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B oA RIEER 337 Bl WT,  THZEEWE] D EOSERIT 91.4% (308/337) T
ol V8

(2) ERPREEEEFAER »
AR T ARG E L, R U A—/L 50, 100pg/g #E K OME EH 2 nEh 1
[l 2g £ 7213 4g HRIERAT (28%1) . £7o, ThEi1El4g % 1 H 2[F], 5 HAEA (841)
LR, MEFR BT R b A — VIBEIIETORER S TR SN2 o 72 (RHBRA
13.3pg/mL) .
F7o. BMRATR., BATEALO K EREET R L O EORIER ., I ONCERR EREE 72 5
MR F AR K IR AL AR I B 1T 2 BE A LB S ho T,

E) AFNOEKB SN TODLHELOCHEITUTOEBY TH S,
HE 1A 2 [FEhEE A BB T 5,
BIF) - 1g LR U A—)L 50pg (0.005%) #E&HT D,

(3) RERIGERFRAR
D AT HBREICLP2HE (BE) REFHHR "

RBRTVA v | AT RABREIC IO NE (RE) &E TR

) % | SHEMEORRE

FARBEEE | AREOKEBMIITLELICRDO LN B

FRRBRAEYE | BEOR - I - WEBEEAET MBS

c T ARG E BT TR O 522 1T T D EE

cE2EALUNICA B hrdH— 1, PUVA, VT /4 F, 2784 FHR
HzfEH LB

- BT 2IA LN IZvery strongll ED AT o A RAMVHAI 2 H L 7= BE

OB | BHIROWEL1gTIZ VYR N A= R EREN25, 50, 100pgE AT 54
WH A R, A 72 2B N FRF AR FRICEE O B AL D iR 4 4 TS, %
) Ko OB B D FRBRFH & F NN IRBRE AL L 1T 1E1gE T1H2E, 48[

B2 M| REAT BRERMK2ER (£40), 4B (£40) HDWVITHREH TR
Blo= H OB | KETA, REFTR (ZEER) . efteEE, {BEEHlokS &, fIE
M. ERRA

THERHE A | AR SR UGEE, R e UGEE OB, B, ARE

e B - fRTRISR 4401

- ZRERT R, SRUGEE
HEANBECHRDILVY R B A= VBB EHECABEICENT-SELZ R L
7=,

© B ARCGEE DB LR

A Friedemanti/ & | Tukey»Z & Ll &

HEA HEF xf  25pglg : p<0.01
25pg HE A %t  50pglg : p<0.01
50pg p<0.01 HAl *xf 100pg/g : p<0.01

100pg 25nglg % 100pg/g : p<0.05
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- RIVEH]
100pg/ghE D 7301 (FEH126.8%. PED KRR 580 T,

—1H
LU E kiR & 0 A o0 25 AR 1325~ 50ng/g & HEE S L7,

) AFNOAB SN THDHIELAOCHERIZLLTOEEBY THh D,
1A 206 & A BB 5,
HHF)  1gF LR R Y A —50ng (0.005%) EEHT D,

2) FEEAENITRERICHER

REBRTV A | CHEREAGHERICEDHE (BE) HERR
%t G | FE RS
T B ER A | [RIFEE O R 22 R DT A TER D v b B
TRV | - BEOL - T - BIREE AT B
cEANT T ASEERG T DB
c BT AMRENCEEE R T EHRA| OB 2% 1T QD BRE
R RI2E A LN A M R LR — LF AR, I rAKRY
VN
AT A FOEEHE £7-13PUVAZ & Lo RANRIE 252 T - B

- JRIEBALGRT2E I LN very stronglh D AT v RANVHAFI M L7-HR
#

WOBR G| ERRORFIgTIC TR R A=V &2 25, 50pg S T D EE 3HH 4 |
SMBL BRI AN FTREZR T 2 — 7T, A, A E TV AR L, #URY
IRBE IS FEA RIS BIVDEAAE M, B 2 EE 1B O & KEm
A 2gFE TE L1H 2| BipidsAn, 150 SRR 636 [,

B2 rF | WmEEBG e, BB % (8~21H)., 4tk (22~35H) KU6H% (36
~49H)

B o2 I B | KETR, SRGGEE, SRUGEEOLEAES K, JREEAIEHE, BIE
F. ERRARA

FEFMIEE | AR ERUGERE, EeMEGEE OB, SR, AHE

i | WIER] 10541
Bk e ecE g

25pg/ght K OB0pg/ght i3 RAIRE L v A EICEN TV 2 (p<0.01),
A& A s s
R | e | ER | PSR A | &Mk | Bk | & | dE | HRE | Scheffed
nglg g | deE | g | kL | F EZ N
(%) TRE

0 2 4 19 19 3 1 48 | 52.1

(4.2) | (8.3) | (39.6) | (39.6) | (6.3) | (2.1)
25 8 33 22 5 2 2 72 | 87.5 | p<0.01 | p<0.01

(11.1) | (45.8) | (30.6) | (6.9) | (2.8) | (2.8) p<0.01
50 11 43 13 1 2 2 72 | 93.1

(15.3) | (69.7) | 18.1) | (1.4) | (2.8) | (2.8)

*¥) o TSR EESGE ] DL RMRATE B4

ERERVEEDOELAES LR

e

BN oT,

25ng/ght } OB0ng/ghf i3 EAIRE L  FEICEN (p<0.01). 50pg/ghtix
26ng/ght L W A REITEN TV (p<0.01), #E : Wilcoxon D EANR E

25ng/ght & 50pg/ght DEIERA R BRIV TN H4.9% THOEFHIEITERIX

V. RRRICBId 5 HE 14




PLE X 0 AA O EX50ng/g & I E STz,

H) ARNOEBREIN T HEROCHEIZULTOLEEBY TH D,
W1 H 2 LR A BB T 5,
HBH  1g AR Y F— 50pg (0.005%) 2 EHT 5,

(4) REERIEAER

1 ’ﬁ;JJ TEAREEEAER ”

WUERRERT 15T B ARt E LT, HEEASY A X UHE (0.12%) & AR/ Z F—BH
@Eﬁﬁﬁéﬂmbané%%%u L ENER L REIOR KRG EE 2g FTEL, 1 H 2
[A1%)—1Z 6 W A AT L T, EE@%&%%%W:“& DGR LOHER & thifgfat L= (2
i‘é*ﬁzﬁﬁtbiﬁfﬁ%ﬁ) [BLEREHY) - VRBREAAG B . TREBRMG 2 8, 4 8, 6 %],

ZTOFER . BRUGEE L2, 4. 6 EBEWVTNICE W TS AFIF GREN H R Z X 2 HR
ERERELVEMIENTEY (p<0.001, U BE). KEEMEGERE L, A x5
Birp, TS DL EOSERT, AAIBGRETIE 91.0% (131 61/144 ), HEREZ
AR BB GRETIX 68.1% (98 /144 ) ThH V., WEEMICHEZNRD LT (p<
0.001, UREZR SN x2IE).,

FBZEMICBWT, AFIFRGEET 4.0% (6/149 #1) TH o712, BIWEAONRITAEE (3
%) 4.0% (6/149 f]) . & 9 2.7% (4/149 %) . HEE (Y e V) 0.7% (1/149
B, s (KA 0.7% (1/149 ) Thotz, HEERRZ A XV BB GRETITIRE D
BEFGEN 16 (BB 0.7%) B Hiv, Wb gBREAIZ R L2k TH - 7=,
Wiz e e s & ém‘_ﬂﬂ@% IIARKIF 5HET 95.3%., HEBEARY XXV VEE

FHHET 98.7% CHEMICABEEITRD b o7,

2) REMHERY

BT A E,ﬂ;ﬁ&“@?ﬁgﬁ

Skt e R R

I 7 B G L Y E’iﬁ”E’J#OEF'#rJAJ:@&V%ﬁ?Z)EE%

TR | - BEOL - B - BEEEEO 2 8H
s BV T AUED BE
s BT AN A B LT TEFOR 5 2% T TV D ERE
< JEFEBAMAET 2 BHLUNIZA P RLXY—h, LF /A K, 7 RAKRY
v, AT uA ROEFHEG KON PUVA % & o A2 52 ) T2 R
- TBIEBRALERT 2 T LLNIZ very strong LA ED A7 1A RAHAZHH L7z
B

OB 5 k| AR DL EO B RERD HIVDHENL 1 » BT 2 gL & LT,

BRI 2 G 2 CORZICIA LRI E 2 1A 2R EMEA L, 1E%7-20 0

BAEF2gM B, kETgETE LT,

PEAE
WIEIRWEDI A3 A (12E]) £ TH LIRS, BEBRERNLOD 295 )N & fif
L= a3 R8s c BT, 12 CTEAEN %szcb\f%\ci\ = DI
SUCIRIEZ Ik,

Zasx
WIENRWERE T, OIBIREF 2 A5 2 & 22 BRI DO B D% -
Jéﬁ@@iﬂ%éﬂﬁ‘ (AR : FIEGEBRLATR 6 A (243R0) DINE L, FREM
RO LN B EITFEREEZIT ),

BAE
ROmEIEL R BRI O BB B FRE - TR L2880 %, #WIEEHE & REEO

V. RRRICBId 5 HE

15




AHTTIEC LY . TN TORBIZHIERZAT O,

B2 M| WIHNRRIIRE - AR AR B 16RBA4A2,4,6,8,10,12i6 1% £ 7 (T FLAREY
PEBLE N - TR TR 2 = &
& - FRREE - PEBRETNIC BB S 36 - PRRAER 20 2 &

Bl £ | BUEPTR., IR PR &

e

TERHIE | SRdeEE, Rk eiRucEE, BIEM, BRRE, St ceE,. A

OB R R | RIER 11141

et
AFNOPENRERF O k2 EmE ok ER [[FEERE) LLE] X
88.0% (88%1/100%1) T »7=, FHHER: S HIENEERE & FERIC B4R
%w%ﬂﬁant

WIERIRERC BT D 58152 « §Hl B o TR E g UL Lo ER %21 H B A
BN T2 &, 1A 20 AR R RIS R X 0 0| ek E
REr LT,

TeH

BIWEFZEE  9.1% (1041/11041)

IE I RE R

BAREAL ORI L 5 & B s REER (v U v Vg, IR, fLBE, JE

MR, BIEEEE) C, Bk R B H ~1881%) (2B L7,

IEBNEAHIT, @EZRE Y v URELIE], R, RITELE], PR ORI, il

HEJW@WW BRERE U e VERIFITH-T-, BRI CIXEWER 2 7
. WRBRERAL LIS CRIVER 2338 & AU 7= S AL BE 1w 551 o OVEA ER 241 C &

D SRV THEERERAT & R D — @M D 2 ESER T - 77,

FE R AR AL O B B 358D o7z,

H) ARNOEREINTWDHEROCHEIZLTOLEEBY TH D,
HE 1 H 265 &2 BB Amd 5,
BF  1g AR Y F—L 50pg (0.005%) 2 EHT 5,

(5) BFE - WRBAIGER
LR L

(6) ;ampafEmA
1) FEARERE (—REARERE. BEEARERE. FARBLERAE). HERTE
T—ARN—FE. HERFTRERABROASR
O i A R A
[H 1] %ﬂ@;%% PE KL O FFERE T I LRWERFEARDL, ZatE, %)
P %@%ﬁzé&%zgnéﬁl%mﬁfé&ﬁ . FERIGEAE. %
B IR AR ER 0D WL BEME DA HE A KR 5
[FEhEIEHA%E] © Pk 12 4F 6 A6 6k 15 4F 5 A £ CTHEMi v, 2F 531 gk h» b 2R
MrxtGaie il & LT 3,425 Bl AT GaiER] & LT 38,370 il INEE S
7oo GEtfeai A =0)
(%2 & ] ROV SUER] 3,425 B, BHWEMIX 162 5l (211 ). 4.73%IZRH 5
Nz,
ERBEIWERIL TR 5EAALBE 55 {1 (1.61%) . THGERALE 9 FERE) 41 1
(1.20%) . TG fgE (BEGEALAEVE 1 2 5Te) | 34 1 (0.99%) .
BERZEEM & LT TR (HFHREIRT) ) 14+ (0.083%) Th-oTo,
U 2 ] AR e EER] 3,370 51D UEEE1E 2,384 151 CHIE A REREH 2 By N C &L
H U778 ER  71.04% THh - 7=,

V. RRRICBId 5 HE 16



OEWIME B9 2 FeplFH A

[H B9 - RHARE BT DRV R O WE % MR35

[FhEEEI%E] SRk 12 48 9 H B3Rk 16 4 4 H £ TOHMNC Efi v, 26 gk ) b 22 et
AT REGER] & LC 151 Bl AN GHER] & LT 146 BIIUE Sz,
(Fp ot g 5 )

(%2 4 M) BRI SIER & LT 151 fld, BIERIE 12 61 (15 4F). 7.95%IZ58
LTz,
RUWEROWNERIL, THRGEACEE] 3 (1.99%) . [#EMALE 5 R KDY
(R G EAORNEUES ) 2% 2 1 (1.832%) . T@EA v o NE |, Tl R e
K. TRIBHBE )1, (75=v T3/ T A7 —BH#N, [T
ANRGXUBT I ) NI AT7 2T —BH#MN . Tid v L, T
I LT FURARTT—8BHEM KO Ty-IAEI N T AT 2T7—8
N 2% 14 (0.66%) TH-o7-,

[ % ] AR SIE R 146 BIOBCEERERIL 81 B CHIE RBRAER 2 BRV TR L
7-h#ER 1 63.78%) TH -7,

2) ZRFHELTERFEOANERERRLIZRAE - HEBOME
Y LR

(7 £t

V. RRRICBId 5 HE 17



VI. EHFEEICETHHEE

1. REFPHICEEHDILEMRIILEMEF

B4 3 Ds¥A
(TINT 7Ny K=, Iy N F—) ZHNy b=, =FHHL h—L &)

2. FEBEEHR

(1) {EFAERLL - 1EFAF

VEREAL « 5%

TERET © MR R S D RElEI L, REGHAE OHEFE TLHE e OV (Fafk) B OR
R GG R D B 70 U R e T O BMEERMEAR TH S, T, EROTRRICILNE
BRI I Ds A THDZ RO LI, ZOERITESX I D ZHFEK (VDR) ~D
BRAOESENLTCWDZERHLNMIENTWS, T74bb, B4 I Dsld, FEEEM
FaDRIIE b L < ITENITIFET D FRRZAMAE (VDR) &fiA L VDR-EAKEZIEKT 5,
Z D%, VDR-EERITES T DNA EORFRAESEM LSS L, BE T DIREERET 5
Z TR Y MBI R OSIR L OFEE . S 6T, FERERHIORME 21T T\ D &
EZHNTND O

FRACAIEIZ T D VR B Y A — L OHIFEEE AN VR F M OSiR fEas S e i, 1%
MR X I Dy ERBRICEZ I D ZBFERENLIAERHTH L Z LB O LTS, £
DAEFIFERE DFEAMC OV TIIARB 22 S22 WA, HEE HA 38 1 2 a4 A oo &R K O
JE B DAL BEE T D M S S EEY (pRB) O U VR LOHIH A2 L2k 0. GLEIS S
HA~OBAT & BRI S B TR B 1 2 F0 80 U, AERREE A & OSHIRa EF s 2 BBl L T\ 5
LEZLND,

F7. RHRR CIIRIESEY A A > (IL-1, IL-6. IL-8) OFEiRFE (R D LN TEY,
BNV R N A= E, ZHY A A U EEFICEESEAEREET L2 ERHES
j’LTb\%) 10) ~12) .

D (1 & ,25(0H):Ds)

e o> o> o> >

VDR &f&F
VDR mRNA
1 ,25(0OH)2Ds *
( VDR

VDR:E4#3V D 24K

1 @,25(0H);Ds~VDR

L2

1 @,25(0H):Ds-VDR
' )
e - > T T T o

\

VI. Hh3EE B89 2 EA 18



(2) ENZBRATTEHEBRBIR (in vitro)

1) #RREIETE N 1E A

Dt MEFRERME U > EHIE R U937 Hifl (in vitro)
IR B U A=, 10,25(0H)2Ds & 5 WM T 1a(OH)Ds FRINEZ ¢ U937 #lfN % K2
(87°C. 96 W5f]) L. MFAEGEHANC X v M2 50%0H 3 23 (ICsofl) ZHH L
Too TORER, DR B Y A= 1T 10,25(0H)2Ds & IR U EE i fa HE 5iE 2 Bl L.
ZOVEMIX 1a(OH)Ds L V5@ -7, S 612, [z VT 8H-F 2 22 @ DNA ~D I
ViAZZRE LT DNA GRICKIETREZKRF LT, TO/RR, AR N A— K
W 1a,25(0H)2Ds 1% 1x10"M, 1a(OH)Ds iZ 1x105M T 3H-F 3 ¥ DNA ~DHL Y A H

Ze g L7,

E ~HERERE ) /BT R U937 RIS RS FE S 4

BRI HIRBEUC K 5 ICs0 | 3H-F 3 20 D HLY AL (%)
TR R Y A—u 1.4X108M 49+11 (1X107"M)
1 a,25(0H):2D3 2.8X108M 57+ 9 (1X107M)
1o (OH)Ds 1X106M LA E 53+ 6 (1X105M)

@t MEFEMLMIE (in vitro

14),15)

(@7 A oA LMamiEEE%, Mz LR B Y F—, 1a,25(0H)2D3 & 5 1%
1a (OH)Ds #NEFHI TR (37°C. 14 B L. MREGHIC K0 el (Ao 2
w) AT S MR R (%) 2RH Lz, ZOREER. VTR R A =L O
R FEMHIERN X, 10,25(0H)2D3 & 1ZIEMETH Y . 1a(OH)Ds LV f@ho7z 17,

E FEERACHARICE (T 5 MARETE &/ A

TREE I L B I
CPBORIE © 1X10°5M)

TR U A —v 53+6%

1« ,25(0H)2Ds 68+5%

1o (OH)Ds 9+2%
VI. Hoh3EE B89 2 EA 19



F7-. 14 AFEEEZ OR[N sH-F 3 V0 2ALE L7-#%. DNA Z#HhH LT, 3H-F
TV D DNA ~ORYAHERE Lz, TOREER, VTR Y A — VTR ERFT
2 SH-F I VOBV IAREMHI L, T OEMIE 10,25(0H)2:Ds & IZIEFRIETH D |
1a(OH)Ds L v s~ 7= 19,

Y H%)

UMY AF (B

=

H-F

1

100 <

25

75

50

25 —

e IAYE MR

D 10,25(0")2[,3
A
A la (0HDg T
1
A
| | I | 1
10-12 10-11 10-10 109 108
=eEE (M)

Wi lcoxon®MIRTE - * p<0. 05, #* p<0.02, #++ p<0.01
(HEFHI-HIT LHEE)

)2 Ak AL 2 V=R Tlk, AR Y F—rd 500 1a,25(0H)2Ds %
Nte 7 AR L, MRREGHANC X0 SHBREE (RO 2N 2% 2 i s sl =
(%) ZHEMH Lz, TORE, HAT R BY A —E 10,25(0H)2Ds & IFIE RS Ol
RN =R A R L2 2,

o MV FE-A
100
- ""z‘*{s\
B g
] \\}
B 60
% N
(96) 40 \g
20 \
0 I I 1 T
0 109 108 107 106
=EE (W)
VI. Hoh3EHZ B9 5 IE B 20



2) MMRREHARETVER (in vitro) ™

Ot MEFALHRO 2 Rk CEEEMRE Vv, Ly R Y A —rd 50T 1a,25(0H)2Ds
TINEEHLC 48 WifEI52E L. Dolbeare H @ 2 (Ao E HASHEIC X 0 MR B 0454 % 7
2—H A FA RN —THHT LTz, ZORER, XREE (BE) 2, AT AR EY A—n
1% 1x106M T S DM A2 D S8, G1/G0 #1 & O G2+M #ofiin 2 =2 &
77 1a,25(0H)2Ds & FIEED AR T - 7=,

@ Z A, VR B A —vdH B 0T 1a,25(0H)2Ds TRIARIZALEE L 7= . Hiiu)E
HICEE LTV D EB 2 b TV A MBS IERE 7 EY (pRB) O U U {bikiEs 7
YU MNA=BZEHWTHE LTc, OB, B~ IR Y A —d 1x10
6M TIK Y VER(LIRAED pRB % 22% (ifHEEE) 705 84% F CTHIM= ., &V Y BR{bIRiED
pRB Z b & 7=, 1a,25(0H)2Ds b FIEED AR TH - 72,

3) MR MEFEER

Db MHARERME Y v B U937 flifd (in vitro) ™
IR U A= 1a,25(0H)2Ds 3 % \WME 1a(OH)Ds & A 55T U937 Ml % 54
(37°C. 96 Wif#]) L. e/ {boi@fE CHELT 2 =27 7 — B L 08 & 7 7
A A ~OFEMIEZ G Lo, ZO/RE, SHREE (FEEOLERM) 12k, IR b
U A= KO 1a,25(0H)2Ds 1% 1x10°M X 0 RFEERAFHIIC = AT T — BRI 5k 2 HEn
X, Fo, MEMREEENEE, —J ., 1a(OH)Ds 1Z= A7 7 — B EMatk o
INTIE 1x10"M LA E| A HIRE O Tl 1x106M BL ETHh - 7=,

@t NEFEAHIE (in vitro) W
7T HEOREEES, Mz LR B Y A—b, 1a,25(0H)2Ds 3 5 WM T 1a(OH)Ds & A 5%
HiTHzEE (37°C. 14 B L. MAfbilaosboBfR THERT I REEEAa—=7 7
A Rz ~"m—7 (CE) & CE OZUEIcHEET S N7 A7 v% I —8 (TR) iF
PARIE Lz, TORE, LT R U A= kO 1a,25(0H)2Ds 13 1x1010M K V) j
RIFEHINC CE 283 5 A{LHIaOEIS 28N S22, 1a(OH)Ds X 1x108M TO A Hg N
EH7, £ AAVRBY A=K 10,25(0H)2Ds 1% 1X109M X Y #2ER AR TR i&
MEAEMEE, 1X108M (281725 TR {EEOHEMBIX I LR N Y A — /LT 388%,
1a,25(0H)2Ds T 328% CdH - 7= ¥,

400 -
® ok HE-)
O 10,25(0H)D,
A 1a(OHID,

300

200

100 o

comified envelope (31 EBRREHC3 T 2 %)

T 1 T T 1
ek Tl 1010 104 108
WRE (W)
Wilcoxon DIRFE : *p<0.05,***p<0.01
(HBEICHT IHEEE)

F7o. 2RISR AZ VW2 BR Tl CEDRIBMATH DA VARV T ) v a~—T—
ELTHEILT, Milaz LR R A —d b0 1a,25(0H)2Ds WINEE TRz 3% (48
Bif]) %, Za—H%A M A MU —=I2X0, BT OA R U CEERMBOEIS (%)
ERH U, ZORER, LR b A= KO 1a,25(0H)2Ds 1% 1 X 106M TA >R

VI. Hoh3EE B89 2 EA 21



U U AE A EICHENESE, ZOEAIIINLVY RN A — /LT 27.84+1.6%.
1a,25(0H)2Ds T 24.5+1.2% Cdh - 7= 19,

4) 1a,25(0H)Ds 274K (VDR) (Zxtd B8MME (in vitro) ¥

b MRERRERE U o fEA ISR U93T MIEICFET S VDR IZHK T 2R GREZ MG L7c, &
HMaIZ 3H-1a25(0H)eDs Z¥RM LA > F =2_X— ~ (837°C. 60 %)) L7z#%. BT R
F—, 1a,25(0H)2D3 & %\ ik 1a(OH)Ds Z ML, #iZ 37°C, 60 774 »F 2~— |k
L7z, TD%., HBE S O REZ T L, VDRIZHES L7- 3H-1a25(0H):Ds ® 50% % (&
Bad DI HRE (50%EHIEE) 2R L, TORR., BO%EMREE I LR Y
Z4—/LC 0.5x10°M. 1a,25(0H)2Ds T 1.2x109M. 1a(OH)Ds T 1.7x105M TH V. H/)L
VAR MU AV OZFERICHT A BRI, IEERE X X D3 Th D 1a,25(0H)2Ds & [
BEH- T,

0 -
S
{5}' 20 A
£
Bl
S
= 40 =
=y
=
e
< 6o O A
3
T
e
80 -
100 1 1 1 1 I 1 1
1010 1079 108 1077 1076 1075 1074

EEBIEEMRE(N)

LT3 —I2#EE LT=3H-1 o, 25 (OH) .D3D50% %

By 5RE

® AUk M)A 0.5%10-9M
O 1a«,25(0H),Dg 1.2%10-9M
A 1a (0H)D3 1.7 X 10-5M

(3) 1EFRIRNFRE - FriwoFR
E ., TRIEBHAATE 4~6 M TIBRDENE DO ONH EEZ B, 10~12 W TTF T h—Ickb ¥,
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VII. EYEREICE8d 51EE

1. MPREOHR

(1) ARLADGMPRE
BAE R L

(2) BREKEBRTHERIN-MPBE
1) BEEESs
R AT (BREAT 24 il E~H) ) IV AR R U A—/L 50pglg. 100pg/g #E %
HVR Y A=l LT 100, 200 KUY 400pg HEIEAT L, MiEHFO AR R Y 4 —
JRERZ 7 VA L7 X—7T A (RRA) {EICXVPIE LIFER, 2RERRICB W T
FrHBRA (18.3pg/mL) LAFCTH-7=9

2) RIEEERS

fEE NS 7 (EEA 6 61) (IS H VAR b U A4 —/L 50pglg. 100pg/g #E % VAR N U
FA—/L & LT 200 X1 400ng 1 H 2[0] 5 AREAA L, MIEHO DR R Y A — R %
TIOF LT E =T w4 (RRA) IBICE D EIE LR, 2HERSIZR W TRHR R
(13.3pg/mL) AT TH-72?,

T, SHEMERRBRE 9N VR Y A —L 5Opglg BB A LR N A— 1k LT
200 & 1*400pgl H 2 [\ 4 @SB L, MiFFH O AR Y A —L % RRAEIZ X0 HIE
L7 3. 76 CTREEMIZ, 6.8~17.0pg/mL i Sz (HBRA @ 6.7pg/mL) ©,
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BER O 30pglkg/ HREICHB W T REMES (Imm VL E) 2SFH4 2 MM ORISR S
7oo LHEIZIBWTIE, SHEMICAEEEITRO b ol
—J7, = U ATO 2EM R EEFMRER TIX, FEEES R IR o T,
NG DORERFITHESEAREEZHRE LT,
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IX. FFERERBERICEE 9 STHE

FEHER

(1) FRhFEEHER
VI BBl 2 5 H ) TSR

(2) REMEFBEER -
NV R MY A= O—EIERHIZONWT, U A, v b, EALEY b, A XZH,

— AR - AR SR, R - fEBRES SR, HALERSR, W ONIAK K OVEMRE RS OV TR
L7c, EOREER, TR, W - JEERa R, LR ICx LTl LM RERITRE D b
2ol LvL, 7y hO—BHERBIZEICB W TE M RGO R EHE 200pgkg TR
DR OB IATRRD v, BTy MEHEIRGE W2 in vitro ORER TlIkmiEE DO
NN%&TTﬁ*X%W% W23 L TR 2O bivie, Flo, T v FOKLKOEMFEN
L B AR TR, RE, RPEMRELOMPEMRE IS LT, 5% 6 FFH
ifi%%&@% TRO LNt Ll &G 18~24 FE# DR KL O 24 B4 O ifl
HIZBWT, FTFREOREHE 200pgkg TREA DLV T APEIE R MG LD A
REDOHIN, I HIZRP Y P& 0BG b,

(3) ZDtha)IEERFER
AT LRBIZHT B4R Y
E®Zy MTHVYR N A—vZ 7 BREEOSOIEENRERS L, JREP VT AHEH
BEOMHE AN T ARBEZELL, TO/MKE, WTNLOEERKIZEBWNTD
1a,25(0H)2Ds 1% 0.5ng/kg/ H D% 5T, AR b U A —/13 100pglkg/ B O 5-ThRH 7L
T AR E LR LT LY T AEE A R ST,
EHZy MV AR M) A— VB EERNICKERSG L, BEELOVE IV T AEGEE
E LRGSR, 10,25(0H)2Ds 1% 0.5pg/kg/ H OG- TCHEELNE I LV T AEEOW T &
HEIER TSN, BT R MU A—E 100pgkeg/ B 05 CHFEROAZHEITKT
=H7,
K27 v hERW, < 2HOBIIRERBEELE LThLy T AMUEHTHT 2 EH 25T L
TR, 7H%@HWﬁ@&ﬁfla%mHMhi05gkgafﬁﬁw%#m®%nt#
VAR R Y A —11F 100pg/kg/ H O G2 W TH < DIRIEHIIRITERD b o7,
ui®:&;@\wwyﬁ%Uﬁ~w@ﬁwy¢Aﬁ%Kﬂ#5¢%ﬁ\Eﬁ@@&ing
T&H 5 1a,25(0H)2Ds DFJ 1/100~1/200 LA F DOIEM:TH - 7=,

2. HMHHER
(1) BERkE5EH4HER >
ANTRE)A—)ILDRMEEME LDso(mg ke)
Z vk A X
e 5 1k il 5 I
R >15 >15 >1.5
& F 2.19 2.51 —
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(2) RUHSBILHE
ANV F=NDT v b JROA X % T A G-I NSRS I 2 R 2 f s
L7z, FRBOEFEEEITITRO LB THD,

AILOR M) A—ILDESHEE (ng kg~ H)

B Gk (5 515) 7 v bk A X
% B (4 A+ 4 BEEREE) 4 0.4
o (26 #[H) 0.8 0.4
O (26 B+ 5 EHEIE) 0.4 —

T MR R OMREZI0E U CTABRE R OV RIS OILE L, IR DEOENINZ L3,
Flo, INHITMA T, BRETIEBEGEEOEAL» RO bz, BEHEEREBRICBWN T, A
B K OV PRAME DEREAVIZIEIE Lo 7223, ZOMOZERITRO Hiviero Tz,

A R ClE. BHEICBW TR GE R E ORBEFLREFA 3580 iz, [EEERERIC
BT, ZOEITEHHNT, OB Th o7, £, WEHLEOE(LITE G-
b bd, FREOLDTH-oT,

(3) Bi=HERER
TN AR N A= OY VTR T E R OKIGEIC R T D18 IR 2R 28 S ms k. CHL AAai kit
T HYAERIFTFRNE, ~ 7 ATKT 2/ MEBRMEITRD D o7z 2,

(4) BRARIESER
LR L

(5) HEEH4HMHER
1) MEURATR 1R iR#)EA TS 5 5068
7w b (1~2bng/kg., K TF#E) TiL. 26pglkg CHEMWIZIRERINMNH ~ELD . IRERSE
O\ ENR O, BhERe, - RIS T 2 BT oo To, BlE
— MR, BAERE ) R ORIt 9 2 Rk BT E L E i 5. 25 KON 25pg/kg/H T
Hotz®,
2) BROIFREMBIAKRSHER
7 v b (6.25~25uglkg, FZF#5) Tk, 25pg/kg CREEM ARG A &2 1k - 7=
EEEE DR 2., RIICERBEMHIER SR b, £7- 12.5pg/kg UL ETHAERIZEKRE
BERRO LTz, HEWO—REEF. AREEE Fe R R OV A IR ’ﬂﬁ‘éﬁ?if =i
ZREN 12,5, 25. 12,5 K0 6.25pgkel A T 1= .
Y X (0.1~bpgkg. K TF#&%5) Tk, lpgkg YA ECREMIIAE - EEEEORD . F)
COREFT RN, bnglkg THIBEFBHOBDNEO vz, £72. BIRIZBWT 1pgkg
PLETH - IR TENFREICHEIN L7z, BEEORBICH T2 EHEEEITE I
0.5ng/kg/H TH -7 %7,
3) BAEHRUVEE Lﬁﬁkfhﬂﬁ
7/b(&%~mmwg B THES) Tk, 25pg/kg CREEMIC AR TG I A & 1 > 72
T?‘iﬁﬁ%@?ﬂi/}\ﬁi‘ (ZAREIININHI 58O Hivie, REE N O AR VT %3 2 g
=T E DT 125pg/kg/Ei“C3?>o7”4 )

(6) BRI SER
JIVT IR N Y A= 25~100ngl/g B T HEE LK OMCE HANZ OV T, @R 30 %
%5 & U C 48 MR EREAT AR B L OYERLARBR, IF NS MR RS L OV T LV — (G
@%@%ﬁ?é&k(&ﬁﬁ%%%ﬁ22m%ﬁﬁkbf4sﬁﬁ Tiﬁﬁ%%%ﬂ%h%
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R & BIREIDIN U CRERRR A B L. 100pg/g B COHEHUL, BEH A 23.3,
RIEHRBBE DN 34.1 ThoTo, MR A DKAF BRI I CRZERZ KN ILR O b T,

Fo. WS ERENE A RE T B ILRO Lo T

RARF w7 ARG O 7 XG5 5 B2 G — R SIE 0.5~0.8 TH Y, 55V LY
IZIX%y (Draize OFHlBEAE) Shiz 0, THXCRIT 5 6 BEERMRBRICB N T, 2K
1% B ~ T A2 B oD {7 JE TN 3D BTz, TR ERAAR RS R SRR, ML R E 2 ENRD B
72, FOREIIHEES EIZZFERETH o7z, U FIREBICEA LR, —@hoks
BERIENGRD bivlz, Flo, EAE Y MEBICK LT, EHEEHITRD N ho7e 0,

(7 =oOEHkEH

1) Rt
EFLEY MTBITDAZDNAVYR NI A —VDOZFRET 7 4 7% —PCA SN OEE
MR T 7 4 7% —KIG, WRC T RIZEBT L0V AR KU F—LdD PCA KIHIZE
W CHURPE TR D Hi7e o7z Y,

2) RERAEM
KRR > 7 ACHE O 7 & RAEME 2 Maximization Test {EICHE U CTHEM L7-fEE, BLE Y
MTx L CRERIEMEIIE & A LR &S 0 LI S hiz 3,

3) RENRRAEHE
RAR TR 7 ARWE D 7 J& A ENE %2 Adjuvant and Strip (2 %E U T L 725 %., €T
v MZxE U CREHBAEEITRRD DAL hr - 72 39,
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Effect of 1a,25-Dihydroxyvitamin Ds on the Morphologic and
Biochemical Differentiation of Cultured Human Epidermal
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J. Invest. Dermatol. 1986; 86(6): 709 - 714 (PMID : 2423618)
Improvement of psoriasis by a topical vitamin Ds analogue (MC903)
in a double - blind study

Br. J. Dermatol. 1988; 119(2): 223 - 230 (PMID : 3048369)
Compatibility of calcipotriene with other topical medications

J. Am. Acad. Dermatol. 1998; 38(6): Pt.1 1010 - 1011

(PMID : 9632021)

MC903 #KHE D=5 PEELREZ A 5 AR L O et O RS
A7 URBRIEIC L D HE BE) BRE TR

EPRPE3E 19955 11 (11): 2367 - 2378

o PERZIE LS )3 2 MC903 #E D 1% 1155 T AR ER AR SR

- CHERAARBICEIOHE (BE) REiE -

FIRESE 20005 16(1): 95 - 114

MC903 #R7EF D B oK 3 PR R

- MR (23 1T D Iy Eh e -

FIREEHE 1995; 11(11): 2379 - 2389

MC903 7 D& MR35 A MO RET
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ERIREESE 19955 11(12): 2573 - 2587

MC903 $K7E D =5 PRI kT 5 R G-k

FIKIESE 1995; 11(12): 2589 - 2607

s AN IZ I D MC903 #UE D22 4236 L OB A AU e
ERIREESE 19955 11(11): 2341 - 2366

Calcipotriol : A New Drug for Topical Psoriasis Treatment
Pharmacol. Toxicol. 1995; 77(4): 241 - 246 (PMID : 8577633)
Regulatory effects of 1,25-dihydroxyvitamin D3 and a novel
vitamin D3 analogue MC903 on secretion of interleukin-1 alpha
(IL-1a) and IL-8 by normal human keratinocytes and a human
squamous cell carcinoma cell line (HSC-1)
J. Dermatol. Sci. 1994; 7(1): 24 - 31 (PMID : 8193081)

Expression of Interleukin-6-like Molecules and Tumour Necrosis
Factor after Topical Treatment of Psoriasis with a New Vitamin D
Analogue (MC903)
Acta. Derm. Venereol (Stockh) 1989; 69(5): 385 - 390

(PMID : 2572101)

Effects of a Novel Vitamin D Analogue MC903 on Cell Proliferation
and Differentiation in Vitro and on Calcium Metabolism in Vivo
Biochem. Pharmacol. 1988; 37(5): 889 - 895 (PMID : 2830885)
Calcipotriol (MC903), a novel vitamin Ds analogue stimulates
terminal differentiation and inhibits proliferation of cultured
human keratinocytes

Arch. Dermatol. Res. 1990; 282(3): 164 - 167 (PMID : 2164359)
Growth inhibition of human keratinocytes by MC903 (calcipotriol)
is linked to dephosphorylation of retinoblastoma gene product
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XII. 8&&H

1. ELEHSNETORTRR
SMENZ I B FE R (2018 4F 1 H BiAfE)

ES| 2R 58 A | REE|H EB|lE E| S-SR IHA % - H O OE
7> ~—7 | Daivonex® | 1991 |#k & |50ng/g | = WM |1 H 1~2[A
e G 100g,/ 1
A FY R Dovonex® 1991 |8k B | 50pg/g | =W MEMZME |1 H 1~21A]
e K iEE  100g,/ 1
P/ Es| Dovonex® 1996 | 7 U | 50pglg | S MEmE | 1 A 21[A
H A
VA Daivonex® | 1993 |#k & |50pg/g | = & MW@ |1 A 1~2 [
2 G 100g,/ 1
rFA Daivonex® | 1992 |#k & |50ng/g | S F M@ |1 H 1~2[H
e G 100g,/ 1
Psorcutan® 1H 1~2[H]
&5 100g/#
[ FHiE K OV &)

WE 1 H 2 a2 BB D,

1. BERUHAZEICEET IR

1.1 1N 90g 22 2R IFATHL VW2 &)

1.2 AFNL, @, &E5% 4~6 HH ETIZHRPEO LN TND DT, IBERICHTZ > TIRE
AT BEE L, IEROUENR A LN R WIEAICIE, BREFEHEZMGE LN &,
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2. BIMNH T HERRSIRFR

(1) EWRICEEI 5B/MEHR CKE)
HARDOUMT CED 19.5 7]  19.6 %3 hw) OHEOFELHIILLTO LB TH 5,

9.

RENERZHI H2EBEHICHT IR

9.5 bE4F
Wb SUTAEAR L TV D ATREPED & % etEICid, 16 EOARRIEDNERE 2 LlE 5 &l &
NOGECORMEMTHZ &, ANV R M) A— VT3 @3E (7 F) ThEzELCT
JRIRA~BATT 5 Z L RRBO LTV D,

9.6 I
BREOAERMELRORAREBEOARMELEZE L, RAOMGSUIPIEZMETL 28, &
W Y A= VTR (T v b)) THIHABATT 22 L0 bR TnD,

<HBE>
LA
KE DRI E | Pregnancy
(202041 AH) Teratogenic Effects

Studies of teratogenicity were done by the oral route where
bioavailability is expected to be approximately 40-60% of the
administered dose. Increased rabbit maternal and fetal toxicity was
noted at 12 pg/kg/day (132 pg/m /day). Rabbits administered 36
ng/kg/day (396 pg/m /day) resulted in fetuses with a significant
increase in the incidences of pubic bones, forelimb phalanges, and
incomplete bone ossification. In a rat study, oral doses of 54
ng/kg/day (318 pg/m /day) resulted in a significantly higher
incidence of skeletal abnormalities consisting primarily of enlarged
fontanelles and extra ribs. The enlarged fontanelles are most likely
due to calcipotriene's effect upon calcium metabolism. The maternal
and fetal calculated no-effect exposures in the rat (43.2 pg/m /day)
and rabbit(17.6 pg/m /day) studies are approximately equal to the
expected human systemic exposure level (18.5 png/m /day) from
dermal application. There are no adequate and well-controlled
studies in pregnant women. Therefore, Dovonex Cream should be
used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Nursing Mothers

There is evidence that maternal 1,25-dihydroxy vitamin Ds
(calcitriol) may enter the fetal circulation, but it is not known
whether it is excreted in human milk. The systemic disposition of
calcipotriene is expected to be similar to that of the naturally
occurring vitamin. Because many drugs are excreted in human
milk, caution should be exercised when Dovonex Cream is
administered to a nursing woman.

(2) /MRICEET 5B/MEH
HARDWRAT CED 19.7 /NRE ) OEOFTHEITILLTOERLY THY . BN O RLFAETE K& Ok
E DU SCEE R b,
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9. BRENEREHIHBEHICHT IR

9.7 NR
INREEZ G & U T B IREER LI L TurZauy,
<ZBE>
R
Pediatric Use: Safety and effectiveness of Dovonex® in pediatric
S [ O PR S pa'tients have not been established. .Bec'ause gf a higher ratio of
(2020 41 ) skm surface area to body mass, pediatric patients are at greater
risk than adults of systemic adverse effects when they are treated
with topical medication.
Children over 12 years:
Dovonex® Ointment should be applied to the affected area twice
daily. Maximum weekly dose should not exceed 75g.
Children aged 6 to 12 years:
Dovonex® Ointment should be applied to the affected area twice
daily. Maximum weekly dose should not exceed 50g.
Children under 6 years:
$[H 0 SPC There is limited experience of the use of Dovonex® Ointment in

(20194 12 H)

this age group. A maximum safe dose has not been established.
These dose recommendations are based on extensive experience
in adults. In respect of children, clinical experience in children
has shown Dovonex® to be safe and effective over eight weeks at a
mean dose of 15g per week but with wide variability in dose
among patients. Individual dose requirement depends on the
extent of psoriasis but should not exceed the above
recommendations. There is no experience of use of Dovonex® in
combination with other therapies in children.

KA OB CE
(2017410 AH)

Daivonex® ointment is not recommended for use in children below
6 years of age as no experience is available.

Daivonex® ointment has specific posology in children aged 6-18
years.
Daivonex® ointment is not recommended for use in children below

6 years of age as no experience is available.

Daivonex® Ointment should be applied to affected area twice daily.
In children aged between 6 and 12 years (with a body weight of not
less than 35 kg), the quantity of Daivonex® Ointment applied each
week should not exceed 50 g; in children aged over 12 years (with
a body weight of not less than 50 kg), it should not exceed 75 g.
Children in these age groups with lower body weights should not
receive more than 1.4 g of Ointment per kg body weight per week.
The dosage recommendations for children are also based on wide
experience in adults. Clinical studies in children over a period of 8
weeks have shown that Daivonex® Ointment at a mean dosage of
15 g per week is safe and effective. The individual dosage required
depends on the extent of the psoriasis, but should not exceed the
recommendations shown above.

There 1s no experience with the use of Daivonex®™ ointment or
ointment in combination with other therapies in children.

The duration of treatment on children and adolescents can be up to
8 weeks.

®

XIIL. fH#&

47




X1, {§&

1. FAAl - RERICER L TERERHIEZ1T S 1CH-> TOBSERR
(1) #9g

BARRNA

(2) FlE - BARURERET 1 —T0EAK
R L7

2. TOHMDOEERH

EB1130*®D 7 v b & W= T 512 X 25 4 8B E %55 L O 4 108 8 5118 38R
([HGREME] DOfFFRIZES 3 2 AR MLEER)

kRREM ORGSR LS T FEEYE (EB1130) 5020\ T
EB1130 I%. RAX v 7 2#E 50pg/g ORFNLOBIZHWLEMA (FrrLy 7 ) a—
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