FRORXAH
o v

(2)

HFH DR R UK

Mot

TIVT ya—)vh e

0.25ug

0.5ug

lpg

3ug

=)

e tai

H ARG

W H BN E

SRS

FlTE

#h 7L

SHE

O (kip)

[EXE

5.6mm

«/AE =
s B2 BEL

#J 100mg

BAla—F
L

(3)

(4) RElOWE

HAHER ST « — BRI E O 2 FEERBRIE IS (0 72 0 20 0 BIN) 5,

(5) Z0ith

BB L

2. HEIDHERL

(1) ARy CEMERS) DOEERVFHMNHE

. TI)IVT 7y a—) TIVT 7y a—)b TIIVT 7y a—)b TIIVT 7y a—)b
Saasa B 7V 0.25ug H 7 &N 0.5ug 7V 1ng B 7V Bug
17 17 17 17t d
HRS | AT 7 IV R | FAT 7 ALY R | FAT 7 ALY R | TALT7 7 ALy R
—/ 0.25ug —/ 0.5ug —/L 1ug —/ 3ug
WNAEY) : FEEIENEE | NEY - w8IENEE R Y 7 U v Y R, || AR FEEIENE
KN ZUEY R, KK ) —)b cNUZURD R,
MRk )= | hTvNLBITF, TR, VN KT X ) —)L
Nl AT BTTF | BBV UL BETFE EHA=Z | ATV BT T
N <) BN e gk N < BV
VIILE LY VALY Y
U5, HT AN N
(2) EREZEDRE
MM ER L
(3) &A=&

RN

3. RTBEREDHERRUERE

A=A




v Liil
YL

. BAT BETHEMED & B KW
K%@%ﬁﬁ&fiéﬁb@wﬁ%’ﬁbfpm%®$&@ﬂ%@ﬁ%25néo
M— 2. A& ORFESIETIC ZENE) BB

. HBOBFEEHTICEITARER

TIT 7 HIY R—=LEER (%)

PRAFSRA: PRAFIERE ALK e £y 350k
0.25ug 0.5ug lug 3ug
PTP A1 111.1 109.7 110.3 109.9 | B L &7 L
3 EH o TN
R 108.1 | 107.8 | 110.0 B L DHRACATE LA, L
25°C-60%RH IR % ITHY e 7
3 A SEHATIFEALEDHT

FECHLES
108.9 109.2 110.1 109.2 | &, 3 & A sz
fhb (25T

IedE (1)
B

T IUPIFNTATFE U228,
LIRS T=%ITE Y H
7=

17 (0.25pg/lpg 1% 3
T LS | #H) TPTP v — hMIft
A 2 Bug | EAA SN, 3 A TIX
X 1) T?b PTP o — R 6L L
TN WLk, £0¥07
RIS S 2o Tz

PTP %k 111.7 109.5 109.8 112.0

40°C-75%RH 1 ACIEEAEDL T E

3 & A N SR
MmsE | 1043 | 1064 | 106.2 I L ’ti’%tg’igg%’ Hj{i(
7=
WA (B =G Lf:i;']: 1 HTATOH AN
) 113.4 113.4 114.1 115.1 | A, 1 HTOLT | fFEF L. B LESHITH
DITLETE VRS T
PTP al#* | 97.4 100.2 98.7 98.5
60 77 Ix-hr R %E 99.0 101.4 | 100.0
A 95.2 100.0 98.3 96.8
PTP @¥t* | 96.8 100.5 98.1 97.3
120 5 Ix+hr Rl %E 98.4 101.3 | 100.7

) A 88.1 100.0 96.2 91.3

iR 60 & A PTP w12 90.9 93.5 92.6 91.3

(31 y FOVHE, iEl ey FOfE
PR ﬁmﬁ%(%f%ﬁiwﬁﬁkhmrmOﬁkhmrﬁmBO & H | OHFEh) , ARz
DN TR 2R D IR o T2,
{BE>
60 J7 Ix-hr OYERREIZENEET T (1 6001x) 24hr/day FRE L7236, £ 40 HEHGEIZHHY
120 77 Ix-hr OYRENI=ENEE AT T (1 6001x) 24hr/day PRET L7254 59 80 H MIALE IZAHY

. RELER VBB EOREMS
AR

. FEDERELTIE (WMEBILFEMZEL)
BN -y AP



9. AHM
MER e L

10. &% - a%

(1) FENRELGES - . SMENRRCRSE - SEICHT HER

BARSAYA

(2) g%

(ZILZ77aO—)Lh T+t O0.25ug)

100 & 7/ (PTP10 4 7 &/ X10)
500 51 7 &/ (PTP10 # 7t /L X 50)
500 7 72 (XT . BLEAFIAD)
700 7 7/ (PTP14 1 71 X 50)
(FILZ7aO—)LHFEILO0. 5ug)

100 1 7 &/ (PTP10 4 7t/ X10)
500 & 7/ (PTP10 % 7 /L X 50)
500 71 72 (NT . BEAIAD)
700 7 7/ (PTP14 5 7% /L X50)
(ZIL27O—)LA T 1pg)

100 # 7t/ (PTP10 % 7k /L X 10)
500 51 &/ (PTP10 7t /L X 50)
500 7 72 (T BEFIAD)
700 1 7/ (PTP14 5 7% /L X50)
(ZILZ77aO—)Lh Tl ug)

100 7 7 &/ (PTP10 » 7 &/ X10)

(3) PHEE
Y LA

(4) BREBEOME

Al 2ES

ME

PTP: AU 7uvr'Ly, 7AI=UAh
W R)xFLrTL 7% L —h RVZFLV, THAI=ZT A

NTRNA] | NT Lk

o HT A
XFyrv/ T F
NoFr BV xFLy, RUZFLLFLT7XL—h

1. BERREINLEME
Bricp L

12. Z0ith
M L




Okl
1. Hif
(1) ElRORXAH
R
(2) HFIONE R UK
{8 ~ PV I O O3 )RR 721k

(3) #AI2—F
RN

(4) HHEOYHE
HEEE - PR
Fe o 0.93~0.96

(5) Zofth
RN

2. HEIDHERL
(1) ARy CEMERS) OEERVFHMHE

Woes | 707 7 a— /LN 0.5ug/mL

e | 1mL R

R TINT 7 Ty K= 0.5ug

WAl | PSR N 7 'Y R, kX ) —)L
(2) EREFORE

M EE R L
(3) &=

BN 122/ e

3. MMIBMADHERRUVERE
RN

4. Hif
A=A

5. iBAT BHE[EEMD H 5 MY
B 7w nHl TIV—5. IBAT DA[EEMED S D5 HEY | IR

6. HADFBEATICETIREN

PRAFSAME LRATHAR TRAFIEHE S8 BAFE (%)
40°C 3 & A oREy i) RERBALAEE & 2 k7e L 89.2
50°C 3 & A oREy i) RERBALAEE & 2 k7e L 86.3
- " - TR FRERBRAERE & B b7 L 94.9
EARCET | 3EA R | SRR L AL L 91.0

10




RS PRI PRIFIRE I BhAE (%)
3 & A 18 A RERBALANE & 28 k7 L 94.0
BEEBOL T 14 H ) RERBHAGRE & 2 b7 L 92.5
30 H SRR AR & 25 (b7 L 86.6
—20°C 30 & A Cianack ity FRERBRAERE & B b7 L 98.0
5C 30 & A Cianack ity FRERBRAERE & B b7 L 98.0
=il 60 & H 18t ABRBEIREE & 2 k72 L 96.6
<BZE  HHEOREMSE
RS PRAF ik RGN | R I BAr=E (%)
95°C HOZEZBT 5 4k FERBH AR & 2L 100.8
EL., x5 & 1. 3 B L )
o 2. 3. 4, 5, 14 AHIAT = BT 1 B
VN LIRE 2 3 R T S L ’
<BE . IMTEROREME
PRAFERM1 RIFH 15 RIFHART | (RTFIERE N BRAFE (%)
o Lt L R
40°C —75%RH g%%%ﬁkﬂm 98.7
o o 5mL Z/NyiF L., &% . ARA N | BB AR & 2L
B0C—60%RH | iz, SEN | (rx e | 2L 99.2
o R BH bR & 2L
5C oL 101.8

7. ARERVABRRORENM

RN

8. fFl L NEEEELL (HMEILFHEIL)

Rk L

9. BHM
RN

10. #&%E - 8%
(1)

A% L7
(2)

253

ARNLELGRSR - GF. SMENERLTESR

10mL (&% HIHR)
ARA b AA) ZFMLTND,

(3) FlREE

AR

11

- BEICEY S1E®




(4) BEROME

11.

12.

il (RS ME
’{Zi“{j:

i SRR o AT A
Fro 7 AR Ty REERY)=FL U
ARA B AR ZF L

ARREE SN DEME
WHRIA & LTI RO T 2R OARA 2 HE LT D,
AEoRAE - AR R SR R 2

FDith
PARPANA

12



ORLAl

1. Fif
(1) FROXAH
A
(2) HFIONERUMHEK
HE~E B AOK AR
(3) #HAla—F
RN
(4) HEDYHE
500um~ 0.3% HIE SRR & O E S
YA 250~500 8.8 RIS =y 7 7 X — (ATM 5
I3 - R 10g
P I IR I e
i : ROB—F 2K — (RYHT I 7 m it
106~150 21.8
75~106 23.4
~ 75 27.0
Z2 B 39°
TRBE (i) 21.5%
(5) =0t
Y L7gn
2. HWHIDOHRL
(1) BES CGEMERSD) OEERUVHME
Moe4 TIVT7 7 a—Ui 1pglg
1g WF 18 (0.25g) * |18 (0.5g) H 18 (1g) #
Hhksy | TVvZ 7 IV R | TAT 7 ANV R | AT 7L R | TAT77 s R
—/v1pg —/1 0.25,g — /L 0.5,g — /L 1ug
wgl | D~r=hr—, buERaATTUTL, BTF LT AX=
(2) EBREZEDRE
MM ER R L
(3) B&
MM ER L

3. RTBEREDHERRUVERE

PARPANA

4. Aif
PPN

5. [EAT DFAIBEIED &b KW

Bt "

13



- BAIOBBEHTI

BITAREM

. RARERVBBRORENM

RN

14

PRAFSAE PRATHIH PRI HE NE & vis Bir#E (%)
70°C 1 LoRER o 100g RERBHAGRE & 2 b7 L 90.4
AR 1g RERBHAGRE & 2 b7 L 89.5
. 6 /] B 100g ABRBIAARE © 2 {7 L 96.3
WCTURH T am, I SRBRBIAIT & 25 {07 L 99.7
e 100g ABRBRALARE & 2 b7 L 98.2
250g ARBRBAAAREE & Bk 7e L 98.8
el 60 f& H 0.25g ABRBRIARE & 2 k7 L 100.7
J3 el 0.5g ABRBRIARE & 2 k72 L 99.6
1g ARERBHAGRE & 2 b7 L 98.9
HRIZHT HREM
PRAFSAE PRI HE WA & PR BArE (%)
60 75 Ix-hr waie (Vv — VB ARBRBALARE & (k7 L 475
madE (v x — L) 9 BRPHAARE & B b7e L 98.0
190 5 Lohe | |EEE v —LBIRY . ARBRBRAR & 25 k7 U 30.2
ealtE (U — L) ARERBHAAR & B b7 L 99.8
<B%E . FAHEOREM
PRAFSAE YT T | R | RAFERE | WA R it o
Ky EEIMEE (0.4%
S —1.5%) 2SR B,
25C—60%RH - PeIk, 2R SRR
D % B b L
e % o
5C igéfgﬁg‘ K- HAIIET (0.4%
(o Ty | = - ARG B MR (0.4%
. PAVINE/E: V(XN e X —1.1%) DD LT,
fE RO MLIRE | oo gourm (- | 287 | O | 2508 | wp en mmmprn
25C—60%RH T 1 | 522770 S
S 5 15 1 ) :}‘/il/ <K 1T 27 L,
- TV, ZOEEE PANEENEIp 0/ ~
5C s mmac s, ALy BBEB) (0.4%
(v 7V v T 0.8%) M/ BT,
1B A B L w, EE, HEYEREIX
LN FE i) 272 L,
<BE . IMITEROREM
U T RAFE (%)
PRAFSAE AR |NE=E P bR e | 2 i 1% | 8HE | 1287
VA2 o .
25°C—75%RH | \2 CTaEn f%’a’féﬁ# 100 90.9 88.9 84.3 84.9
k. Fy 1g
JftE e = e
5C — LT A fffff z;ﬁf 100 92.8 94.0 93.9 89.5
UCHRAE, a
IR KV 2 %, 4 8%, 8B LU 12




9.

. FEDERETIE EEEMNEL) D
TOTya— VB ESEER RS L, AR PSR ES OWMEITEV 25°C—75%RH

BIXOECD 2 &£ THRIFE LT,
SN
B & 3414 Bdatt (BT : g) 5C 25C —75%RH
(7:1557 gg;;vﬁk B 2@ 4 8 | B 28 48 8
7 V7 7 a— VR (=) (=) (=) ()| (=) (=) (=) (=)
R A 1:1 (=) (= (=) (=) | (=) (=) (=) (=)
AR L o Ao 0.5 :2 (=) (=) (=) | = (= (=) (=)
N Y IV NN 05 :1 (=) (=) (=) ()| (=) (=) (=) (=)
HNTF a— LR 1:4 (=) (=) (=) (=) [ (=) (=) (=) (=)
TP 05 : 1.5 (=) (=) (=) (=) [ (=) (=) (=) (=)
< — Ly S TR 0.5 : 0.75 (=) (=) (=) (=) [ (=) (=) (=) (=)
B 7~ HIRE 0.5 : 0.75 (=) (=) (=) (=) [ (=) (=) (=) (=)
& 77 A > N RRL 05 :1 (=) (=) (=) ()| (=) (=) (=) (=)
H AL —H 0.5 :0.1 (=) (=) (=) ()| (=) (=) (=) (=)
o7 T VEERL 1:1 (=) (=) (=) ()| (=) (=) (=) (=)
7' U kL 1:2 (=) (=) (=) ()| (=) (=) (=) (=)
TV Y U HERL 1:05 (=) (=) (=) (=) | (=) ¥R L *
Y —PYERL 1:0.1 (=) (=) (=) (=) [ (=) (=) (=) (=)
o = kL 1:24 (=) (=) (=) (=) [ (=) (=) (=) B
VT B — LR 1:05 (=) (=) (=) (=) [ (=) (=) (=) (=)
7V — NPERL 0.5 : 0.75 (=) (=) (=) ()| (=) (=) (=) (=)
IRF L kL 05 :15 (=) (=) (=) ()| (=) (=) (=) (=)
(=) MBI b2 L, % BISRIKT
<EEEA

5CTIIH AL —HBL A TN 2B N DCME T RA LIS HEZITIZI0%LL FOEGFER TH - T,
ZNLAOEEA ST 8 % IZHB W TH 90%LL EOEGFEREZ MR- Tz, —J7, 25C— %%MJT
1% 4 BT S RAMBZE DR BT AR U RIS S OEFERIT 90% L, ETH Y E
KTITRD N o Tz, FLbE, zL@dJn//r?Aifi HIFa—)L R, w—XL v S PERL, 7/1/
J— NEERL, XTIV Y AR E OELE L 8 R THIRERIT 90%LL ETH o7, ElEI <
ki, 757V CEERLE OBLAMIL 4 BB ET, a7 TR, v Y =R, YT U —L
HIRL & OELA LI 2 % F TI0%LL ETH - 7273, LI ORIEFRF Tl 90%LL F OEFERT
Holz, LL, mﬂ%;“%@ﬁiwvw?mﬁ TPV UKL, Z A > NlRL, T A X —HE, U —
VRERL & OFC A, 2 BRITITFRTE 90%LL FThH -7,

ek
(k)
H AR R i HakRis (O8N Vi)
25 : [A#E#L 100rpm RERIE : K (37°C)
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()
120 |

100 | b e )

o
ol
o

!

wHEE(%)

B T e R (43)

10. &&%E - 8%
(1) FEHNDEGES - OK. SMEIRHREESR - BRCHT 51FR
RN

(2) A%
100g Offi, FZERFIAD)
0.25g (43Al) X120 E)L (3 41X 40)
0.5g (43@) Xx120@ (37 X40)
1g (53A1) X120 4 (341X 40)

(3) FPREE
L7

(4) REB|OME

BallliZ ]k T
o7 WKV ZFLy, TAI=mA, KU =YF
JREL%E o T A
I >
Al Frv7 7 UF
Aoy BV FLY, BVTFLUTFLTLL— |

1. RIRRE SN I EHMEE
Briz7p L

12. 0t
RN
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V.

ARICEY S1EH

1. PEEX(IHHR
OTRAEERIZBIT 284 I D RBERF IS IR (ED Loy AE, 7% =— B, &

AL OUE

- JE =N

il FECIR AR A RE AR T i

v v DBES AV - B EAE
AR (KA D )

OB HERIE (Bpg 77BNV ZR<)

2. MEXIIHRICEET HEE
BE ST

3. HBiZERUH=

(1)

(2)

RZERUHAEDMES

(ZhEEHE)

AFNL, BEOMIEI N T DREEOFZREHDOL LI, BGELTHET L,
(BHEBERL. BHERE Qug hTEILERL)

WHE, RALH1ET VT 7Ly R—L e LT0.5~1.0ug R OHF 532,

7L, AR, ERIC X0 EEHEET S,
(BIFRRISHLAEIE TE. TOMOER 2 U D REEBICHESKE)

WHE, KATH 1B VT 7 00y R—L L LT 1.0~4.0ug #1535,

7erE L, AL . ER, AT K0 EEIEET S,

R &)

W, NRISE LR EHRIE Bug 1 7B ER<) OBAIKIT I B 1EBIT VT 7 vy R
—/L & LT 0.01~0.03pglkg %, TOMDFEEROLAITIZ T B 1ET LT 7Ly K= b L
T 0.05~0.1pglkg %, T ARKANL GEAFIOH) 121X 1 B 18] 0.008~0.1ugkg # R O# 575,
=Ly R ERIC X D EEHEET S,

RZERUVRAEDRERE - 1R
'V—5 (7) zofl] 2K

4. BZERUVHEICEEYT HEE
REIN TR

5. BRERAUIE
(1) BRT—E2/1\vH5—2

(2)

% L7V (2009 4 3 ALLRTDKGE TH H729)

4 PR L R A B

FEFER N 16 2283 bg (P77 s R—/ e LT bug) P ZHERRAKS L, #3E%
1 BN R OFER  (REBHRARI) OB 23R 7 id B RAER O BIIM S8 205
7o BERITBOMEALFIREEITOTHUOBREER ICB W TH AT/ E < ERFHN
TOEEBTH -7,

F R AR AW U C, 2R O ABEENRE MR R, MR, JRREZ OMmOT
FAZBWTHERR B E 72 2T 2RO 2o T 2,
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1) AF ORI KE LTRGBS 4T 2 L R O BB B R4,
1.0ug. Bl FURIFERER FAE, € Do &% I > D ARFHHRF I D)
LH1ETHD,

(3) MERGRRABR
AR L

(4) HREERIEAER

1) BMHERIIRER
Z AN ST AR B HURIE CEMOEY R H 5 WX TEE B2 AT 58F 25 L Li-Zhik
(63 fiigk) —HEEMMBRE FE L7, &5 8130.75ug/H. ARHEITT TR, BEHRIX 28
WE<ThH-oT=,
X7 4NV AL VE _FHPEEEZHET S MD (Microdensitometory) {E%1T o 7GR, &
INT A= REMEOZEAL LV EEORAIHIES D VTN ERD T, EEERICBNTIT
N7 7 a— G RTT T B R BEERHIC N THEN A LI, T OREIXRR & & 6 I
720, HEE (p<0.05) 1X20lUBH LN E o7, FIREHEIC K DRk e Bz Ix T
N7 7 a—VEHRER T TR RTHE (p<0.05) 2B, BHELEEIC O W OIRE
X 2o,
ARERF T L7 7 0 — U ERECRARE 3 6, T2 . TRA 2 BIZE080 iz 9),

2) REMHBR
BB L

(5) &% - HEMHER
AR L

(6) AEMER

1) FABERE (—REARBERE. B EEARERE. FRARELERE). 2ERTET—4
R—RFE. WERFTREBRABROAS
BN AN

2) RABAFHLELTEBRFIENDARXIEIEREL-AE - KBOHME
LN

(7) Z0itk
OA# Tt ILA - &H
TEERIEICLD MR L, BIHURIBEREAR FIE & OVEHLERIE IS 6T D R BR M T b L,
WS A HMER RO bz 39,

O=Hl

—ARERAREER SV T BB AN BIFLIREMEREIR TE. B2 I DIBUES V0 - Bk
JELZHAT L. Wb A $75>n@&>%ﬂ7‘_ 69,

18



VI. E3hFEE(ICEH T SIEH

1. EEFPHICEESHSILEMXIZLEYE
X I DEHEIK (v N A —, =Xy b=, ZAT Y b))
HEE DS (LAY ORRE XTI EEF L, BFOEBEBTLEINTRMCEESZRTHZ &,

2. FEIB{EH

(1) YEFRERGL - 1EFRHER
OG5, I E v, O 25-hydroxylase (2 L > CTHRIBHD 25 (A KERL X341,
MM 1a,25-(0H)Ds IR SN D 10, ZDOFFTO 25 (MKER{LE i Z AV IR FE I AT 7
P IR G ORFEERIZLRFEINTWD (T v ) 1, 1a,25-(0H):Ds 135, /MEIZIEM L.
BIEHAEEER . BRESCEER. ME 5 O Ca WIEEIERE 2 RKELT 5,

(2) ENERM1T DA

BRRILREER
EX IV D RZHDHWVHKRY > - 5 Ca BEFHF T v MIXF L, HL7 VRER. BalKILHTHIE
PR OAEENE &2 7~ 12,

SRIER - BEBER
TNT 7 vy R—= )L OFEAUREEY 1 o ,25-(OH)2Ds 138 WUVE R K& OVE FRERAER (g
Al OE Ml ~DEHE - 731k) ZHFT 5 (in vitro) 19,
&7 R HE
BEFHICBWTT V7 7 a— V& 52 X0, BFEMEZ2E T 28 EmENEmL., g3
AICEREER L TBRZEET 2 Z LRI TS (B NMEHERIE) 19,
BEIZH TS Ca RIN{ER
HARGICEY, ME 1e,25-(0H):2D ED EH & & HITIKTF L TWD/MMETO Ca WINEEE L
=125 (B MEHEE) 19,
m#E Ca EF/EA
K Ca fEZxT L, /DS D Ca WIEEIEH (b MEMEB AL, RIFURIEEEIKTE) &5
WIRHER (B H 2 WITREIBUREREE 7 » B ICL 0 iiE Ca # LR &2 1216189, 5.k
# oMy Ca EITESCORME T2 /R L, 1 Ca DHERBIZ L 2L 3.4 H & HESh b
(B ~) 19,
EreFoeRBiREER
BHEYA a7 o —OFRINER, BELZEEBEZSET S (B MEER RS 17, LW
KT v ) 2020, Fiz KLU ZEFRIRE L O A EIFRIR SR VE 20T S8, fesstt
D EI HUR RS RETTEE & Bl 9~ % 17.20,22))
1a,25- (OH) 2D L DYERLLER
Bog5E ST VT 7 vy R=LO@xiE, 1a,25-(0H):Ds ODF LR, W LEnll
ETHDLZENTRBEIN TS (B b, EHBRT v ) 2022,

(3) {ERISTBSRT - FHERSRT
BB L
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VI. EMENEICET HIEE

1. MAPEEDHR
(1) AELEYDLGLDEE

(2)

e A DI 1« ,25-(OH)2D #1359 20~70pg/mL &\ it T 5 29),

HERAICIET V7 v a— a5 52 ikt o 1a,25-(0H)2D O L~ EH L~
EFTCETFLIENRMETHLEZ2 NN, EESEAZLY 1a,25-(0H)2D MEENER
D Z ISR BN R PR 1T E T & AR 20,

FRIREAER THERR SN PIRE

OB 7E LA

EAGIE 252

fERERNIZ T V7 7 By K=& LT sug ™ HiElE &5 L4, miE 1 o,25-(0H):D
FEITHRNT B L 9 BRI Il (141.9pg/mL) & 72 0 DISHE LT-, O M-Hi% 17.6
Rl Cdh o 7= 29,

g ¥ 5
PR R 2R F I 30 HREEGR DK (lug/H) L=FromiEd 1« ,25-(0H)D EE I
26.1pg/mL TEHHIEIZ LY 14 H% 21.3pg/mL, 18 H1% 3.1pg/mL (2 L 7= 20,

O Al

(3)

(4)

fERERRA 16 LT V7 7 By K=& LT bug PR O&K G L7854, Mg+ 1 «,25-(0H)2D
R 8.8 R I — 7 ICE L, @il FREIL 111.6pg/mL Th o7, Fio, R - Wrh
BT S (AUCo4sn) 1% 2875.4pg * hr/mL Toh 7= 2,

1) AFNOAB SN KM EIE, 111 4.0ug TH D,

i

MMERR L,

RBEHNLY AGES THT AT DMEI LS T MEOF = v 7 %{T7H5 2L, (IVI—5. &
FRHARER EZOHB] &)

BE - ftHEOEE
VI— 7. ¥HAELEH] &0,

2. EYMEERNS A -4

(1)

(2)

(3)

(4)

(5)

AT 7735
B L

IR
B L

RN
BB L

HUTTUR
gk L

NWEHE
BB R e L

20



(6)

Z 0t
BB L

3. B&EMH (REalL—Lav) @i

(1)

(2)

R A&
M ER e L

NG A— B EHER
BRI L

4. RYR
M ER e L
(%E)
JCL-SD. 27 v MIZ SH-TIV7 7 Iy R—= &R O#KE L, WIREIZOW T2, PIRRIL
ch i RS E SEBR (0.08pg/0.8uCi/PL) TIEZFIARD B DIRIL3FR D S AL, U > 2 NI i BE ool F25R

(0.44pg/4.64pCi/lC) Ti, 24 KL £ TIZ 8.0%2/ MG Y > 358 % /L CRIL Sz, Beh-1% 2

~8 FFRNZEREL L 72V > Nk 1mL FFI2i% 939pg @ SH-T /L7 7 vy R— g &, &5 3
7% O PRI 1mL 12X 3H- 7L 7 7 Ly R—/1 9.2pg. 3H-1 «,25-(0H)2Ds 5.6pg 73k H &
iz,
ZOEIICMRESN L COWRI G ETHIET DM, /MMEY U RRE2 T 5WINERENHDONRH
% 20,

5. 5

(1)

(2)

(3)

% — fx BE P9 @ id e

M ER e L

(B3E) 20

JCL-SD.AT v MIZ SH-T/VT 7 vy R— V&R O#% 5 Uiz 5E O 5B k3 2 Mk
hIEBEDEIE (% of dose) 1ZZHFH 0.023+10.002 (2 ) . 0.047+0.004 (6 FFREIT%) .
0.046+0.004 (12 FFfE#%). 0.051£0.013 (24 FE[E#%) . 0.048+£0.004 (48 IfH#%) TH o7,

;% — R R RE MY @i 1

M ER e L

(%) 29

R 18 HH D JCL-S.D527 » MISH-T V7 7 1 /vv K—/L 0.55ug/5.82uCi/0.05mL (= % /
—V) L& EARNEEE LTz & 2 A, #&514% 2 RO A0 135 5 U HED 24% 3 FEHAR DI FLH
SH, BRI 2.5%., BBFICIE 2.3% 03 ST, 24 B OO T RMADITIZ 4.4%., IR
12 0.7%¢& 2 BRI L 0D LT3 B OB RE S A 1 2.8% LI T A B o T,
JE. L B RIS S TR~ O/ AL B Y 72 0 O BRe A I3 2o 72,

FiA~DOBITH

MERR L

(%) 29

MFE T HH JCL-SD.27 v hBLUOHAEFT v FEHWT, BBUCSH-T V7 7 1V R—)b
0.55pg/5.82uC1/0.06mL (=% / —)L) VL% §lRNE G- L 72 % O BURRE D FLIT AT Z i~ T2,
ZDRER, BT ~DOBHEOBAITIZARGEEDO AT Y ¥4 LE L& TR, SH- 7 V7 70
Ny R= A 55 ORI AR OB REOFHEEIZHE KITIZE A L0, Holzl LTHHED
ThTNPRebDOTHD,

21



(4) BERA~OWITH
BB L

(5) £~ DEITHE
YRR L
(%)
JCL-SD.AT v MZ3H-T AT 7 by R—/L 1.25pg/13.1pCi/lCa#& O 5- LT,
R HAAL B B o 7oV O BURRE /A I RTHALAE LIS Tl 5% 6 W CRemilcizE LI, mlE. Bo
Rz 2y o 7= 27,
1 EBEEIZH LT 15 H MhEke 5 Cid, MiEds & O IR~ O i iEIE 3~5 528K L7223,
30 H e TS I RT AT bNneho7e (T b)),

(6) MFELFEEE
TINT 7 Ny R= 3T L LTYREAEHEA LTS 2930,

80r 80
*H-25-OH-Ds 3 e
§ 60+ T -&E 6oL *HVD, H-7177 51 k=1
° S g
& 40- HVD; g A0F
" B
¥ 20r SH—7r77n0 k=1 R 20r SH-25-OH-D-
i N i =
Ce-Ya7u > @z B-)REBH (I v 7 F 10 AT BKRIKED
C1e-UREH
b biifEhe-Z 070 2, UREHADH-VD;,
SH-25-OH-Ds, *H-7 V7 7 BV R—)LDOFEE
6. {5
(1) RBEPGLR CABHERR
M EE R L
(B%E)

DOJICL-S.DET v MISH-T /L7 7 1)by R—/b 1ug/10pCi/JC a8 M35, 3 L O 0.5ug/5uCi/
VC& §lRN I 5% oIk, s ZOVNG, B, BEOMETIZIX sH-7 v 7 7 vy K=/,
3H-1«,25-(0H)2:Ds & bz &, 777 By R—unb 1a,25-(0H):Ds ~DZE#a7)s
HRCIAT DIV TND Z ENRENT-, FMEHITIE3H-T V7 7 vy R—LHkD 1
o,25-(0H)2Ds B < . FFIZIZT VT 7 avy =N L FAE LT-, ZDOMONREIED L L
TiX 1a,24,25-(OH)sDs HAFIET 5 AIREMEAS /R Sz 27,
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pg/g or mL

E®Z v M

TIT 7 B R—)L & FOREEYDOEE

[ 7rzrany =
1o, 25-(OH)2-D3
la, 24, 25-(OH)3-D3

ikl LS

LAGIE 253
150 P e -
¢ 30H s

By 5 3H-T /L7 7 Ly R— Lk a

(Z v

a b ¢ a b ¢

AN R 1
BHEZ oMK, M, ko
~ 0.22ug/lE/B R O#5)

@D xkZ 7 v bORHITE A WEAFERIEICL > T, 777 Ly R—v®D 1a,25-(0H)2Ds
~ORHERF LT, I iz 3H TIVT 7 vy K= VIR A EL Y A F 1

T 26 NLDKRfb &= T, 72725

BT,

3H-1 o ,25-(0H)2Ds A il 1% 1Tng/hr/g T ¢, PEAEIT 120 /0 F T

2|
m}

v Ly R—L 1.
TINT 7 ANy R—) liver

W EHT 20 4

%
2 g
& 0.6 s
Lo 0.5 4
= 04 ®
% 03 &
E5r 02 ©

la, 25(0H);D4 0.1

PR o N N

30 40 50 60
o B 7T T ALY E perfusate
E
S10F 05 &
=1 le, 25(0H):Ds 0.4 8
X sl 03 %
g 3 02 2
) 015

10 20 30 40 50 60

120 4

(7 DT AN DRI

fraction No.{7mL/tube)

ARk 1 o,25-(0H)2Ds Z ¥R L T BERR)

23

IR

VIR TP 3H-1 «,25-(0OH)2Ds 23

ELHRAGIZ AN L 7z 10,

HIFAFTR T T4
ER BEEE
M 265 nmBEY

DHEFH OB L OMERIE D7 a~ 75 7 4 —s34%—> (SephadexLH-20 7 7 A)
WCATHh IR I 200pg DT V7 7 By R—/b BEFHATH#I1E 200pg @



% %

2100
ZIL TIVT 7 IV R—)b Dm 1:1, 25 (OH) 23
B PN
Y
R fur -
i 80 3 20 F
N 60 ]
~ ~ d
= 2 /
£ 40 8 101 o
o = 4
D o /
) o /
3 3
o 20, 5] 2
& H & / e
R / R e _,,/-"""»_
: 1 1 ! | et} I ! !
0 30 60 90 120 0 30 60 90 120

perfused time (min)
FEb PRI IR - OB TE
SRR PR R O FHE

B FEHEE IS5 SH-T V7 7 ALy K= 3B L 3H-1 «,25-(0H)2Ds DRI {1

FIEIEET v b~ SH-TV 7 7 Ivy =L EEIRNES L2546, 1a,25-(0H)2Ds ~D {3t
HEIXDRZT v hERBETH -T2 3D,

@7 N7 7 1INy R=)LOFIZEIT 5 25 fiKEELIRIE Feed back regulation %521} 72\ Km
=2uM ®© 1 BEENIETH D, —FH. VD OF 25 (L AKEEAL K E Km = 5.6nM
(High-affinity-Low-capacity reaction) & Km=1uM (Low-affinity-High capacity reaction)

D 2 BB T regulation & 5217 TUN 5 82,33),

(2) REIEHET OEBER CPF) DHFE, FE5X
RH B L

(3) NEBBHROERRUZOHE
R L

(4) RBMOFEOERRUELL, FELE
BB L

7. HEit
(1) HEMERAL R ONERE
Pt
(B%E)
T b e RTES—VAERIZBWNT DT v MISH-T V7 7 vy R— a2k O&k 5%,
57y ORI SN2 Z EDBIGITFIEER DI RN L TV D Z L 3RO BTz 1),

(2) PRt
MR L
(%)
JCL-SD.ZRIERT v b (T~8ilh, 1) BIOXE X I DRZEHET v b (3 HE, ) 1<%
NZh 3H-1a-OH-Ds 2 1 (0.96pg/10.1uCi/0.2mL/PC, 0.57pug/5.99uCi/0.2mL/JC) Xk
M (0.50ug/5.291Ci/0.05mL/PE, 0.51pg/5.34uCi/0.05mL/JE) 5 L 7= DR E L OFEH ~D
T RE D R FEHEM 3 2 T RLIC AR T 27 39),
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EFEZ v b X IUDRZET v b

P 5% SR (%) meantS.E. BREHEIER (%) mean+S.E.
0~24 0~48 0~72(h) 0~24 0~48 0~72(h)
%0 JR | 1.17+0.03 | 1.71+0.09 | 2.17+0.06 | 4.44+1.19 | 6.04+1.25 | 7.76+1.32
i # | 55.4+1.50 | 66.6+0.40 | 71.6+1.10 | 31.4+4.90 | 52.7+5.50 | 58.9+3.70
. R | 1.73+0.11 | 4.06+0.36 | 6.26+0.62 | 3.41+0.57 | 8.71+1.14 | 12.1+1.50
! # | 35.4+1.60 | 62.2+1.20 | 68.8+1.50 | 8.56+2.52 | 27.5+4.00 | 37.0+6.80

8. FIUVARKR—F—IZBHT BI1EHR®
in vitroilBk (b MEESABEMIE (Caco-2)) ICBWTT V7 7 Oy K=, FHL < I3A%H
¥1a,25-(0H)2Ds 2 & ¥ MDR1, MRP2 ), ("\MRP4 O # LR 7 EREANFE S iz & ORENH
%o

9. BNEFICKDBREE
BAN- AP
(%)
250H-D3 37 a7V » EfEAR LTV A D EREOEITR IR 350880, 77 7 vy R—)b
IZEL LTYURE AT LS LTWADT 2030 ZOR[REM TV Ve E 2 b5,

10. HEOBREHT 2BE
Rk L

1. Z0ft
LR L
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VI. &t (EALDZEESF) ICBEJI SHIER

ERNBEFDER
E SN TV

1.

T g

2. ZERAHABREZTDER
BREIN TR

3. MEERIIRICEEHET HFE L TDEH
BRESN TN

4. RERUVRAEICEEYT IR EETDER
BE STV

5. EEGEAXRIE L ZDER

8. EELEARNIEE

8.1 MiEHW N T A EREMSTZAMBREENDSDPNDZENHDD T, MIFEH LT LMEK
OEHERE 2 EIMICBIZ 5 2 L, [8.2, 8.3, 10.2. 11.1.1 &#]

8.2 WMERHE AT, ARG, MDY 7 MEDEHIREZITV., MIEH LT 7 A
ENEFEZEZ 2L H>BGEZFESTHZ L, [8.1, 83, 9.7, 10.2, 11.1.1 ]

8.3 MmANY Y AIEEEZ L72HEICid, EHICRIET S, REICL Y Mg b vy v AMENE
WIICELE O, WE L CREZHEHT S, [8.1, 8.2, 10.2, 11.1.1 B

<SR

AHFNX, B TOIN T DRI ERET AERAR S 2720, @l v AAENEELT 5 FlHe

MR H 5,

8.1 MVI—8 (1) HEAARMEMELUHIENR 11.1.1) B8

8.2 WEHG AT, AAIOMHEHAFIX, mMiGH LT MEEZEHOICHE L, EFMEEZEZ
RNE Y EERGREHETL L,

8.3 AN Y AMIENFH LA, EHICARAZRET S 2 L, RIEICL Y ME L
LMENEFEMHEICELES, BEL TG E2HET 2L,

6. BRENEREATHBEICHT HIE
(1) Bt - BEEZFOHLHEE

9.1 BHHE - IEEFDOHDEE
9.1.1 §YVIEDHLEE
U rmRaM et L, mig) SMEE T &,

<SR

AFNX, IBETY VEROEEREZ(EET 2EARH 5720, &Y VENE(LT D B8E M
bb, RANC K DIRFEEBRGT 20N, BHEREK T EECRIF ISR TEESE, &Y Ui
JEDIFREN DN D BEICE W TIE, miEY VBEZMR L, LERGAITY VEEHKAA Gk
BeREE I V> T A e T~ —5%) ZOPHLLED Y MEE2 T2 X 5FEETH 2 L,

(2) BHeREEESE
WE SN THZRN
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(3) FFaelE=EE
REIH TR

(4) HIBREZ=H T HE
RESH TR

(5) 4w

9.5 YE4m
PRI SUTIEIR L TV D ATEEME D & 2 RIS IE, 1aiR EOARIENfERIEL Em D &oplr S
LA DHEETH L, BMER (7> ) TRERGOLE. RIALEEEFENA G
TN 5D,

SRR

REEE CIZ i SN RRBR 2BV T, fm TR LTV 2 "l REME D & 5 2ot i3 &% 5-%t
BNHRAAESNTEY , RN 2 ZEMICETAMEN W EMLERELZ, 7 b
AW B AR 53 ¢ B LEBIEENR D O OHRENRH D 37,

(6) &2Lim

9.6 =FLim
TEHR EOA MR ORFREOAWEMELZ BB L, RAOME UIPILZHETT 22 &, Y
ER (7 v b)) TRACLDHAER~OBITRIT, BEYRGED 1/20 (Y35,

SR>
Z v bW ERERBRICBW T, 77 7 vy R= LD Z 0 LIz R ~DOBITH
ROHNTEY ¥ FFIF~OEEMRE DT ORE LT,

(7) /MR

9.7 INR
[# 7€) 0. 25ug - 0. 5ug - Tug - 3ug * & 1ug/g)]
M AN 0 MEEDOBER 2+ ATV N D ENSRG Z2BME L, WiE&REG 5575 L.
WERGIZOR X YEEICRETHZE, ST v MROBRGICEIT 28T T
v MRS HBb TS, [8.2 &[]

(MFA%& 0. 5ug/mL]

R RIS T AT, MED AL D AME, RFPHDLV T L 7 LT F =Wl
LOBEE T IATOW RN LV ENOHRG 2B L, WKk 5T 570 L, BERGICR LN
KOBEEICEGT L L, SET v MREOEGIZRBT 5 EMEREMEIIRAT v M@ &
L TW5, [8.2%]

<PERRD

GBI TS S N RRARBR IC B W T, /N REVEA~DHE RN 72 <. ZRVEDHENT
LTWRWIEMNLERE L, 7y FEAWEIERKARICBWT, $h#E7 v MEOREICE
D AMFEIEIIRER T v ML HEb TS,

(8) &ElnE
9.8 EE
EICEETHZ &, —RICAEBEKENMETL WD,
SR>

A IS A DD AEPRRE DI T4 2 —fRAIEEFEHE L TRIE LT,
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7. HEEHR
(1) BtRZZ L ZDER
REIH TR

(2) AZFE L ZDOER

10.2 HREE (BFRISEEYT S L)
A4 55 EEAER - FEIE T ik BEFF - fapRIN T+
VTR LEEHET LA | B 7R AMIENEE | AP TH D,

Befb~ 72y U b RIE~ | L OREDDH D,

Vi SN
UX & ZHH REIRP D b LBEN | AFICX D EI LT T Al
= = A N5, FENFIE LT HE., VX&)
[8.1-8.3 /] AANOVER DR I D,
Hv T LELA AT MIGERH S b | RANIIBE COANLT T A
AN KR, IR | NHABERRH D, O Z RS D,

[ TR AT

[8.1-8.3 &[]

4 I D RO OFER FEAMERIZ X 5,

Y NI e
[8.1-8.3 ]

PTH $.%I
FUYRFF R
[8.1-8.3 ]

<PRFL>

|G AN = SR ¥ : 51} |

BB R EBE I~ SR T LAEHHBR TV T 7 vy R— L LRI E LI-E 2 A,
BV XV AMIEZEZ LIZE OME 39 NHHT-0RE LT,

[Px# U = 8u5H]
AN T AMIENECT-SHE. XX U ARAOERZERL XX U 253 (REREE)
RTINS DH -0, RE LT,

[ ndiF, &30 D ROFEOFHEEAR, PTH #5#4]]

AFNFEHEM E LTIE AN U 2% ERSEDEMRH Y, THOOFEFEOHMIZLY
BT DMSEN D BN RN D D720, BRIE LT,

8. ElER

1. BI¥ER
ROBWERRH DbOND I EDRHDHDT, BREETHITITV, RENRBD bNEA LIRS
k357 DU ARALE AT T L,

(1) EXBEIER & PHEK

11.1 BALEIER

11,11 SHBEE (LAY

HED LS D b SRR o - AR EN B NS Z L b D, [8.1-8.3 B
11.1.2 FFASAEREE. B9 (P46 B RH)

AST, ALT, AI'P ® E55 44 IFMAERE, a0 HbbNRD 2 Liib b,
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<SR

11 MEILT T A EREHESTAMERREERH CDOND I ENH D7D, MiFEH LT T A
BEOH T BHBEIZOWTHEMMICBIZT 22 &, MIEIV T MEER R H ST
BEIT. TOMEPEFBATH - TH ERISEWSEA IR, REOBLOBE OWRR.ICHE
BETHELbICBHERELZEmT L &,

11.1.2 AST. ALT, AlI'P ® EHZEZ LS IFREREREE, SER OO DLND Z ERB LD, KK
BHEBFEIZBW TR, FRRE, BRER - iRiER 28R L, RENRD o
BlEARRERIET D &,

(2) ZDthoBIER

11.2 0D EIERA
[ 7€JL0.25ug - 0.5pg - 1ug - A& 0. bug/mL - &k 1ug/g]

0.1~ 5% A7 0.1% A7
Wil BHRARE, El - IR ﬂlﬁ%\ﬂﬁ%ﬁﬂéﬁ%l@z\ HEARE, MERE, OW
T, ERL. Hm AR, 0B%
GE - BHEE. IR« WHWBER, i) - 1T AR,
" P HFEV, LUUE, IR&. FLiE) - 5Lt /1 OFGEE,
IrRTREER HUSY . EAMEEERS, W EE. H o 0. FHO-
SV K, MRS
PEER 2 REOME EF., #hiE
J ik AST. ALT © |5 LDH. v-GTP » L5
- BUN, 7 v 7F=00D | Bfina
5 (EEEDIKT)
R Z 9 FER W5, B
AR it B i
H BEIEE P oA KL (bE k)
DAt g s, TR
) BWEAH O BISEE 126 HGERE 2 & T
[H T+l 3ug)
0.1~5%Aii 0.1 %A B A
BERAE, O - R, | BEAARE, DB HAEAR R, PR FNE
HIb# M - S AT S, T
fHRL, T
GEYR - BHE., RHER - WS | LONE, IRK. BB | DFW, BB ZAME
FERRRREER | WS, B - T AR | ) - SRS 0GR, JE 2 | HERE, SRR, oo
. Jgess S1E 0 R
TH R R O Il E 5 ElES
JHF ik AST. ALT ® |5 LDH. v-GTP » L5
i BUN, 7L 7F =0 B
" A (BHREDIKT)
R & Z R, BB, B
AR At MBS e 1.
5 B E FH o4 R L b E
FERR)
DAt g s, TR

1) FIVE o0 38 SO RE | A8 e i A 2 2 e
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<S&EFEHR>
OB 7' NAI - Al

EVEDINT 24T > 7oA R, AR E CORIEASSBUEFIEIT 1894 #iH 134 5] (7.07%) ., F7=7Kk
IEIZ W TCIE 3 A [E]) Tik 8093 B 107 1 (1.832%) ToH -7,

btk 6 M (i

2

FR

AKWRET ARtk 6 &M - 1980 £ 10 A~1986 £ 10 A
DIAE* (BHEAEICDUVTIE 3 4R 1983 4£ 10 A ~1986 4F 10 A)
iE R At - VDIEUHE | At
it || S | o SR e | zom | s
(%) U e | T (%)
EE=Rn Ik 1894 6145 1279 135 139 80 315 8093
Bl 1 FA R TR AE 151 30 134 51 47 3 4 0 2 107
BlERREHH 258 57 59 8 4 0 3 131
BERRBREMNE (%) 7.07 0.83 3.67 2.22 2.88 0 0.63 1.32
SEIE S8 122(6.44) 47 16 6 3 1 73(0.90)
EE 0 1 1(0.01)
H Hm 0 1 1(0.01)
WA CBLL 020 & 25T 26(1.37) 8 1 17(0.21)
Mg 7(0.37) 2 1 1 4(0.05)
T 21(1.11) 3 1 4(0.05)
A EiY i 1(0.05) 0
=) 3(0.16) 0
HIEARR 0 4 4(0.05)
BEARIR 37(1.95) 8 2 2 12(0.15)
R 1(0.05) 0
=R 12(0.63) 13 1 2 1 17(0.21)
15K 12(0.63) 2 1 3(0.04)
I s R i 2(0.11) 1 1(0.01)
IR E 0 5 4 9(0.11)
RE 42(2.22) 5 22 1 28(0.35)
Z 9 PR 37(1.95) 4 22 1 27(0.33)
Ei 5(0.26) 1 1(0.01)
FF ik 29(1.53) 1 9 10(0.12)
FFHERE B 0 1 3 4(0.05)
AST(GOT) k& 13(0.69) 3 3(0.04)
ALT(GPT) b5 16(0.84) 3 3(0.04)
PR - REHE 12(0.63) 1 1 1 1 4(0.05)
W 7 1(0.05) 0
G 5(0.26) 1 1 2(0.02)
T LU 1(0.05) 0
Mg L O 0 1 1(0.01)
TR L O LR 2(0.11) 0
HEN 3(0.16) 1 1(0.01)
3 3(0.16) 6 6(0.07)
LDH 5 1(0.05) 0
B i JB B A PR A L 2(0.11) 0
AIRILE 0 6 6(0.07)
R 5(0.26) 1 3 4(0.05)
IR 1(0.05) 0
RO 0R 1(0.05) 0
IALAAY=Y 0 1 1(0.01)
iz 0 1 1(0.01)
AARSE 3(0.16) 1 1 2(0.02)
DI 4(0.21) 2 2(0.02)
)£ k5 4(0.21) 2 2(0.02)
B 15(0.79) 1 1(0.01)
mhrvrF=r L5 7(0.37) 0
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ARET ARtk 6 &M - 1980 £ 10 A~1986 £ 10 A
DIAE* (BHREREIZDVTIE 3 418 1983 4 10 A ~1986 4£ 10 A)
iE R &t . VDIEHE | e &t
et || 00 | o B en | 2om | s
(%) B | g | BT (%)
B 1(0.05) 0
BUN L5 7(0.37) 1 1(0.01)
i} 12(0.63) 1 1(0.01)
B I 12(0.63) 1 1(0.01)
B 2(0.11) 0
Hig0 1(0.05) 0
& NVEEERE 1(0.05) 0
ZDith 12(0.63) 1 1 2(0.02)
J¥a e 2(0.11) 0
I 1(0.05) 0
=N 7(0.37) 1 1(0.01)
E 2(0.11) 0
I 0 1 10.00)

* 0 7R VAL AR & OVE RLRRIE B IRGBIE O A O &

Ol
AGBIRFORIMEZE BRI L 0 11 fiidk, #IER] 136 Bl 2R L L TREMEOMIT 21T -7, £
DR, BIVEMFBUERFIEIT 136 Bl 7 61 (5.15%) Th o7,

N ANIERHE .
i . Herels T - | TR an.
B HERIE TPER A A © 4 3 L DEEH {EME - FEELEEK
ﬁﬁ*é}:ﬂgﬁg v 4 3 DHHL (%)
M7 Vg
SHEREBIER 0 48 17 21 136
Bl FA S5 TR 9E 151 3% 4 3 0 0 7
BEERAR R 5 5 0 0 10
BERFEREME (%) 8.00 6.25 0 0 5.15
mi® 1 1(0.74)
i/ 1 1(0.74)
JHAE 28 1 1 2(1.47)
T 1 1(0.74)
Teinox 1 1(0.74)
a1 2 2(1.47)
AL 1 1(0.74)
IR 1 1(0.74)
i 2 2(1.47)
AST(GOT)D L& 1 1(0.74)
ALT(GPT)?D L5 1 1(0.74)
g 2 2(1.47)
BUN o L5 1 1(0.74)
TG & 5 1 1(0.74)
ZDith 1 1(0.74)
PREED |5 1 1(0.74)

9. BERREHKRICRITTEZE
BREIN TR
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10.

11.

BERE

RE ST

7272 LEE AR EARPEREICUL TORENH 5,

8.2 WMEHREAZ -, AFEE T, MIEH /LS 7 MEDEHAIRIE ZITV, IEH LS 7 A
mﬁm%ﬁ%ﬁi&w;ﬁ&ﬁi%ﬁﬁﬁé &, [8.2, 83, 9.7, 10.2 &M]

8.3 MmUYV AMIEEKLZ LIGEICIE, EHITKRIET 5, KRIEIC KD migh s o AMENIE
WIIZELE S \ﬁgbf&i%ﬁﬁﬁéoBJ\&ium\nliﬁ%]

BRLOIE

14, FRALEOIEE
[# 7+ 0. 25ug - 0. 5ug - 1pg)

141 EHIZFHOITE

14.1.1 PTP w30 #ANT PTP > — b6V L TIRAT 2 X 58 F 52 &, PTP v — O
RREIC L0 BEOSUAE S EIER AR U ISRl 2 3 2 L CHRERRIA R O BB 25 0
EXHETLZENH D,

14.1.2 AV @&z a3 256, IRARUARK N GEZH S0 E o KNEEEO Y-
DA BV E D fRET 5 2 &,

[# 7L 3ug)

14.1 FEEIRFEFEDFE
IWP@%@%ﬁiPﬂ?f—F#%WUmLTW%ﬁélﬁﬁﬁ?é kﬁMT/~F® 3174

L WA BEREATIA L, B2 2 L CHEtRIARZE O EE A IHEL
{ﬂ‘»%ﬁﬁ“é END B,

(B 1ug/g)

14.1 RRIRMFEHFDEE
AV AL E S ET 256, IRARUASKENLEEZH I VnWE 5, KOEELEDO Y58
%K%%%#@wioﬁéfé Lo 7ol 2HMEMBZ DB EITOHE, LT mEEICRE
FTHZ LR CRESTS D L,

[RE% 0. 5ug/mL])

14.1 EZRIREEDOFE
BHEIL, WTOARA EFEHAL, B (BB 0.5, 1.0 132118 0.25ug, 0.5ug IZFHY)
LD EMECED 2, % CREAA 1LTIEXT L7 7 Ly K=/ 0.01pg (2FY) & IEMEC
BHIZ L,
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<SR

(h 7+ 0.25ug - 0.5pug - 1pg(14.1.1)] [H T+HJL 3ug (14.1)]

AHFNX, PTP > — F0 6BV HLTIRAT A LS, BEZRETLHZ L,

PTP @ DAl @S 2EEFEHTH D, ERATHLATFE L LCid# Lz,
* HARRBKMAGHA S HEERE 240 5 (P 843 H 27 HD)

(#7711 0.25ug - 0.5ug - 1pg (14.1.2)] [Bk 1ug/g(14.1)]
MV—6. WAIOEFESRME TR D ZEN] &M

[(MA®%O0. 5ug/mL (14.1)]
BRI OBHIIERKO L D R LTEARA MEMHT 5,
1ET7T V7 7 vy R—18 0.01ug (A% L, BHE 0.5, 1.0
ILZENENH 0.25pg, 0.5ug (ZFHYM T 5,

T3 hanis —
1o ]'[J' LT05ug :]

0.5 ].ETJL-)T-H’L?""—’LJ

L LT025ug
17§ + 0.02mL
— {T.r'l.-?)’ e R "C'—.r'b-jl
L L7001 g

12. ZDHmOEE
(1) BREREAICED < 1HER
BE STV

(2) FEERARFAERICE D HH
BE ST
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X. JEEGPRERERICBA9 HIER

1.
(1) EMFEEAER
[VI. SEZhSEPRICRET 2IHE | OIEBR

KEHB

(2) REMREHER 0
TINT 7 AN F‘“—/V@—ﬁ&“ﬁfiﬁfﬁﬁ (ES Jﬂlﬁfz Ca REITHE A I JIX S 2R WIF I
&, & Ca MAEIZ & 2

iS3E0]1

BIFDIEHIC

DT TEZDVLEND D,
AR IE BN 7/1/7777/1// F—% 1 IEHXD%EEJLZ?)ZDM\ IXFERIRN G- L 722 oD i Y 1§7§f‘f‘j:

B O1EH

CMELZE ZA, REBEHZIT 72 EOFHAN TS 6 Rk £ Tid & OREREIMIC

WTHIMEE Caflid EFNBO N> 7-D T, 1B 51 ié—ﬁﬁﬁféﬁiﬁ%ﬁéi6ﬂ%ﬁﬁﬁi’6@
BESFERIC L > T Thiviz, BEEIZFAIE L TEEAEL VAL RIERAOL b & E

TE L72bs,
TI% 400ug/kg & L7,

0 ERITROEGOLEAMEEEDIZIT & (250ugke) & L.

HRN G-

1 [EF 5B 5 —KFEHEEH O 5 bRBEOBNT-H D
ARiRIE H ) P 518 58 (uglkg) it R
SR 1 A ~ A 250 by (B
RS BEhESR | LT v b in vitro 2.5X 105mol/L (295 el g o
R E HENES) | T b 400 B B AR B PR el )

ZZ G:)EHI/\ Eﬂf:&ﬁi iﬁuu%

BV THEHEHWON L HEICHKE L Tl TRETHY . 7

VT 7 Ay R— LN UE Ca JBE IR 2 A2 B JIE SR WSSO TIL, AR RE~ D20

7 ERDMRD THR W TH D L EZ BN D, FTz,
AU E B OS5 L CiiEd Ca JRED EH L72RFAIC

TINT 7 hy R—LaEHIE LTCT
BT 2 A FEO — SR EE ] 2 35k

L7=, ZOEOEGEIZMFET CalBEIlwE L2 52 72 WHENS, BN EENED NS
)Eﬁii/c k [/71;0
<~ DA, Ty hBIOENE Y FTIHE 2~10pgkg, * B LA X TlE 2ugkg K5 &
L L7,
HH RGBT - REREEH O - BEEOB N L O
s oo | psew | 2R HEpT
(pg/kg)
~ A p.o. 2 REEN ()
vk p.o. 2 REEN (BRE)
g E)LE Y b p.o. 10 REEN (BREE)
MEAER e bo. > TR A A IR T
P . 0.4 RENBEHEN
p-0- 2 e | AR
iRz & 178 v b p.o. 2 H3ITENN ()
6 b= p.o. 2 BT A ET AL
JRE, R EAEPE & Sk 0.4 v
(24 B R) 7 p-0- 2 R K/
W MBI i SR P > p.o. 2 HARRAE
e HRE i . -
tvFaFL g | VT k in vitro 10 HESRIEM] (EREE)
FH = B BhEE) A PO 2 FEENIRIE ) (BRAT)
1n vitro
NGOG EITE/ R 0.006pgkg B X ONTHEI DR AR L T TRKETH

Lo TN 7 ANy R—LOEARAOEEICLD

DOFFHICEAE L TR 7D THDHEEZLZLINTE D,
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(3) ZOMOEEHER
BB L

2. HHRER
(1) BEEESHEEHR 942
TINT 7 Hy R—b LDso (uglkg)

i W P % | wOk AN B F
~7 2 ddY % o8 680 (552~837) 130 (72~234) 55 (39~77)
5 i fi { 710 (600~838) 103 (62~170) 58 (36~93)
Z v k JCL-SD g 620 (504~763) 110 (68~176) 56 (41~176)
5 A fin { 743 (635~869) 105 (69~160) 40 (26~60)

Litchfield-Wilcoxon /&2 & W HH (95%1SHEIRA)
10 AT v FoAaMEEIE s il T v Mo~ HHbh T\ 5,

HEER : vV AL Ty MEbIT, —RICEFSEBOME., HE, HEMI OB, RO&K
HHIO—#DO L DT ;’EtHJIEL PED St P I K OIR 2 VBIEE S vz,

FIMATR : =7 A0 v b EBIHCHITIEMORM, DOKAGHE, BREORE, BHE
BN DK B EBE7R EDEALD T RTH D W —EA SR GRERICH@ L TR 5
L. AEFEFITHRERICD, BB IOBBERBEOZ(DFEO b,

(2) REREEMHAER
R GEERBRICEK T 2 R EIEH &

T Ve LR PRI AT (nglke)
10 A 0.4
5y k &1 37 f 0.08
2618 (6 #H) 0.016
. 10 A 0.1
X HEH 9263 (64 A) 0.004

1) 7 haflif LBk
OF v bk (SD-JCL %, 5 Hlin, M) i, 777 A R—A% 1 H 1[E. 147 HRM. 0.016,
0.08, 0.4, 2. 10 BL V' 50ugkg T oMk OGS Lz, 72k, a2 bo—L b U CELE
BLOVEE (MCT) #5HARE LT,
(5]

s ARG RO 50ugkg BET, —BUEIRE L TRAROBEE, HRESHOME, £FOEFHR
EWHESNL, 10pgkg LA Lo 5 R CEEEORMD N 2ugke UL Lo R T
dose-dependent 72 (R EE D EENNMIH] F 721X N ENE A DTN, BT D6F 780>
7~

- MEFAMER ClE, 50ug/kg BE CARMERELE L O AFE REOWD . IEGEIRIEER OEE D
HEBL, 725 N HMERE O %2 X 7= LTz,

- FEERAALZEHIMEIRIC OV T, 0.4pg/kg VA E OB ERETIMH#S Ca £2Y dose-dependent (Z
HM L, 10pg/kg L EOEGHE TR P &30 L, 50ug/kg B CIXmAEE 0 &304 L,
BUN 2 L7=, GOT. GPT. AI-PiEMEZR SITIZFELE N SN2 5T,

s RIEARIZOWCIE, 0.4pglkg UL EOFEERED % < OFIT pH BRIV 721E), 50ug/kg
HCTREANHERE L,

- HRTIX. 10ugkg DL EOEGRECTHEREOEEh, PREHE ST OB, BOMTEb, B

a7 ERA LI, 50uglkg BETIIMIMRE X OGO ZEME, BREE DR A2 K A b
F O, B D OfLER VL iFE@kiﬁk@W{t# qH BTz,

- JREAHER IR, 2uglkg DL E OB GRECIRMIE EOYLIE, 10ug/kg UL EOEGRET{LE

TERR OIHENR D I STz, 50ug/kg BECITEIRME ., O, & (BHAR) BE, MiilakE, 79
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L& ORI, fifE 72 Sk 280 (FITAHIKEN) . Mtds X ORRICR T 2 Z= M2k
mEMBEEINT,

Vb, BISEISNEREEEIIT LT 7 ALY R=LOEER, BIOZIICHET 25 Ca
MIEICERTH D LEEZ BD, 728, 0.4ugkg LT O CIERFEMITRD HNT
BOT. TAT7 ALY R—=LDT v MIBITDRKNEFEHEIL 0.4ug/kg £ B Z HILD 9,

@7 v b+ (SD-JCL %, 6@, M) (7w 70y R—% 1 H 1[E, 34HM. 0.016,
0.08, 0.4, 2 B LW 10pgkg ok N L L7z, 7ok, 2> hr— b UCTHEALER X
WELE (MCT) #&5HARE L, £lo, —HD T v MIOWTILEFHR 5% 8 H DRI
M AR T T, BGICE > TEUIER - WEDRIEIRM 2852 LT,

(R3]

- 10ug/kg FEIE, BHBAAZERDNEOR L, REHMAERICIE Sz, BEHEEICIEE
W7eHIE, FiEoEdh, BREBOMER L2 BT 0B ALNT, £, HED 2ug/kg B
THREINSERE Sl SNz, Lo, IRE L8 (BIERER) TIxfaslic sk
FERE L 720 | HBEEEIIHERICZAEN <720, AREBGIERE &0 | REITEFEIHE N
LONBE SN, K3 5~6 Hf% CIXFrEOEH L B /2 leo Tz, 728, Hks
IZ KBTI A SN o T,

MRS, FRIMEREITMED 10pg/kg BE CEABRICHAIN L7z, AIMERE b MEED 0.4pg/kg
B L OHED 2ug/kg FECREBUCIEN LTz, HED 10pg/kg # Tl A BRI BRI L, £
AUTHHIG LT U SER BB B 3~ D I3 2 B ATz,

- AR AALFRIE, ME VT A EITHED 0.016pg/kg LA E, HED 0.08ug/kg L ETER
FIUES U, Y O EITMED 10ug/kg #ETH T LA L=, EREITMD 2pg/kg UL ED
BT, £, MR L HED 10pg/kg #ECTENE VB L7z, BUN &% 10pg/kg
BEDOE 1B O AHIRFEI I U7z AR L 7B Tk B B EIZA SR < 7o 7273,
Al-P % 10pg/kg THZEEZ R IR Hivlz, £ ofth, GOT &M, GPT I&ME,
ML AT m— L& I OB A NIRRT,

c —RRIRAE TIXEMB G LD BT L IZRD bR o T2,

- 10ug/kg BEOFR TIINENIREOFHEENZ L. MIROBEOZFEN, Bk, Bl LO0E
JEFREDIK FABE, MIFHERSEHOIRK, FAEOEH, & OREOMT b/ ERBIE S,
REE U783 Tl SR ORI F 72 130k L7223, B iR & 0@ dhIR3E 8 @
% bbb MhiciH LN, 2ugkg LA FOFGHETIIIEM G X 2 BEFTRIGED b
ol

- AR E R TIL, REOHEMMEINE Lo oG58, & <IT 2pglkg DA EORE TR E &)
<7V FEXTEE (KE 100g Y Y OlifigiE &) ([CBW T KT 2lEss N~ b, Z
D X 9 Z2EMIE 10ug/kg #EO 8 WRMARIK L& CTHIRD LTz,

 JREEARAREAICIE, 0.4pglkg DL EDOBE TR OAIKHAEDEE A, 2uglkg LA EORETRRME
Ve yrnk, MEREDAIKIEEDS, 10pgkg BECIEBIRME D2 (HIKIEE) . IFHilaoZE
fatEZ b, MR ORE B L OREE OFEME, MY B Z M, B AR L ONENGE O
AIKILAE . RERfH DM L OMEE R OMEi G2 ERAbil, ER/MAD F/a
2uglkg DL EOEERECHE T/ ML EZ RIBT 5B B A LN, KRELEY I, EitoR
WAAITEIR £ 72 I3 L A BN L 2o 7278, 2uglkg UL E OB ERETIXE O IR AL,
MAEREDLIRIEAE DS, 10uglkg BECILE RFEIKRIE 8 WHIH T HIRERN D ZNZIGE
O,

PLEDOBEEACTT VT 7 vy R—=/VOFEIHR G THELTZHEDTHY, 777 VT R

— VO EER 2 5 NS FUCHEET 25 Ca MEICEKT 2 H DL E X B, LbIRERIC &

STINGDOEAITEI D D2 VNITEELT D Z ERHERINT-, ARBRTIX, 777 vy

K= ®DF > MIxT 2R RKEEH &I 0.08ugkg B X HiLD 49,

®Z v b (SD-JCL %. 5. M) o777 Ay R—La 1318, 268 (6 4 H)
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M. 0.016, 0.08, 0.4, 2B LV 10pg/keg T ok &L Lz, 2B, a2 bn—L Lt LT
MEALE S ORI (MCT) # 58 Z%E L, £/, —fD 7 v MIOWTIHEkix 5%
8 W DRI 2 3% T T, HEICZ L > THEUIER WL DOREIRN B LT,

()

- 10pg/kg FHITHG-BRLATE 1 BRI E LV BFCRIRICH Y . BE RO . KREOFE 28N
il & &7 L, 5 HEE I FEOEH, BRESOM L EnAa b, ETIIegE
FIINER & e 0 TR T 2B UL STz, 0.4 38 XY 2uglkg BE CIIMASEE O S INMH] 23888
ElZHbNT,

- MESA TR ML ER B L QML 32 8T 10pg/kg BEORETHE T LIMETE ML 7=, A
BRECIHED 10pg/kg #ECT—RERD L, B ChF Bk L 7=,

- BRARAA LRI, A Ca &13 0.08ug/kg LA T dose-dependent (Z E5F L, M P &1
0.08pg/kg PA_b M B L7, Al-P {35 L OVBUN i3 10pg/kg BETE I 1AL,
—J5 A BT 10ug/kg B & HED 0.4mg/kg BETHIREIC, MEAEIIMED 0.4ug/kg L EDOF
BHBETENZIVET Lz, Zofth, GPT G, oL A7 o — LEIZEFIIA L)
-7,

- 10pg/kg FEOFRRTIL, BEIEFIH Z DO CTHIE, BoikE, BICRMEREO Q6 - k., §
BLOEGEEDOK A - Mgk, IREREHOIER, FHEOBH 7 EoF2k, Ko
FH 72N, RS L OUNBRORE I e ERBIE Sz,

Z DM, 2ug/kg BECTH L BIIRARIC EREOZBENRE ISR S NS, T T 7 vy R—
N7 T NSV A WASIESY

- B BB CIE. IREOBINIMEIANE Lo 7= 2uglkg PLEOF GRECIRE R B L, FH%
HECILWIZHERT 2EM 1% < Dlifigs TH LT,

ERRRE A0, 0.08ug/kg DA E OB 5RECRIRAIE OEVE, IR VEOILIE, BIREED
KA. 0.4pglkg LA ETIXROAKMK, BEOAIKILE., Bl ~DY o
T, ALBEEROE, 2ug/kg DA CrEBHIRIE PHO O ARRMEDZE M, SRR O, %
L T 10pg/kg #E CTITATMIR O ZAME D BIEE ST,

- HER. DE. BB IOKREREO LR, 72D NCRERE RIUKEOT b7 7 a— LGk
ICE D EMRICB LT TEEL2BIELI- L 24, 2ugke U EOFELRECHIRKALE EOBEN
(LRI X D), 7 8T 7 a— DYt OWRINIED F i C O CGEEREROHEM) 2324
HIVZDY, 0.4pglkg UL O GHETIIEBITZRD Lo Tz,

UL Lo BEEITT » b OHEMER X OB MR B T4 DAL R & ARE ] 5 R
D2 EF e inoTz, 728, 10pglkg BEIZIIT D01 OIF N EALE RS L ORI 2 0%
FECBOWTHEHIN A LN, ZhbidTEE UTHICIRET A LBt E R 2 D34 %
B e+ 5 BRI ERT 5 b D TH o 77,

PLE, RRBROSAEICESLS T AT 7 vy R— VO KIE{ER 813 0.016pgkg & &2 51
%o 728, SHEMOKRIEMM AR T, T 77 Iy K= OEHIZ X > TAUTIER - 7
EORERNEBLZLIZEZ A, Z2< OBMITHEEI L Tz, —EMEREL & ~DAaKIEE
B EOTRRDBOEROONTN, WTNHKRET L LI o TBBINTEY, &4k
EBLAE LEDLDLEEZ BV 9,

2) A XEMEH LR
OA1 X (B—ZVFE, I 9.7~11.2kg, M 7.9~11.7Tkg) 2TV 7 7 I R—/% 1 1 AM.
1 H0.02, 0.1, 0.5 BLV2.56uglkg T oxHFRAOKE Lz, 2B, 2 br—n e LTHE
i (MCT) BH#EAZRTE LT,

(AL
- 0.5pglkg LLEOHEG THREIZZE LB L, £ LUAT L TREEDOHED RO O, #
LW AR LT,

- MIRFAIITIE, 0.5ug/kg LA EOR G T, Rk, MEAFELSIO~~ M7 Yy MECE
FEDREMAFRD BTN, BIMEREES KO DSEIIZRFE IO h o Tz,
- AT, 0.5pglkg DL EOFE- T, Mgk Ca EEOHIN, MmAERE A &ORD 2 B4
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i, BUN EOHNMEAR S A S 7225, Al-P IEMEAE, GOT /EMEE, miFE, ol 27
07—V IO P Sl REAEIIA Lo Tz,

< RPEIR (pH, Wi, 77 R AR, BEB L OVERA) IZOW IR R G OB T 0o T,
- KRR IE, 0.5pglkg L EO#EE T, BIRAIE ERCES L OURERBE O A PRILAE 72 6 ONTIR
HIEEN O AR E A BEZE S -, S 610, 2.5ug/kg %5 Tld, mREIRS X 0N
FEENR D NI 23 T OESR 72 25 3 B VI EIE O A3 7 B, AL B RIS S 8 B D R E
BRBEINTZHS H o T,

VLEo< . 0.1uglkg AT OEE- Tk, 77 7 Iy R—LOFBLEE 2 65 BEEL
FELISBOONTEL Y, HABEEMNEL0.1ugkg L EX LN TND 46,

@A X (B — 7 )VFE, Ift 8.1~12.7kg. Mt 9.6~11.7kg) (27 /7 7 HL R—/L % 26 #HH (6
#H) 1 H 0.004, 0.02 XL 0.1pgkg 3 ot O #eE L7z, 0.5ug/kg Bl 26 #HHO
BEICMHA OGN NZ ENTHIENTZOT 6 HEOREGIZE EDiz, B, 2 fr—&
L O (MCT) #eH#EE2RE LT,

F7-, v br—/, 0.004, 0.02 3L N0.1ugkg #ETix 12 B, 0.5ugkg # Tl 11 #MOIK

WM AT, B R A FEh L7,

()

- 0.5pg/kg #f TIIG-BIAE L &L 0 BEFRITFINIHA L, 2SR LTI REORD . 2
HRGAE &7 L), KT 2 2 LI X000 EE Lz, 0.1pgkg #ECHEER B O
MEE LN, BHEHMPICEEEm A, KIET D Z L2k D moikiglcE Clal
18 L7z, 0.02ug/kg LA T O GHETII—RIERICEEITZR D ooz, SETHITNT N
DEHEZ LA DLNRDoT,

- MIEEAIC T, 0.5pglkg BEDIRIMERSR /R T A — & DMRE O FH A 20 Lz
PIAMTITIRMERRIC KT 2 BT A B ERE L LB LR o Tz, F2, TOMO [ MmER
. BIMERE R X O/ MR L CH Y OB b o Tz,

- RMEEERT, Ca FIEEERRB L O 1 b e v B RIS B EIXA ST, MigEERE
REICITENRD b o7,

- BEIRAEALFAIIZIE, BUN &8 0.1pg/kg UL EOHRGRECREEIC BA- Lo, R3EMZ 0.1ug/kg
FEIZIEH #PHICIEIR L7225, 0.5pg/kg #EIE 11 B ORETHEIE Lo 7=, MLHEHR Ca
H13 0.1pglkg LA E OB HRE TR G-BAMGM% B0RIZ EH L7223, ARERIC X 0 E0 I IE H #iBH
W8 )m L7z, 0.02ug/kg BETITRM2 ERA DAL, B P =213 & <IZE LWEENDT
IR hoTz, ZOM, AI-PIEME, GOT iHME, LDH iGM:, =2V o2 7 7 —EB{H M,
s VT F=vi, bR, SEDE, REBEREICTEERALNR ST,

- B L OLOMEERE TIX L ITRERALNLD T, —RI2RRE CIERFEIT R
R LIRS T-H, BHEREMA T PSP R PEMEE DR E DX F 2 /m 3612 0.1ug/kg B
THLNT,

- 0.1pglkg BEOHIRTIL, B OBRBREREG, LRNEOEE O IEL, BIREED K [ GFEE,
FEHROZENE 72 ENBIE S, MR RO, DNBEOZEM, (g RE LD
FIKIAE 72 E 3 AH BTz, 0.02ug/kg B TR F B9 KRB REL 25358 O — I BRFPE DA K
A DBIE S NTIEDICIEBEFEIT RO S o7, 6 #F#E 5O 0.5ug/kg BETIEZ
DIENNT, FAIRROZERE, BIRME OAIKIEAE . AR, DMERREOF M, B2k
ENREICHIR SN, IO ORFEEMIIKREST D 2 LIc L0 BER V> LIRTEK LT,
LT, B Dy E R X ORI T 5 2 bBITIRE 11~12 A% THEIE S s,
BEEGBRA LIV, FMBERBRBRO bivle, T/ T7 7 vy R— A& 5IZ L > TRBL L
BRI THH EEZ NS, L EORFEFRIZT VT 7 HLy R—L Ol
Hizkab0THY  TOEERARLICEUCH & 5< & Ca IIEICKN L= Th D
EEBEZ NS, ARBRICKIT 2R KEEHEIL 0.004png/kg &5 x bl 47,
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(3)

(4)

(5)

(6)

(7)

BIRHERER 0

R AT A BT A CRATRNS I M Lo r XX F 7 A K ORG R & AW 7218 IR 225848 SR
[ZBWT, —EBOERK (TA1535) ORGEHTEMEALRIAAE T CTHYERUS NGB DLy, oo~
TOEKTITERIFNETRRD b otz, £72, TA1535 #ha AW THITORBRIE TIM L 7=
AR T, BRFMEERD S o T,

1A RIS
AR L

S EF A SR

PEHRAT « SEARAIE 49 (Z > b 0.2~1.6pug/ke) . s B (7 v I 0.4~3.2ug/kg 50, 7%
0.05~0.4pg/kg) ¥ L OVEEH - =ZAH 5D (F >~ b 0.4~1.6ugkg) HEOFKGHBROFER, K&
B EREOBEY) TEREF ROV (KBRS (7 F TS S0 - IRE . BEOL(L) &,
ZHUCHED IRIR - IR E O EDOREN R LN LA, ERA~OEBIIA Lo T,

Zofth, 7 FD 2.5uglkg tE IR SRR T, RIMEEEBIEERERO b L ORERH
% 3D,

BRI ER
MM ER L

Z DR EN

OPusi R 52

TIT 7 Iy R= L OHFEMEOFEIZSOWTELE Y hEHWEREBIEST T 7 0 T %
—YavIRRICELVBEI L, Thbb, 77 7 By K= % luglkg 5\ % 10pglkg
T, fRH 3, MEFENES U TEMEEZITV, 14 HAZIZ 20uglkg D7 VT 7 vy R— V&1
e AIRNICER RS Lz, ZO/E., v a v ZEROBEIIZ L E LY, vav I THHEDL
FolBlEINhoT,

TIT 7 Iy R—=LDhy1-8iE 400.64 L/hS < L EOHELBAD 25-0H-Ds & H T 1
«,25-(OH)2Ds 72 1T AERNICREED & L THET LI ENDEEXTHLT AT 7 Ly R—
NENVBEPPURSE A BT 5 Z 3T v e b,

Ok

— KPR ICB I AV EE LI REDOT VT 7 H vy B— L H5-E S B U o e~
OEFEERITALNT, FRERICL2EREL L, MERAZEDEIHMALERBDH
TRV, F7-. K B, BFEEHICHE DT HIEEELZ BbE 2 ERIIA SN TE ST,
LTV T 7y R—= BN CKBBILZ%ZIT, B MARNOABEMK Y THD 1
«,25-(0H)2Ds ~Ha#a S 2 Z & 70 BB AT, RFIDMEIFIEIZ D723 5 AIREMEZ 23 Th
L EFEZ LR,

39



X. EEMNEIEICET HIEH

1. BHHX5S
K| . 77 7 a— L 0.25ug SR
TIT 7 a—)Lh 7L 0.5ug JEI5E
TINT ya—)Lh T 1ug JEHIHE
TIT 7 a—)H 7L 3ug JBIHE
77 7 a—/LNHK 0.5pg/mL LIES
TV T 7 ua—/i# luglg B
HIEhRSYy « TV T 7 HILy R—b I

2. BHERE
AN - 5

3. EENRETOIE
Hrik - SIRARAT

4. RV EDEE

20. iR EDEE
[#7+)L0.25ug - 0. 5ug - 1pg)

7V B — e LRI TN T MR B E R I L TRFET D T &,

[ 7t/ 3ug)
TV e —ARERR R I L TIRIET A 2 L,

(M 0. 5pg/mL]
AMFEBREMR IO L TIRFT D T L,

SRR
MV— 6. WAIOEFESLMETICBIT D EEN] &M

5. BERITEM
BEMERLTA R L
<FvoLky :HY
ZOMDEBF T ER -
T 7 7 a— LN 0.5ug/mL — AR 5k - RE k-
[XIM— 2. ZOfmoEEEE] 21

6. R—m%5 - EHE
FEREIEIESL . — ) A RORITR 0,

7. EREEFEAR
1980410 A 256 H (HA)
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- BERGAREABRUVARES, RMEENEFAR., lRTFBFAR

HR5E4 ERGAEEAR RKRES EMELENEEEAE BRcRitRE AR
TV 7 a—)b
BT 02508 1980 4£ 10 A 25 H 15500AMZ01594 1980 4% 12 A 25 H 1981451 8 H
TV 7 a—)b
BTN 05ug 198143 A 6 H 15600AMZ00227 19814£8 A4 31 H 198149 H 1 H
1% — )
7 07 [ 1980 4£ 10 A 25 H 15500AMZ01595 1980 4£ 12 A 25 H 1981451 8 H
717V 1ug
1% — )
THTTE—) 1980410 A 25 B | 15500AMZ01596 | 19804512 A 25 A | 198141 A 8 A
B 7' 3ug
TNT 7 a—)L 200641 H 30 H
MR 0.5ugmL | (Be 4 BT - 5) 21800AMX10076 200646 H 9 A 198141 H 8 H
TIVT 7 a—)L 200642 A 3 H
. - 2006 46 H 9 1994 4E 7 A 26
1 1gle’ (i w0 b 7)) | 21800AMX10206 674 9H 7 H 26 H

¥ BHRGES T ATy r— ViR BGEIRTEAFRAEA H - 19804210 A 25 H
SRR VEINEAE A B : 1980 4E 12 A 25 H
P EIR TAEAH - 2007453 A 31 H
*20 HGES c T AT e — Ul BERFEOKFEAEHA R 199341 A 19 H
SRAMELMENHEE A H - 1994457 A 8 H
P E IR TAEAH - 2007453 A 31 H

 PEXEHEEN. FBARVAEEEENSEOEABRUZONE

iz EHFEHA IEHENRE
71 7 H (0.25, 0.5, 1pg) 1983 4 10 H 24 H BHLERIE D ZIRE X 1350 B &R
WAl 1988 4£ 10 H 12 A FREAAE RIS < — A AR
7172V (0.5, 1, 3ug) 2000 4F 11 H 28 H T 7'V O THIS

. BEERR. BImRERARFABRUVZORAR

I HREAEERBHFER B PR ARG N
B HE 198843 H 15 H HEVRE 14 KB 2K BFONTIICHEEE L

BGE (A AGRFHO AL E AR FIEE 14 5

s 1886 5 2 B B OVFIUC B LA
. BEEHM
Gailbiz PR A T
A
B 7EnA (025, 1. 3ug) 1980 4= 10 A 25 225 1986 4F 10 H 24 H (#47)
71 7V (0.5pg) 19814E3 H 6 H22 5 1986410 H 24 H (& T)
A Y LR

. BEAMGRICET H1FER
AANFBRIARICBE T 2 HIFRIZE D STV,
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13.

14.

KiEI—FK

EEFBEAEMEE | BRHEESZI—F . Lt 7 rEHELE
R4 . . . i) &S =

" IEEERI—K YJa—FK) HOT (9 #) &S SRFLEI—FK
TIVT 7 a—)b
BT 02508 3112001M1046 3112001M1046 106760601 613110001
TV 7y a—)b
BT 0508 3112001M2069 3112001M2069 106765101 613110002
TV 7y a—)b
BT 1ng 3112001M3065 3112001M3065 106770501 613110003
TIIVT 7 a—)b
BT g 3112001M4037 3112001M4037 106773601 613110004
TV 7y a—)b
PTG 0.5ug/mlL 311200151045 311200151045 106774301 620003509
TV 7y a—)b
B 1ugle 3112001B4036 3112001B4036 106752101 620003508
RIgHEF LDFE

BEARR/NA
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