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1. BEEREOHBRIZ DT

BYEAN | —fBE ATFIRY
TEEMS | REL A MBI 250 mg
ettg SNV T 4 A Ty —v RS .
E@E4 | (1) BRRASBES. ARPMEAZWES Q) ARNREASWES
EENE | 3hEE - E () BEMZ v U TERE (7 vV TR. 7y VU TER
' Bt EPTHE ACTH EEERE, BIBE) . H34F Y — Ve
DRI
@) BARWNEEECRT 5 FHEL. E3ABEWIC TR
BREE, = b —VEBERS vUv TEGEOI LT
— VBRI EE &I
E) (1) REAENSBPEERCERNERSWES, (2) X8
FNRASWEROELENE
Rk - BE (1) 750~1000 mg/53 3 - 4r 4 BSE (Bek 4000 mg/5r 4), /MR
I, 1 E 15 mg/kg ICHEE T 28% 1 B 60 4 BMEICR
O#5E3T30, | BOB/NEIFZAF TR L LT 250mg
BEE LV,
) BEBRACE. AFIFIHRLLTIESW0~750mg% 1 A
6 Bl 4 BFEBICEARET 5, /MR 1 H 15 mgkg
LT ARY | B 6H4REAECENEE TS, 1H |
DEMNEIFZATF TR L LT 250mg BEFE LV,
ZhEE - MER V| Hricle L
R AEUS
DELZRE H
B %)
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2. EEABICBTHEREORBREEICSONT

1

()

MEBEROELNE ,
RARC/NRAECRIT 5 FM8. TR FHc CRIGRE, 3V ba—n
HiEr 7 v oy PIERREO I N T — LBRIEE OB

BB o VU VERRE (2 v VYV IR, 7y vy SR, RFTHE ACTH B
B, BIBH) . BTV —VBRIEEOIH

B b D SREE

D) ESEBOBEN 4 RROEITHEFRTEH T, AREBCELVWEEZRIETER

7o TEERT, BaAFY - VERETIREBT. FERTRRERICLY.

gy TR (FTREWS vV JERE) . BRFE ACTH EREBRURBIEES v v
VIR BIBBEED) TAMEND. 7y v PERHITARE LEVES, Ba

L ARV —AMEOREICL Y. BIE, ERE. BERE. WRERR X OBELO R

57, TNOHOAHECLY 2EREORBOADIZFREIIHTHHK RS 2
HEEE 720, FRICERZEEERIETHASHD, £io, BRI X ZHUMETEICE
BEBRENRD S, HHR PR TRERCML T, BRBREHNFAERURESVELD
FWETR V= F APV OEEIRIC - T, BEOCREBELXRT,

LEDZ &b, BISRBOERMEL LTI, [ HRIROETHRAENT, AHE

BELVEBERITTARRB) YT LML,

2)

EgELOFRNE : v ECRICBW TEENFHEICAIE ST b Tn3)

oL 1) WEEBOEEMICERLELSIC. 7y oy VEBRTIRBAIALF S —1

MERTRICERZEBEREITREAEHDI LMD, ZhEROPICHBSE DY
ERDHD, 7y vy VEERCBVCIREROVIBRNE —BIRE 2528, UTIER
T LRy, RREORENESZ TRV &, FINFEGH, WRORERLERH)
LEET I LERL. RERARBEFENLEL END.

o TEABEICLDY vy VEERI. B BECKEDRESRETH Y., S8R

THEREXEV LML TN ‘
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R EBZOR, ARNEFERBELL2D

o EPitE ACTH RS CRIBEO BEBIAEO TH LS . $<RELIRTHER

EBLTWAZLbHY., ZOBEIEIFHBEL LIRS

o BIFEETIILLEY AEAFEATIREREL, oG HMLME. BREMED

T DIARIBBDO Y 27 BRE W
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CENTVB LD BTV R, L LEROREDLERY . AF Ty OB
PR OB O T S EAERIBEC L~ CER T 5 = L IEMTSH Y, i AT

5 M ATTFEK ACTH S W FRIERER L LT 1965 S EN TRBI TR, B4 |

Chl2BRERBRRBLDZ b, TORBREEE T 07 74 MoV TIXE
{ELATHWS, ZhbDZ edb, BHADELL DERERVRHE TR, & ba)y
—AL LB EWREOE—ER E LTS TS,

& A F T WU, BOKIZBY HRERRIRO—DTH Y | FHAZBOTIHBREL LT
FREINTWS, XKETORBIIREEDLIZE VEBRB, 7 v U VEER (BA)
W FTEEEEEG LF S —VIE (BA - DR) 3T 268K UTERBRE
BEIhTwa,

O TEINTWVAEMEE - HRICBL T, I r¥Y (R4 : X7V L) X TBIBHE)
EO TEFERERORVY vV TEER). FuREy (REA : FYRVE
60mg) 1t MERMET L KRAFu R RO [RHEG & 262 VERET L k27
CERTY v v SERRE O - PRTERBIATNS, LELRES, Zhb
DOEFNIFEDRINCHRZEZT BB~ A) 2L, B b o7 gy
FOZLEFMOEATND, ZORT, BMERL UTRILSRESY B &b 24 F
BEAR) RMFAnF Y —NVETERZET D AFIRVIZ, 7 v VO TIERRE (3
CRMEMOB AT —VIE) BRCBOCROEBER AT S, Eh, IRV
X7 ODRBFAE CHREBEDORABHN LN TWE, AFFHOHRITE T
»Y ZEMHEOETCOFERELRE,

0 A F T AT L ThE, JI7 Lkl CHIBAMCI T 1968 RIS 2 v 0 P ERRC
X HIEENENEE ST, BRATELBERERASRTRBY . BRNS0o#HB
ERURRATEDMEDDH D 7 v v FIEEREREL LTHERIA TN, £k, &
T TERE ACTH SUTFREOME MREAE L LTOREEEILTHBITLR
oo, BARNFWES 17 v JROBE L IBROFS & (FR 18 FEWET) )
T v U IRCHT S EMRE BEARCERATELEBREAT 2/ FAR
FER LT, IFFVRTRIAZ Y E L BIRERENTWVWS, BB, AT

m#bz%f~w\7i/7»??ik&0i7:79xby(mmw)ﬁaﬁﬁﬁ'

ENTVER, FRTRRERTHS.) LORHLDD,
BEDoZ eht, BREOHEREL LT, Ty BRITR TRENRHRICAE ST

3. Bk 4 HEORBRRBICOUT

(1) Ek4HEOERBRRERCHARKROAE=OLNT

1) %8 G-

ZhEB - 2R A bvuvik, HETEH-TRIE ACTH RUSEERE ST ABEOBHT
EThs,

B AR HBEREMERE

CZOBEITREAETERL. A PO RBEERS LTS -
FRAFF L ANF S — AR ACTH EXEZDOWThrOEEH
ETB, BRFIC 30mghkg HRATA by 3g) 2BFITI—
MEXGXFRLL L b BET S, MREBWTHRRZRETIZ L
BEFE LW, BEOEHICMEY > 7VERAORE (81 7:30~8:

00) WERT S, Wi, ML S ARRIERRR Y ELNICHET D

b, EDR BEC ATV VERT ATV S0mg & FHRET S,

REREBE

1Eﬁmndn—w%—nomsxuw«wwﬂﬁﬁmmﬁﬁ
RERBT D,

2 A : BIBORSHEERRFT 27200 ACTH BRE - 8 BT T
ACTH % 50 BT IEA LT 24 BRI RF X7 1 FEZEIET
BLWVWOTAERNR ACTH RER ERT 5, MAEKRICLY
+HREIENTFENNER P U RERZERTR BT
&3,

3~4 BB : REH .

5 AE: A MuroRE, AL ELIEXBRBTRETEDE

BEE LW,
A 750 mg % 4 BRI & 6 BIRR D IRE, 1 BIOHEAIX 15 mg/ke
LAY T3,
MR 15mgkg & 4 BB LI 6 B E, | HOR/NAEIT 250 mg
BEEULW, :
6HE : AP yORERE - REFRILDIC 24 BRRPRT 0
1 FEZRIET 5,

bBhTWwWa] KNS T LHE L,
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KREIZBWTC, A% 7 vV TEGHABEICH LTERT 2 HE
iX. Expanded access ﬁﬂﬁ%ﬂfﬁ_ L. EMRSETOXE SAF 4 2
77 —<itDOEEER/ . FDA CHIEOFHREEITO 2 L CHERT
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ABEA (RTs
BB 5BRED
® *

1973 4 8 A &R

2) #E G-2)

ZhEE - HHE ’ BB R ERBSNEY (ACTH) &EKS v v TEEFHOEND
#8, :
7 o v T IEBEREBRE DB,
i, X7 u—FRO) s ithLAREBECLSNDT NV FRAT 0
VAWM L ABIBRBC R T 5, BEaAFaXTual KD
PERERR.
%) TR BEENECEETS (96 - %)

B A A -

AH L, BINEE & R TR RED H B0 R R & &/ R
Mz B), FHL L BEXIERIRET S,

ZEEBF E LTHEATAES  AFEARIE, RP 173X
=y AFEA FE, B4 B, 1 B 24 BERET 5. &0 2
AZxEME+5, 3 BRI, A MRV 750mg G B 7EL) % 4
BREIcE 6 ERkETS (1 ARAR 459, BERRFRTu s Nk
Wita BEICEZI DL ENTVE, A PERVIZRISELAT RA FO
RIS LAY, aAF Y N EARBESIC L B DT
1272 < ACTH BREACHIBIBRERFERICL VBRAIAF Y —
AL 2 BT,

EREEL LTERT 2B : 7 v IREERIERICBVLT, BRI
BEORBIZEORBEINDA, 1 H 250mg~6 g BINF S~/
EOEFERICHEL STV,

HIREREORFCBN T B 1 B 3g (122784 2458ILE
BansFadf FEGAT S, S

R
ANBIZX L, 15m % 4 B 6 iR EOFRANCESWTA
BFA (EELABEILIC250mg A EET5),

BlRE :
BRHT T RCESE | HEORAGFEZRIT ARV,

) TH  BERAEICBIETS THE - AR

= 1998 4EIZ Alliance Pharmaceuticals Ltd ~JR7EHEZ BEE L7z,
) ENTHRANA L HEHRESILE b, AFTRVE 250mg BF
TAHEN FENBETH B, MEHEY e VARICEERS —#O
BB RRBE, TOMOESIIAMLETHS,
3) ME ’
RE TR ABEESh TV GRESEAE : 2011481 820 B)
i - A

ABFEA (Ehi3m

B 5BlEOH
"

AR OBERIFEE TITLI TRV,
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[ ZhiE - ZhER - PV UTERBERYIANFa o U RZEDCHEZEE AW
& LIEACTHRWORE
- ACTHIEFMORIBRERIETGEE (BEtr v 2 v VREREE)
DR
- - ) TR EEASICEET S (B - 28
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1. BWH®:

7 oV v PEGRCE Y AT RERRLEEORERH AT
anFabe t°ykifi®%ﬁ%2w?,

AFIRPER

a) ACTHOWREMXZ ORNZ BHE LEEHEREIZ L 58
R SR TEMA, 2L, RERSRBRICLATEREYE
143) A MY OUEHERER, MFFOI-FATF
INFV N ([LEHS) RO/ XIIACTHEEIET 538,
AFFRI~2g (BK3 g EFHOBEILIC, 3—7 VX
TR E L BITHRET D (30 mghkg, DMROBE LR .
Jubiz®D FEIZRE, 11-F R F T avF S — VR UPACTHD
BTN ER % BHSRHTERT 5. 7. StaubiXfRil
BTEREZITO L S HBL TS, LIEITELICARRET
%o WOTFHORDIZ, BT 50mgERET 5,
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b) RELESRAR : ACTHOBTEMRZOBEI LS v v/ I
BRCBTARBREMELEEOERNBEEANL LR
B (ARTORMICRS) : RACHESNEAT 2L g
BlET S, £F. AFTROBREEARRIC LT S ERE
BEBET 5, WIC, 20WHITH7 0 A F 5 H500~750 mg
AR LICRET D (B3.0~459 .

NROBE, HIRARIEIS mgke. B/MNIRII2S0mgTH B,
IR EUERIChE VAR Z Lo ET 5,
HFEMIFHE L B IRAT I RXIBRICRATEZ &
BHEE D, RFAT A FECHTS X POy 0RES
224 MIEIICRRICET B L B 5R&ETH D,

2. WBEA%:
7oy TEERE .
AERBEZLCREST S, INVF Y NEQERICKER]
BARE250mg~6 g TH Do .

B) THRE - EQNECEETS VR - AR

250 mg A 7 ENRR250 mg §E, FARE LT 2g (250mgx8) #RARET D,
[(RBEER] KE i :
[RBFVA ] FER, T 7 MMb, BEEE, 28, 28, 72 X3—~—%k
[RBRER]

Rotk  BREMP, FEFRIRLMTNR 7% (1027) OBREIAESI,
BITERIFL 30 % (8727) 1 10 s &, LR, [BL) BT HEHSL5 0BT
BEMD IV Thoto, BEEERVWTNHEECH o, LEDZ &b, AF IR 2
OB O EEIL, RACHELIRL, REMRRE THoT, '

PK/PD : A F TRV 2g #HEIRNOKE LI L &, AFTRVERHIZBREh, #7
EAA R USEAO ML EYRER TN ENREE 0.5~4 FE K U10.5~6 BFRIC, B&EE
EICBE L, FHBERERMIIThER 19 BARC LS B Th -, 7 EAAIRE
BEDD Cp T T8 AUCo.p Hi EHVEH 7296 ng/mL K TX 12964 ngimlL T o Te, SERIEERED
Crax TN AUCo. 0 1. ENFh 3407 ng/mL BT} 7073 ngh/mL Th-oTa, B 7 ENLROERE
BIXERIORN 25 Thot, AF TR 2g DEEIZLY . WPROAFIZBW T Mg
AT — MERR SR S TR L, —F, IET 11-F A F S arFy —nfg
IR ERTE & T LT, ]

AFRER (EiX{b | 1996 4 10 A &R
BBt 5HROF :

5. BERBICRIERAOLRIE - RBFIZONT
(1) WEHLHERR. EVBDESRFOLRAIE LTOHRSKE

%5 BETIRY v v TIEGREOREE - BRIZOVT, BARG/NR TR
RORABTEARILTNE,

PR RS & AR L biz, AFTHVE 250mg BF
THRE T ABATH B, MBHIREI SEAERICEENE—HO
ROBRIZBH, ZOMDOEFEALETHS,

4. BEHEABICOVTERERTCEE L ENMEEEBREFIZONT

EyBhiesE o 4-1)
[REEw]
Q) AFFRUDH FEN 250 mg B UEEH 250 mg OFABINSA ZT AT EYF £ % Cpx
BWRAUC &S BT 5, ‘
(2) MFEHIAF Y = ERK 1-FAAE Y 2V FY —VEOEE > 5, ARAO 1p-
 Ferxv—E0oREFRAERIET 5.
[ABxt4] SHEAREGEERE 27 6]
(65 AT R O 542 Rk ]

< BB B>
[44)

PubMed % BV T, #3 lcushing disease or cushing syndrome or ectopic acth syndrome or
hypercortisolemia or hypercortisolemic or hypercortisolism and ‘ Metyrapone] (limits #$REIC & 5
BRFE : Mhuman) and [English)) TR LARR. 355 @AHMESne (REKE 201141 A
5 B)s &5IT limits B482C (clinical study), (review]. meta-analysis] BUVNRICET 38E
& LT lall Infant or all Child) TENEIAY RBRERIT - ISR, BEFRIUTOLB
YV Chol,

+ERERSRBR: 138 (5 BEMEALHERR: 2 8, PK RR2H. AFTHRVES
: HEB 28, AT THUBRERER | W)

+#HR: 54 % .

+AR-TFYA 1B

/R 768 (5bARAFFHRBRERR | 8. WBINBEFIES 78,

EP/NRAEPIHE 1 8
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{es]a)] LT, 3 BlIR—RRICER LR, ZO%, BRLZED, AFFH-ORMEEE
E &5 WEB Z AV T, BFE Metyrapone or Metopiron or A FZH Y or A bEmV | - fThbh, 205 H 2 PhTiRIBRIE L LCTEADR, TEFREXENETNTONNI,

(E) 7 vV 7TEGRRL, BB v U 7K. BEME ACTH ERBRRUBIBEY v vy

EFRRERIE L. BRSNS v Vv VERBERTZ L. FAEUETIE, BEO

7o SEERY 17 o o TREGRE LERL, BE0s v v ERRY TRITHE

7o SEBE LESLE, ¥, BaAF —VidER., EREORBRICLYEE
BIENRDZZ DL, (7 v v FEER) KEDTE,

1) HESSTHERE:

BEERRER & LTI I N 38O 5 b, B|EALHEBAB 2 T VThb oy v U 7E
BRERNGL L bOTRRMoT, HEL, 20 2 SEUHIRARS Y LTl Shi
11 8 /NE & LTt i 76 & DA TOABR R AV b BERICBIT 5318
TR S BERE LSRR, BT 2IBRENTOAF 7 R RECETIREL LT,
LT 16 BB b, : :

- BIBAE R E LICRR Q8 X S5-1-1. 5-1-2)

 (AEKRB ARSI AR (5 B 1 3K 5-13~5-1-7)

- hRERHRE LIRE (28 : TR 5-1-8, 5-1-9)

 INREERIRE (7 8 TR 5-1-10~5-1-16)
PTG DEHETRT,

{EepeEr]

(DLong-term follow-up of low-dose external pituitary irradiation for Cushing's disease. Littley MD,
Shalet SM, Beardwell CG, et al. Clin Endocrinol. 1990; 33(4): 445-455. >
2B BDY v TREE (FH352%. 11~67T5K) K LTTREBEE AFFH
1~2.5g/day DEEEITV., ZOEIEIC >V TRE SN, 2B, FEE. EM (R
A F Y — EOERCRG0E I AF Y — A0 BNEBOEE) 1KoV CRHES

Nz, TEEFEBIFEEREI v ADAFIRUIRECLHOENERT333% (824) BE

9
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and [CK=t b) TRELZMHBR, 255 @3mMHEnE BRRB201F1A58), Zhb. 1 BITIEAF 58 ORBRE SR Shi RERTB LN TVARY,
DHH, REAEL LTOHE, BELIVBAFRRRBETROVBR, A F TR 8 B 13 AIHRENENORD, BEOTEAEARN (14). BIERKE 06, £
BT s REHERIIUTOLBY ThoT, \ FIRUVEPRE G ) BMTbhic, AFIRVEHREADS B 14, 13 v AR
+EBREER: I (O LEMERILLERB: 0. PKRAROH, A F IR KL ERETY v JEEESEE L RBORLAEEEICL VT L, fuo 2 #lide
HEa 38 nEN 4 » ARV160 3 BOBRERTbN., 7 v v ZERRER L @EHERICET
+R 38 4R ZE#AL).
+AZ TFITVR O
+RE i 458 (FRPHREEL) @Aminoglutethimidé~ and metyrapone in the management of Cushing's syndrome. Thoren M,

Adamson U, Sjoberg HE. Acta Endocrinol. 1985; 109(4): 451-457.%"2

5By v VEREBRE (18~61 K. 7y 7% 11 B, BIBEE 26, 2K
e ACTHEGERE 2 B) IKAFTRUBHBVNIT I FAFF I FORMTETEA DB
BEERITON, AFTFTRL 136 (7 v 7% 9 6, BIBIES 2 4], ZFtE ACTH
EMRRE 2 B1) ICRE&Sh, AR BREPROBEITTRTN, 7y 7R T 500 mg~ |-
3 g/day. 19~196 H. BIBHEET 125~2.5 g/day, 25~162 B, RFHk ACTH EZRET |
~2 g/day, 25~45 A Tholz, A FFRUVERESNEI vV 7HRBEIFTIR, R
L F Y —ERESINCE L TERICERD L, &5 | BRZOFHEDRIT 54£9 %

0=7) Thot, ki, 77.8% (719) THELUL (FE3 B, WE4H) OBRKRHRER
BHLN-, BIBERD 2 flike bIZRP AT Y —NEOETHRD LI, BEZR
TN TNERBRURETH> -, B ACTH IEGERO 2 FlCIIMERRIIRD bh
BhofbDD, AFFRVERHEWVET I/ I7AFFIFLOfRICL VRPN
PV MEOER B BBD S, ; ’

AFFRAREICLY 385 % (513) RBHERABREDOHh, ThThb IV @),

ZEHE (15) Thokd, WFNbLRECAYN TES2BHER I 2 o7,

[{LBECoERBTFRFOS]AER]
®Drug control of Cushing's syndrome. Child DF, Burke CW, Burley DM, et al. Acta Endocrinol.
1976; 82: 330-341.>*Y
18 Bl 7 v v FEGREBE EBORERL. 7y 7% 16 B, £tk ACTH
ERREE 1B, BIRES 1 B WML TAF IRV LT I AT FI R O RROR
BRI OV TR SN,
S5 E
RBITEATF TR 2~42¢g/day &7 2 7 IAFF I FO 2 BERARERTbhE,
#5 5 AURNICmEILF Y — A ERCRPEE LT —NMEOERLFBDH S,
91.7 % (11/12) THREMMPHR Shic, BREROKED 76 CRDbNE, EED
AN —EFLTWE 2 FIRISIEER L CEE L, BERRBO 4 Flicis T EER I
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EOHENRD LN,
#BEDGIT6 B (2% 365, BRI F) ThHhoiz,
B 58
6 BITIEAFFARY 2g/day (500 mgX4[E) &7 I/ ZAFFI Ko 2 BRIGERRE

BT, BEPIELRo% 281 (KB) #E< 46T, €0, 26 B~1 £/, &5 |

RSN, 2 ERGAREHMTIC, LESAF Y — M ERCRT GRS T —
MEDBIER T 5 GIEfT, ML F Y/ —VEREE 1 A%, REEgELF
YV VI RE 3 ARICERILL, BE 2BEE THESh T, BIRERO%EDL 4 6]
TROLN, IFR—ROGBHETERDEN TV 1 FliZ, HRE, IEEFET
EHE L, SRR 0 2 Hlic 38\ T 2R HE BB 2 & e, BUERIZES 2 1 (%
Brk) RUREIR 1 Bl ChHo T, ;

REEB BRI 1. M 2 LT Y — VB R R AR =2 L F — MEOMERFT b
3 Bleplc, MiEarFy —AEEERS 1 B, RyEEE-AFY —VERES 3 A%
ICERELL., #5PRENT, BEREROKED 3 fITHRH LN, ThPhWEBRYE

Q#l) RUBKMHE (1§ Tholk, MEFRSRIZIIEHVERRRD bhizhotz,

@Treatment of Cushing's disease with adrenal blocking drugs and megavoltage therapy to the
pituitary. Ross WM, Evered DC, Hunter P, et al. Clin Radiol. 1979; 30: 149-153.%'9
14BIDT v FRBE (25~66 ) ICKBHNHRE L BIBMEIE X F7 R B
MEBEESH, TIOIINVTFINB 6B, TI /2 7ATFI FEMIHL WThbA
BBy REB2 L) X BENMTOR, REHMZ 12 v AREN 281 4 % A
BER 126 TChot. MBEIATF Y —VERCRPERE LT — VRSB E,
HOPIET LI EHLVIE 2 FOBRPLERF S, 7127% @/11) TEE{LLE @
ERICBT BRI L),

' (®Metyrapone in long term management of Cushing's disease. Jeffcoate WJ, Rees LH, Tomlin S, et
al. Br Med J. 1977; 11: 215-217. 9
oV TRBE 13 Fl (16~60 8R) CAF I RBEMBESD WITRERBH L O
BERMTONIZ, AF TR DOARIX 500 mg/day (250 mgX2 [B]) ~4 g/day (1 gX4 [H)
OHBETHY . REHMIL 2~66 » A (FW21 % A) Thoteo AFTHRUVREREE.
EEERAERIDEPHICE L, RSB B ICIIABIBRUMRICA LN L5 REBSL
IEOERRBY, KEOFEE. THERBDONE, T, HED bECHCHEL T,
M VF Y —NVEOET L FROBEHRE D 2 VISR b FARICEE L. BRES
MH o POBREOBMERIZ. 3 CRREELEPok, BHO I B 74 CilmtbkiE
BERBEDLNTCWEER, 3 3 ARSEIZI § ITREESNE, BILUERZ2HVTHLAF
SHRAREPIZ583% (7/12) THRESRD LN, REPIIRFSNE,
AFITROBRPRECI Y FRERDBERIZ, 7 M) VARTKG OB L BHE

KTHBB, 7 FY ¥ AROASORE LR EEIIRD bR RhoT, —F., 6 1 A
Plb. AFIHRLOREEZIE THOKKES S 5 HITEEED S VIFSEOBLNRE
BHE. BELABETH-1H, 1 HITHIET R P AT U RNREE 2V BEEOERL
Bobniid, BEREE Rk, 2AFFHVBEELLSZOMOBERDRSRILD
RS YUV PERERETITATORECBNT, TORECIIDLT, B
OB L LTRSS - L RED HhB,

®Psychiatric manifestations of Cushing's syndrome; response to lowering of plasma cortisol.
Jeffcoate WJ, Silverstone JT, Edward CRW, et al. Q J Med, N.S. 1979; 48: 465-472. "9 ‘

79 VU VREREERE 40 51 (FHER 43 ) 0B 52 F 7R 2 AT EMRED
BVITEIBR N, TEABNFAC L A2BERAROUBIR WK Ehk, 2F5
RX 32 81 (15~66 3) 15 (HESH 500 mg~6 g/day) Eh, Z0 3 bLHABMR
BHEREZAETHIRER 216 (Zy %13 8], BETE ACTH EER 4 61, BITHE
7y SRR 4 B]) Thol, BB, 7y UV IROSRFHEERT, TEE
BERHEA S, BEE ACTH EEEH R URIBHEY v ¥ v ZEER CIXRASERIIC
AFFRUBEE IR,

B PRBMEREE L, AFFHR-PEESNE 524% (1121) THEEBEROZS
BRE, 4.8 % (1721) TEHOMEERRD Shi, WRBITIRS vV VAT 53.8% (7113,
SELEM6 B, BRAYMTCE 1 Fl). BT ACTHEREETS0.0% (24, SRLBM241).
BBt v v TEBRT 750% G4, Z2EMIP) Thof, ATV —NVEDE
TRAELNIBETIIRE 1~2 7 AURD B WIEE OROFHER R T, BHEROBE
BEH N (BIYEAICREd 28R L),

@short and long-term responses to mety;apone in the medical management of 91 patients with |
Cushing's syndrome. Verhelst JA, Trainer PJ, Howlett TA, et al. Clin Endocﬁnol. '1991; 35:
169-178.%'7 ; ’

7 v VU TEREBE 9 fITOAF IRV BERORMRN, SHNRTCREHZHRIC
SWTHRE ERE, BRONRIZ. 7oK 576 (14~68 5. &tk 43 4)), EFr
# ACTH SEMRRE 1861 (33~73 8k, &t 10 ). BIBHESS 16 81 (9~68 k. ZtE 12 41)
Thoi,

AFTHRT50 mg & | BREE, EHNSRETMHL, £0%IE. £<1 15 gday

(500 mg X3 B CHRIHNTBIT L. PR THE 750 mg/day (250 mgx3 E) 5B\ ik 225
g/day (750 mgX3 [E) BRBWHhic, E0H, AFFRC-ORRIR, 24 Bfloarsy
—MEOFHEICESX, BAEE (300~400 nmol/L) ¥ TETTB L IAMshE, #
DFER, BEPICBIT B AF T RO RABEMHIL 500 mg (250 mgX2 ) ~6 g/day (1.5
gX4[E) Thote, ‘ ‘
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DHENDE (1 BRE) :

FEFREEIE 74 B CH T (7 v U 79K 54 B, BRFtk ACTH ERRE 10 41, BIRE
B 104, IAFY—NVETSHCATF T ROEES 2 RERLIICIET L. HRBITI,
7 v ¥ 798, BETE ACTHERBE R CBIBIES T Th, PR T 730276 nmol/L,
1150—480 nmol/L. BT} 770—262 nmol/L & W ORE THEEL Tz, 11-F R 4%
AN — MEREF T LTV (BT, VS Y — U pg/dL X nmol/L (nM)
TEILT 5, BMERIARE LT 1 pg/dL=27.59 nmol/L TH3),

SRR (1~16 Bk E) :

2 vV RBE 53 FICERRREOREE TOMS D WIIMBIERIEDORIZA F 7R
BIRE &N, ®E 2B (PIYE) T75% (40/53) DREFICBWT, INFY—N
EIZREEE CET Uiz, AF TR 0RARITPRIE T 2.25 g/day (500 mg~6 g/day) T
botr, AFTRYD 1~16 BREE. 20 flOBRECTREVEROBRN. 22 FICHRER
BER T 5 FICRIBEHIRS ENEhiThNiz, 6 BliXAF SR OHORENHRS
7o

EHMNE 3~140 » ARE) :

« Ty VU TIRTCOIRRSR

7 v IRBE 24 FICBUEBRERT D 5 WVITHEEBRRE L OB TAF IR R
BEEnk, 2035 83% (2024) TIAFY—AERRFIC= Fa—LEhi, A
F IR DORBITTRIE 2 g/day (500 mg~3 g/day) . BEHIMIIPRIE27 v B (3~140
»B) Thot, Zhb20HD> 59 FNTTRE2 » Ak 8~65 % 8) IKHEL, 6
BIAF SR OREDN 6 L LRERE SNz, B S PIIBROLD, AF IR R
FEUMBRICER LR T,

- BIBEE COBEDR

BIRIEERE 16 BINHITH BN FXVBENE D AFFSHRYOBREERT, A |

F35 R OREIZTRIE 1.75 g/day (750 mg~6 g/day) . 5 HMiZ2~8 BETH- 7=,
ZD5H81% (13/16) T =AF Y —/UAEIT 400 nmol/L ARIITET L7z,

- BFtHE ACTH IERHTORERDHER

B ACTHAERREARE 1BHIBFEREOBRROM S 2 VITEBRITH 3 SR L
OHRATAFISRyOBEERZITIZ, 2055 72 % (13/18) CEFa LTV —/VE
400 nmol/L RIITETF Lz, SN b 138105 b AF TR BERGED S 1 B, RIGFH
FTCREEHELEONTH, BELEORSH (OThbALIRKREEFETS) T
Hol, AFTRUVORAEITPRIET 4 g/day (1g~6g/day) Thol,

BRSO - ; ‘ ,
%< ORECTIEANF Y —MEDE T, BEMIZED b TV BRERD

SEDRD LI, WARERR O HETOBELK AN D 2~3 BRI TRD b, ¥
BEIITNEN 89 BRI % Th-o Tz, BHEROKERR 73 %Thol, ABRRIC
BEEOEBHEEE LT3 FITE. 8EF | BRCBARBOEALRYUENRBO LA,
— 5T, BEOBHBERIOVTE., £ OAETIAFY —ARaY hr—LENT
WAIZHPbLTHYy AR Lz, 2REHDVIZSEILERED 92 % TRERC
BEHOHNTWERS, HELEOIES B 0% 0L Tholk, BV Y U AMEZELFATE
BECEMELE, BLE, MEEEEORBERITNTR BURRE 2% Thok,

BIEA : . .

S VF Y VAR 200 nmol/L RFE~DIETICAE D —BHECBIEREETIC X 28,
Mgt EIEE S 5 VIREAPEEIES 1041 (13%) KRB bhik, ZhboBETid
NFarFuf FOFRERITbhTHWahot, Z0Of, —BHTREDEL ) ¥
AMIEN 5B, —BEOEBOELRN 6 . FBII3H. DEVHINESLDER 12
FICED LN, EHRECLVSBESHDVIISESLMEBED 533 % (9/16) TR
Do (55 6 FHERERIS HR® LN TVE),

UhRBT58E5]

®Clinical features, ;iiagnosis, treatment and molecular studies in paediatric Cushing’s. syndrome
due to primary nodular adrenocortical hyperplasia. Storr HL, Mitchell H, Swords FM. Et al. Clin
Endocrinol 2004; 61: 553-559. %" '
 REMRESHERBREREIC LS MR vy v IEGEHBE 6 1 (BR4H. KR 2
#l. 10.9~16.9 &) ZxRL L TRH. EE, BREUCREBFETICOWTRNIMTD
Nz, AF T AL, 6 BIEBITHIRNC R E Sh TR Y . £ DA EFEHIX 500 mg~1.5 g/day
Tholz, 2 FITI PEZUHEIVIET baF/—ABFR ST, BIEEIERE, £
PICIHENED vz GRAOEMFRIEOERHE - LT8R L),

®XClinical and endocrine responses to pituitary radiotherapy in pediatric Cushing's disease: an
effective ‘second-line treatment. Storr HL, Plowman PN, Carroll PV. Et al. J Clin Endocx_’inol
Metab. 2003; 88(1): 34-37.>"
kﬁﬁ%ﬁﬁ@%ﬁ&mﬁ%btmﬁﬁyvyﬁﬁ§%7W(%%Gw‘ﬁﬁrﬂ\ﬁ
BT : 64~178 %) Axt)e LT, FRERSH & AF 58 2 S 0EMRE R
@%ﬁﬁ%ﬁw?iwﬁ%%maﬁﬁ\Tﬁwﬂ%moﬁﬁifwﬁﬁﬁ%n%hﬁﬁ
STz, AFTHRZTEARIHE (BRIF. 76~166 R TREShTEY, £0A
BEEN 750 mg~3 gday Thole, TIV FATF I FHBWEI M v L offfid®
IR GICHo T, BB, BREL, WERHNEOSRS L b1 ARICKT Shik,
AFTHROREE SN 3 AR EOLACHBSRE S L, FTRERNE,bEE (1
RIZRE LT 5 A TOIAF Y — VEDEE< 150 M) T TOFHHMIE, £6)C
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1L 0.94 £F (0.25~2.86 5F) ThoTe, AF TR BRESNE 3 AITIRERER 087,
026 RUR286 ETH o, T, TEERIBHMOEE (AT Y —VEOFHES 150
~300 M) IZOWTHHEREh, TEARSHLEEE TORIHMIL. 241 CiX¥y
L1656 (040~2.86£F) Thote, A FITRVBRESNEIFTRENTR 101, 111
RU286 EThHoTz, THEEHMF69FE (14~124F) T/ y YV IROBRIIEDL
hTwiwy (RSB siE#iizL).

@A TDPRAD A FF R AREITET D EFRE
PubMed TOXBBRRIC LY/ NE~DIBEBHTORAF IR OREITET 2 EFH
E7HRBLNE, T EARICET SEERS GO 5-1-8 BT 5-1-9) 1221 T,
Be DBEO—BEUTFIDR U,
16 PIDNRAAFFTRVBEE SN TR Y, HANIBME 12 . &tk 4. Fh
04~17.5 B ChoTe. WHBITIZZ v v 77 5 Bl. BB ACTH SEERE3 41, BB

U oy PEGRET AR ACTH IKTFIE Y v o > TIEGEREN | Bl Ch oo, BRERHIC |

B L Cit, RIS 700, FHFEERS 6 FIR U 3 i Tho T,

WEROBE LA FIHRLDABESOVWTEREATHE D . LML 500 mg~
3g/day CTh oz, AERSVTERROSH > EBRETE 2~ BREBANVLN TN, 1
B &% 250 mg~1 g (BEDOLRVBREITOVTIE, ThTh 1 B 2~ ERE L LTHER
ThY, KEOERDODHS 3] (64~51kg) 2oV T | HE»SEH L ikEH R A
BiL. 70~19.6 mgkg ThHol, REHMMIZONTIL, 5 FICLORREDH Y. O
Bit24 A~4ETHoT, BFRDROBBOH>7290.0 % (9/10) CTaAFY—VED
ETSED S, KERN, REEFZSUHREERLEEFEL TBY . TXToRET
EHHRIRED b, BWERX 3 AlicBEIh Ty, £AFhEE, B - IBHRT
SHOETH-T,

#51 MR vV UTERBIRTAAFI R BRECETIREO—R B
X (B ER| 4 (B FE | B 1 BR )1 BE | RE | HR TBREhR.

No. | B | ke) | - mg) | (mg) [(mg/ke)| (H) BitEA
5-1-8 16[109-| B4| - | ACS | #ai | 500- | (250- - - -
169 | %2 g | 1500 | s00) |-
519 [3]76- {23 | - [ €D | =4 [ 750- [ (250- | - | 91- [TEABHNL ORI
16.6 4| 3000 | 1000) 1040 b 3 GI&pICHEME. TE
. -BIB @S B
511011 04 | & [ 64 | ACST| F4/ | 500 | 250) | (9.5) | 435 [REMFR b ANF Y —
FEHS | . PVEREREL, 7Y

U UREROHER, BIRE
KOEBETHIL, &
R, FREM, BR

HREER,
- IEAHIT R U CHIRIR S
5-1-11 1] 62 8 [356) CD iRl | 750 250 7.0 - [ANF S = ERRE TR
A . Bl - g TRES

1 i
S5-1-1211) 17 | & - ADCS | =4 | 1500- | (500- - 224 [T — UERIEFHLL
JEBS | 2250 | 750) ) L. BEOHEM. SEO
BOER. MEEE

5-1-13 | 1 75| B - EAS | =5 | 1000 250 - - - |maAFY— A EmBIERL
5-1-14 |1} 13 ! 51 CD EH | 1000- | 500- 9.8- | 1460 [ vF ) — A EREEIL
FExdns | 2000 | 1000 | 19.6 - (Ul ERS RS RS

) ., Sbo&
5-1-151 11 16 L - EAS E5#F | 750- | 250- - 24 |apNF S —VEBET
’ FEiE [ 2000 |- 500 L. BHE. ¥R, B4

v KIFEHEL
5-1-16 | 1} 16 B - EAS | F4& | 1000- [ 250- |- - 600 [=2/LF Y — VEBIERL
FEE | 2000 500 L. &5, ¥ERKE. A,

WAKKER, LE. £F
GE LW E, KEEM. &
. ey
ACS : BB Y v o v FEERE, CD: 7 v 3> 77, ADCS : ACTHRTFIEZ v o ZHEREE
EAS : 2t ACTH SERRE
() XHB250mg ¥ S EATHDHI L EERLT B 2~4EHRS5E LTI EEEZHH
- BERERVD B VIIEHREE

2) EAXRE
B3 WEB TR S N-HRRER 9 80 5 b EEA BRI RS T 5 BET 2
ST, BERRBRE LTIEAELNL, Thd 3 WTREBLF Y —VIEICHT S A
F T H B 5M prospective ITHRTTENTWER, WTNHR—ERPLOBET, 552
BIXPERE CHoI LD, BEFORELUTICER L (CCBRS-1-17), iz, 2010
£ 12 BB SN 2T ACTH EFEFECET 5 retrospective 2BMEBEH L O |-
5-1-18), ;
o, EPEGISRE 284 FlIT OV THR, Fih, WA, AFSRXAR, RESRE., B
5 R/ E. FINFERN. 8 RUCADHEZEN LR RLE (R 5-1-19
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~5-1-290) ,
bz, BRTOREHT 7 OBEH L LT, TEHACTH SRHERERARL LTO
BEHE LTRGBS ER SN TV B BHERR CAZIC & v INE S - ENEERRE
IRBERUARRSE) OENETLE,

QanF/ —NARBENZ B CEEE S SHROBR. BA, BHE—, RS f.
EAERN  HRRBHASZERTAREE @%ﬁ%@#ﬁﬂ%ﬁ@ﬁtﬁ&w&%tﬂw
BEFGETRK 7 AR E. 1996: 97-101. 7

BT —NVIEEET B IG5 ORAE 9 Fl (T 45.7 8. 32~60 AR, REUC
DSWTIEHFA) 2REBL LT, AF TR 4 BRRERORI SPRETMETHE LD
W2, aF Y — ERHSWT BRI SN, A F TR 750 mg /day > 685 2 BB L.
4BAMOEEHET, 2gday TTHESN, ATFTHRUVRERLY 778% (79) TH
SOPMBBBWOOLN, 55 3 # (OTRLREUEEE) THER (~IV 5o
FRAHMER I & AFHE) ORME. 4 FITHLIERIROLN, Zhb 7 FITRaAVF
V—MERREEZE U TITIE 10 pg/dL 2 TR TRY |, ESFI LB L THFER=
VF S — VAEDE T R BHbivie (P<0.001), £, HOHMFDLDVILESHITS 8
B 5 FiT )\ﬂﬁ':&é%%m*ﬂ&mﬁt%#%b biviz, BWERIZRER 2 flicgid bk,

®@Clinical Features and Management of Ectopic ACTH Syndrome at a Single Institute in Japan.
Doi. M, Sugiyama. T, [zumiyama. H, et al. Endocr. J. 2010; 57 (12): 1061-1069. 18

BT ACTH JEREEABE 16 Bl (FH 584 . 21~75 ) KB D AF FHRY (750 mg

~3 g/day DEE) L ELEWRED HVITRERETR, HEREESSTohIZ, 164

D5 b 10 FIEERERRES A THD (proven EAS). 5 661 (occult BAS) WUERME |

FHTH ok, Proven EAS D I B I BT LT, AF IRV BHEIOTIIERE LTH
Whih, BICTARBRET o 1 FIRR< 889% (89) TIAF/—AED= ba
— AR LTz, Occult EAS @ 6 B CIIEMIEO L BTbl, A F IR BElREI
SH. HAEVEI FFU L0 1L FITHhoT, TRE BT, AFTHRUIE 750 mg
~2.25 g/day OFHETHRE S, £ETHFEIAF Y —VER 10pg/dL LT L2Y. 7y
VU VERBOER, RBER (B4 Y U AE, BOERVERR RUEEOBRRE
ik Ul (EREHIM 67.5 7 B, 36~127 » A). RPBEICH 20D LTEIER
RED Lo,

OEMEFBEDER (TR 5-1-19~5-1-290)

AF SR OERBOTORSICET 5 EMNEARE IOV TR, EWT@&///.

SREGREBEICBI AERERE. APMHERCESHECET AFERERIT LA
L LT, EFEEWEB T 458 (5 B/ 248), PubMed TOEM/NEESIRE 1 §iIC
Mz, ULTFOFEIC L VIR ENEFRE bRFICED G 2728).,
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- EETIESNEAF TR BRECETIEARE 2228 (Ob/hRSH)

s AARICBIT BEREROWEDT D, ER WEB 2AWT VNRZ v v JEERRE
] ORBCTBLAL21E RREB2011LE1ASAE) 0535, BEBMNTOAFTS
RUOBEZHETS 4 #

*1 (I BT IRAE or BISARIE or Cushing AEERE or Cushing 7 or RFHE ACTH ARG
or ST ACTH EREE or BINVF Y —)b) and [PT=REFIHE. FERT. 22K and
CK=t F] and -THAR or LR or $hIR or IR or FF)

7oy SREERBECHTAIATF IR OIBRINTORSICET EMABE L LT
284 FlOBEDINE SNz, TOERELUTICRT, 28, FREOBREFE& L. &5 T
BEROTHID IREFEESBE LTEB L,

FS2ITRT B0, HRITHEDR 68.8% (187272) % hw, FEIIFH 42K (P
E 57.0 5%, 0.1~855) Tholz. MR (BRLUT) OFIEIZ55% (15272) THot,
R CIE R ACTH EREEOBE I 41.9% (1191284) LB LEL, 7 vy YV IRETG
Bt v v SEEROBENRENEN 25.7% (73/284) R1r243% (69/284) L FIRRE
ThY . ACTHIKERY v v FEGERIL 6.7 % (19284), £ (BaAF Y —/VIEE.,
FLr Y =BT o TGRS B 14 % (4284) Hotz, BREMIIZEL T,
ORISR A, EREARESHS ETHHUILESERE) 5445 % (126283), F
MBS (BBHEER. S0HE, BERRBEICLS) R424% (120/283) KUHFEN
13.1% (37/283) Tholz,

BED XS, AFTHRAALY v VU VEEROSTORBICH L TR B TERRE
AEh T, £, TORESHIL, WiIRCRBEREE COYPMR CRHRRELH.
7 & FRSEORBRECKRSE TBRING LTAVBhATWR LB bhi,

2 BEEFODOIAINF S —NDABBRFWBRBDOENDIbDD, 7 v v TIEEROS FHIEL
b RVWRS
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x 52 ENEFABRSOEN (WEREHR © o (N=284)
HE ] SEFIS
FER] N=272*
ik 35 313%
iy 187 68.8%
Fif G N=272* .
(FRR#ERHR) Min : 0.
. Med 57.0
Mean 542
Max 85.0
I8 LT (B)) 15 55%
brotil] N=284*
IV IR ’ 73 257%
‘RFiE ACTH JEMRR 19 419%
ACTH &IFtE S v ¥ v VREGRE 19 67%
BB » //7&&# 69 243%
k25 4 14%
B’ 5 N=283*
RIS E 1260 44.5%
FHIEER 120 42.4%
e 37 131%

HEFIEPICHY T 2EADRRD b HEFAKROEE

WiZhb 284 Bl 5 LIFFREH TRV OREEREOAFFRUCORE, REHBSER
ERTOEREICSNT, TOEREUTIRT (& 53), '

AR L TIXS3.5% (152/284) IR I TV, BL DEFTHHAREDOS I RE
ShTiy, HEENFEFN QRANULE) CRBEN TN STHITHo T, 152 5T
D1 BRITFEH 127 (FRIE 1g. 250 mg~4g) Tholz, FRIDBEZEEIEIL, 500 mg
KR S00mg LLE 1 g RETENLZI, 99% (15/152), 362% (55/152) & 1gREH»
¥ 46 %E EH TV, —F., HEOEBAEHEER T 57 HITORKXARIZ. 500 mg
R 500 mg BLE 1 g kB TERER, 00 % (0/57). 193 % (11/5T) & 1 gRiGAa®H
190 %ITEE 2T DT L, 1 g A EDOFEFH 810 %L REAEED TV, ZOZ Ld
5, BERBRBICBNTAFIRAAL, 2AFY —AESH D WZEERERIZE U TR &R
BT T3 EHEREIN, TORAEIX 250 mg/day 725 4g/day (1 EE250mg~1g& L
TI~4ERE) ETRAVCEATANLNATWAZ L HLNE RS,

BESHMIIZBE LTI, 451 % (1281284) @B H D, FH329 8 (PRME 120 B, 1
A~94F) Thot, BEYHMANOBESSIL. | v ARBRO1 2 AL » ARERE
neEN172% (22/128) R1*21.9% (28/128) L2 b TR 40 %E DB —FH, 1FLE2
FESRIR U 3 L EREN T 109 % (14128) KOK15.6 % (20/128) L4926 %% &,
EMBEHI LS FELE, ' '

Er, INEOEFARED D b, AFSHEVOBEDRICBELTERRAS LTV 240 8

EoWT, BB (AF S — D B WVEBEEREROWTheRNE L BE) AR

Ll B, R54EFTERY, 850 % (204240) THWFRLOWUBHRRD bl A
BRTIXY v 7#i 896 % (60/67), RETHE ACTH SERREE 81.4 % (79/97). ACTH
W v PEGERS24% (1417). BIBHEY v v JERH 855 % (47/55) RUZEOM
100 % (44) &, WTFNORRZBWTHEBRTHo7, ARICALTHLIERRETH
57 vk, BEME ACTH ERBRUBIBHE vV JTERBETELEN 250 mg~
4g, 250 mg~4 g X250 mg~3 g LIZERKTH o7,

%53 ENERREOEN (XFIHUEE BEHM) (N-284)

HE SEFIER
A& (/day) N=152*%
(FERHFHE) Min - ) 250 mg
' Mode 750 mg
Med 1.00g
Mean 127g
. Max 400 g )
FAE (/day) 500 mg R 15 9.9 %
(REH") 500 mg LA - 1 g Ri 55 362%
1g Bl E2gkM 59 388%
2 k3gkuE 19 125%
3g Bl 4R 4 26%
4g DLk 0 0.0 %
AR (/day) N=57*
(BXAEY) 500 mg i 0 0.0%
500 mg LAk 1 g R 11 193 %
1g Ak 2 g kG 20 © 351%
2g LA b3 g R 1 263 %
3g bl ag ki 9  158%
- 4g bl kE 2 .35%
BE5HM (days) T N=128*
(FERHER &) Min 1
. Mode 120
Med . 120
_Mean - 329
Max 3285
BEHH 1 % BRWE 22 172%
(HARARN) : 1 5 BLE3 » AKE 28 219%
3 x BLAE6 v AR 24 18.8%
6 & ALALE 1 SERE 20 .156% -
1 4EQLE 2 3R 14 109 %
248 E 20 156%
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#1 EFIREDI | BROLPBBENTVIEAZETOREL, 2 BEULEBEHSh TVSIE
BEED S bOR/NRREER L

#2 EFREPIC 2 BRUEAER SN TV BEFICOVT, £05 bBEXAREEH L
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% 5-4 wEBIOREFEEH L FHE (N=240)
RE FEFE AEwHE Hihp
(1 B&E) FEBIEL
7V IR 67 250 mg~4 g 60 89.6%
R ACTH SR 97 250 mg~4 g 79 814 %
ACTH IRTEME D v vV JIERRE 17 250 mg~3 g 14 824%
BB v v T EGER 55 250 mg~3 g 47 85.5%
Z DAt 4 . 1g 4 100 %
Ea 240 250 mg~4 g 204 85.0%

*1 FEFIBETICHN T AR B ORRO & - EAFKOSE .
2 AAFV—ETHBNEY v VERROBRER ERA, Bk, EER. BH,. REEES)
DTN BUE L IIE S

WIZZ N BIEFIRE 284 FID 5 B, NROBEDEHNEZUTICRT (R 5-5 RUK 5-6),

¥, Bx OEAREERS-TI—E L LTFET,

AR A8 U T) T oW T, 15 BDBERH Y, A BURCLETENREN46.7%

(7/15) RUX53.3 % (8/15) LFAMET, FITTEY 7058 (PRE 73R, 01~168%) T
Hot, FRAITIEY v V. BEE ACTH ERBRUBIBMRY v v v VEERS %
NER333% (5/15). 20.0% (3/15) BRUt40.0% (6/15) ThV, EDMIiT67% (1/15)
Thote, HEFMICE LTI, WHIASE N, RERBFREINZETH I VIR
BARH) R8533% (8/15). FHHEEGH (GREEE, 40HE. AETRES L) &
40.0% (6/15), #FtEds 6.7% (1/15) ThoTz,

ZOESE, AFTFHRUL, MRIZOWTHTRTD S v FHEERIC L TR E
TRRER STV, T OREFMICOVTIR, WITRURBERAEE TOHM
ROFHREGH, #1 & FREOBBRECRCETRBRE LTAVLRA TS L EX
bz,

“EBRE PICEYS T 5RE DRRO b - T IEPIK DS

RiZZnB/AR ISHO D LIEFRANTHVWONEROAF IR DRE, REHAREE
RENTOREEONT, EOBOEZUTIORT (% 56), ,

REIZBALTIZ 467 % (7/15) KEBESH T, THAROLZBREBEEN TIOR3
B, BEBERE 2 ANE) TEHEELTVWEDIR 4 HithoTz, Zhb 7HATOAR
1 630 mg/day (FHUE 500 mg/day, B/h~BeKk 250 mg~1.5 giday) Tih-ole, BER
DBEEIEIL. 500 mg KHE V500 mg P L 1 g RBTENEN 571 % W7 RR28.6%

@7) & 1 g RWBEHH 86 %% 5, 1 gL E2 g KilIt 1 OB THo7, i, RO
BATHEN T3 FAITORXAEDL, 3 BT 500 mg LE 1 g/day REThHoTc, —
FC15gday ETHELTWLBEDS 1 FIRDLNE, RECOVTR, & AMEDOHE
CRENRL, 2~ ERELLTIEREEM LI LIS, 41.7~500mg DEEAE 2D,
HEDEHEDOHS 14 (14~63.5k) IOV TIERNLEBE UEESLELY 1 BRI,
2.0~22.8 mg/kg Tho 7, k »

BEHICELTIE, 600 % (915) CREFHY, F5326 B (PRE 1508, 30 B
~4 £F) Thole, REFMBOBETEIT. | FLAOREN 778 % (7/9) LR¥E 5
OB—HT, 25U LEN222% 29) LREREFILFELE,

CBEDHRIZOVTIL, K 57 WARTERY., AFTRVOBKDRIBLTERENT
Wz 92.9% (13/14) TRAF /' —MEOBETH 2 VIBREROUERRDONTEY,
TRTCORBTHEDBIPEE ShTW,

BIERICET 2REIIFICH Y. ThEhBHERZL 14, FRREER 18] (X575

HBE) ., BT P VAMERCY Y VA LR 1 HITHoT,

#5-5 ENEARSOEN (FREBR-/NR) (N=15)
HE : FEBIEK
Kzl N=15*
B 7 467%
i 8  533%
Fiy R ; N=15*
(FRadest &) Min 0.1
Med 73
Mean 7.0
: Max 16.0
bt . N=15%
VP4 5 333%
RETHE ACTH EEBRRE 3 200%
ACTH &7 v v v 7 il 0 00%
BBt Y v v VREGRE 6  400%
F DM 1 6.7%
g3 | N=15%
I - 8. 533%
FHFEERS 6  40.0%
Wi ) 1 6.7%
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£5-6 ENEFARSOEH AFSRUVBE. B5HR-ME) (N=15)

aH FEBIRK
A& (/day) N=7* 46.7 %
(FEad#eat&) Min 250 mg
) Mode 750 mg
Med 500 mg
Mean 630 mg
Max ) 1.50g
& (/day) 500 g R 4 57.1%
(REFM) 500mg LAk 1 g kil 2 286%
) 1g Pi k2 g kM 1 143 %
A& (/day) T ’ N=4*
(BAKAEY) 500 mg K 0 0.0 %
500 mg BAE 1 g ki T3 75.0 %
1g Lk 2g kil 1 25.0%
BE5HE (days) N=9* 60.0 %
(FER#EEH &) . Min 30
. Mode 30
Med . 150
Mean : 326
Max 1460
BEHM 1'% ARE 0 0.0 %
(#AR30) 1% AE3 » BRE 3 333%
3 v APk 6 5 AKH 2 22%
6 x ALt 1 EXRGG 2 222%
1ELLE 2 R 0 0.0 %
2Lk 2 22%

*EFIREPICKY T HHBOERD D o L EHE VA

#1 EFAREDRIC | BROLABRBREINTVIESRZOREL. 2 BEUEREREIh TV EE
BT EO ) bORNRAREEH LE

#2 ERREPIC 2 AU ERRBRIN TV BEMIONT, 20 bR XARZER L

£57 AR vV TERBIRNTBAF IR BRECETIREO—K (BN)

Y| FEH AR R BH 1R 1EE | 15 | #H IBEPRE.
No. (kg) (mg) | (mg) {(mgkg) | (H) RIER
5-1-33 | 1.6 | 15.8 | ACS | #ai/ | - - : - |aAFY—AEBMET L LE
BE HIETL., FIF
5-1-47 | 11 [373] CD | #fafi/ | 750 | (250) | (6.7) - |anF S — A EREEL
BE
5-1-50 | 3.7 | 14.1 | ACS | #fg1/ | 300- | (100- | (7.1- | 240 |OMBEROKERDH S bIN]
¥ | 800 | 200) 14.2) FS/-NVEEELT VT
R ERBEOFRIITE Do, ||
- BUERR L
51-72 1 12| 37.4 |EAS | #gai/ | - - - - |BEFEREBEEL. F
. BE
5-1-78 | 0.1 | 35 |A S| 55 | 250 | 417 119 | 240 =AYy —AERETFL, @
e . WA KER, FRUE B
FrERIE b/
ETF Y UAMBE. I VAL
AHER -
5-1-103] 16 | 63.5 | ACS| F4F | 375- | (1875- | (20- - |2 vy EERITERK
) JEds| 500 | 250) 3.9) R ELRDOLORE
5-1-137] 11 - | EAS | fiFai/ - - - 90 |=AFS—MAERT ACTH 28
. BE &EF
S-1-195| 1.3 | - | ACS| #sgf/ | 250- | (625- | (114- | 37 |2aAFYy—Af@EREFL, @
Ha | 500 125) 22.8) =, $H%E. KEETL. F
5-1208| 4 |225| CD | #waa/ | 750 | (250) | (11.1) | 730 |ZEMmEEEER. AERI R
& . b, FHET, 3ERCRIEE
BERERZL, .
5-1-229] 7.3 | 35 | EAS| #wg/ | 1000- | (250- | (7.1- 150 [=AF/—AEREF L. &
FE | 1500 | 500) 14.3) B, FEMMERD, 7 v
; g v IERIER
5-1-249 | 4 T |HCL | FF - N - 1460 (=Y —NERET
. B . .
5-1264 | 132 | - |EAS| #a/ | - - - - |EaAFY—nERETF L. FF
BE .
5-1-265| 0.1 | 1.4 |ACS| Ff - - T - |=ary—nERERE
) JEHRS :
5-1-266] 9 | 37 | CD | #Fmw/ | - - - 30 -
e ‘ .
5-1-2671 11 - CD | 4% - - - 30 |aaF S —VERIEEL, TE
: R - {RRETE 2465 » ARRCTER
REBMERE

ACS : BIBMEY v v TEBRE, CD: 7 vV V7R, EAS | BFHE ACTH ERH

HCL : & =25 —VIE :

() : FAFB250mg ¥ TN THHZLEERL T B2~ EREL LTI REZHEEY

- RS RS BVIE TR

@*F TR & THEE ACTH %&Zﬁﬁ&tﬁﬁﬁl%k LTE LBRORIER
AFZHRAZHDVTH, ERARERESOREREESARL RORABEERL T2

v, BIE, TERACTH 2WHEREARL LTOBERKEL T, AFIRVORGIE

RSN TV A HIHER (1983 48) OBWERZLITICRT,
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ENRBROBKHZ L L VEWEROBELITo iR, 379 Flicki 2 ERBEHERIX. B
EERIRER 5.0 % (19/379), HEV4.5% (17/379), B> 4.4 % (12/271) IRHE 1.3 % (5/379) .
T 1.3 % (5/379) Thole, T, BEAZBMEA L LTOEET. &I, DERASE
52y (0.1~5 %Rl . BETHAORER L LTS, 5 %l LOBHERE LTH
BRI, 0.1~5 %RBOBERE LTILEET. V., BE. BRR, B - R, &
BRE, TASHREShTVS, oM, BITREREETIC OV THEERERANER
DOETHEEREZIT-> TS, BlEDX iz, AFITRUEBRIKREREL LTRVW
TEY, REMEL LTEAANCBY 2RMT—F I +HEMEN TV S, ’

GENEIEAHE

LEZLVRESNEZENBERRE CUORBRERCHERERS. 2010412 A 2 BRR)
OEREUTICRYT, 28, BWEARED Y HXRMBEIC OV T, BENEE LEE
EROHZERH L LTS,

AFSHFAFEIT X BEWERIT 32 BT 66 HERE & iz, 2 HELEOBERH - -BIE
A P 1. BIBMETRS 68, =a—TVAF4AVuY=Ulik H). Bl @
). BER Q). WILF /A FBE Q#f) Thot,

ERABERIZ 18 IIC 40 S SR TRY . BME 134 (=2—FYRF 4 AVRY
=Rk SR, 2 USRI ARIE, A MAT T A A RER, TR UREERR, 7
RO SREERGIE, DRy L OME, MEBR, REEY s v, Wik & 1), BIF
BEETA T H (BIRSEERS 6 fF, AHBITRERETS 1 #) BB bhdE, 20
LERSECOBWERILS BIIc 11 FSEShTE Y, BRESH (Sa—FYATF LAY
T VR, 7 VT M Iy HAE, VA P AN T TN RERE, 7Y REEE,
7 RO REERIE, BUEES 5 v 2, & L), va v LR FERRA LR, B
F A FEEE | e BERE L B ST,

AFFRATUBBELNFI L ) BHRE SRATEESDH S Z &0 b, BRE~DOH
BT B EEME AR CBCERTE I L SR Y L EX D,

(2) EDHEIER
EPRBBR D 5 HLEMEIERR L LTSIk 2 8k, A F 7RV REROEMERER
TR PBITICOVTREENE LD THo Tz, UTIRIhSDENERT,

(D Plasma metyrapone, adrenocorticotropic hormone, cortisol, and deoxycortisol levels. Sequential
changes during oral and intravenous metyrapone administration. Jubiz W, Matsukura S, Meikle
AW et al. Arch Intern Med. 1970 125(3):468-471, >+

REEHBRE 6 Blic, AF TR 750mg (4.5g/day) 1 B 6 H 4 HEZLIRAKREL
o BB, WERES 2 BB LIC36REE ComMEPAF TR, ACTH, 2T

B L CER L, RP 17-O0HCS BEZRE Liz, EFOMEERAF 7R OEHRE
11 03 pgmL Thoto, MEEFIAFV—AVER, AF TR OPERE 2 BHE?L
HOMET U, 310 B CIEERME L, 2 A BOFH 4 2o MERER L.
B E5REBEOBEMAEE TEOMCEE L, miEF ACTH RUNEFF R4 % an
FV—ME. AFTRCOBREZ LM AEMER Lz, 17-0HCS BEX. mIEH
ACTH RUMBEPF R A F L aVF YV —LOBELEE L, AFTRVORERK 2 A
B BREBINAR S Rot, ’
BEERE 8 M 4 BRAMNTTAFIRY S 2HMRAIRE Lz, Fils B biRE
L L BRUFRET 0 B b RE2BB L (RHHERE) o miErhREEEYy ik
L. ANEBORBRE Ui, REMME 2. 4. 45, 55. 6, 7. 8. 10 RO 12 B |
IZERM L. i X FFHEY, ACTH, 2AFY —, ROFRAF L anF S —Lvok
EZRE L. AFIRVEBEHBP. WThoBREHIZRWTH aAF Y VidEE
%R U, ACTH OEREBOREICLY ., BRKRERTHROBHIZ, %d%ﬂ_mlﬁﬁEF:
NFS—AERENT 2 ERBRD b,

@ Transfer of metyrapone and its metabolite, rac-metyrapol, into breast milk. Hotham NJ, Ilett KF,

Hackett LP, etal., J Hum Lact. 2009 25(4), 451-454, %%

BIBREC L5 » Oy PERREOLNEBE (8B 103ke) |2, HEIR 27 38 B ~ENR
BZOBEYRFENE TON 9 BE (Hihtk 1 BEASL) ., AFF7F% 1 H 4H250mg

(9709 pg/kg/day) #EABE L7z, -

LUHHREOEFOREH, #5% 125, 225, 325 4.25 KK 5.25 BEOILH P A
FSRUVBEEZHE L, AFTRVRUAFTIR—NV BREAFIRY) OLHF
Tin EENEN 3.63 BRI R 34 BRI CTH Y . AUCo 555 T Copg IZEFLER 65.9 pgh/L
B 273 pgh/L SETHZ 112 pg/l RTR 485 ug/l Thole, AFTRVRBAF FHR—V
@§Lﬁ«@&§§%zﬂc‘ 1.7 ug/kg/day B T8 7.3 pe/kg/day Tih - 7r, )

(2) Peer-reviewed journal D#R, * 4 -+ 7')") YRAZOHERR

(1) Peer-reviewed journal DR,

5 (1) 1R L7z PubMed TORBOME. 54 ROBBSHIE Shi, £/ R TR 76 B
R SRz, 20557 v YU TERBICHT D AT TR 2 SRERREICD
WTRRBENTWAHBED 5 ﬁ&zﬁd\ﬁmﬁaw}"é 1T OWTEDERELUTITRT,
[#aak]
Treatment of adrenocorticotropin-dependent Cushing's syndrome: A consensus statement. Biller
BMK, Grossman AB, Stewart PM, et al. J. Clin. Endocrinol. Metab.2008; 93: 2454-2462.5%"
ARBLIZ. ACTH RS v ¥ VEEBRBOIGRIZOVWT I VE, 24000, B
R, AR AROEZIZ L D fTdo 7z International consensus workshop DFERE & ¥
2bDTHD,

VA ROFAFHF LA F/—VOREZRELE, 3 AOERECO VTR, 12 K
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T TR ORYIERE -

BIR~OBEENAER (A7 oA FERBER ZHEVHRERTLEZLNDN,
BRECEETAESZHET 5O TR, iz, HPA SR (RETH - TEE—
BIBEER) OBBPEFREESEIHOTHLRY, X7 A FARBASED S bk

LEEERRRABERZO. AFITRVRUST baF/—AThHY, ZhbOEMIL |

TIIIAFFIRED bHREBERCER TS, AFSRVBEICEY, TAK
AT OV OESRITE LS K, BOGEIALF oL FESEETSTARRT
VHBEOEER b b ENG, BREEAT VA LOEEOEIE. TIVRRTFrID
HEE N-FREIFLAINFaXFurOEHLOBREIZLY EESETHS, 1I-FR
AFVaALFaRTF R ORI ESEEER (B2 ) T AME, BB, BOE) O
FHEIT TS LA RV, BEOFHSERY (EXEO 3 HFET) ARHLADH—
BHETHY, 7 bary AL OfRARERLIEARLZY, LELERRFREE &6
FEZENG, FharY -t OfARCIHEBICFRES TS Y —F 2 TH B,
& hady R E RO B BE CHERSRETERROMREERS 5D, 7 vy
VORBECHEBREL LTAFSEVREE LY, FIEREBETRAFIHRY
BECLYVSBESRRT B0, 7 hary—AnRX ) JVBREL 2V ES.

— RN AP D B VI BT RRES E—BIRTH Y | BYEREROL TRIMICH

BWEDELREZETENTHD,

7y v BB B AT TR ORRAR
BEIAAE : 250 mgx4 B (1 g/day)
BX1EAR: 1.5gX4H
BmK1AE:6g

Rl ACTH IEBRE ¢ ,

BB S WITERETHOGE 2HE, SBRGORSERLOROTH B, RipRiE
»BHVIFBIEH AT, AROURSAED. FRETH, EBE0EEH S VLS v
Vv TR S EERBEEOBAICES L 25, £, ETEOEEOBATRE
KEIAF Y —VIEE RET 5 BENR D5,

HRE T vV TR :
HRITBT D7 vy v VReEL LT TEREFHNZRINT S, X7 v FERMAE
KIIEHOB RN TH LD, FROFERAICL Y BRICEBENRY A2 % b0 T,
DR, REOBEBYURI. 7 haF =N, AFFEL, I PFURONT, HF
~OBREIERH D VIRBR~DY X7 REHREDY 27 % FRIZESICORMERT <
X LEZTND, EMFERZESNGEEIL, FhaFy—AZonTi7r key

VETEMET S L. I M VROV TIHEABEOTEER DD Z L b, AFT
HUpsHERsh 3, '

(®@Pharmacological treatment of hypercortisoliém. Shalet S and Mukherjee A. Curr. Opin
Endocrinol Diabetes Obes. 2008; 15: 234-238. %2
A7 a4 FERBERX -

AFSRALY vV T HRHDVEBIBIEEEE D 80 %R UCRITEACTHERHBE
D10 %TEINFV—VIED =2 b u— VIZSHRBRD D, REBBE, 2 HE
BNIZiE 2 Y —MEET T 308, SIRORBZIEL, 1 B 3 BREXLETH

"5, 500mgl B3EMLBRELZESL, Y1 ARENI vV IRTREEE 2. BT
¥ ACTH SEEBET 45 ThB, AF TR OEE L RWMERRERBIBHEETET
bB, Flo, aVF - NVERBAEOERIE LY, ZRNICT v Fa &7 U ailE R ER
THIEb, KEBRECREBENCESRES SWESEEZEIHFLTWEIEE. Zhb
DEERBET B THHSH B, o ,

@Steroi.d biosynthesis inhibitors in the therapy of hypercortisolism: theory and practice. Igaz P,
Tombol Z, Szab6é PM,; et al. Curr. Med. Chem. 2008; 15: 2734-2747.%%%
AFTZRATONT : o
AFSRYD 1 BARIL 500 mg~6 g L BIEVY, ZEOPHRITEPLHIZREL, 5% 2
BRILNIC S S AT —VEIR R T T EICET S, AFTRVEZORBYTHS A
FSBR-NII N7 0 = FEFEEL, e mE, bR L, H&EEHIT 1.920.7 br
Th3s, ' . :
7*'957ﬂf‘/i;tr%‘:/v?f—zym{ﬁwﬂ‘&foﬁﬁﬁ'éﬂ%bii%b bha, BIfERIX. &
B B, R, TR, MRE GESIRHE. BIR. DEV) ThB, Eh, AFIR
VEBEIZLY ACTH OEMBELENZZ b, TV R U EERUCEE=VFa
£ FEMEETHRTFuA FOSWAEICL Y . LIBT3 58E. KEaLFaA
Fi@RE (BE, ZE. Br Y vAME) RERTINEERELOND, AFTH
VREICEY Ry —TREFRBHB LB H BN, BERACIRIERCENTHS, £
FIFIRACL Y b MEBRFHIRTTF k7 a2 h P450 O CYPIA4 DB/ L S LI X &
BEOEELIBESATEY., INORMOEHORMETHTIMRESH S, B
KB 5 TRV, LA FEEEDRF TV TEDKRFIC§ 5 2 E
BlefERZ R - TR D 3, ‘
AFTRAVERCB TS RERBEMER L, BAREERNZN T LRRES
nTw3, LaL, BALEE T MU AFEOBEEN L T FRAEOREICEET S
TR DB, £o. AFTFRUIL19-E Faxi bz METS 2 L0, T YA
—NVEERFRTHTEENDS. 7y MCBWTFENTOTIRAZ I F OV EA
L ﬂz?ﬁﬁmﬁmzﬁv‘é FEEEAZ 1 85528, b b CIRHE~DBERR W L0358
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INTWB, AFIFRVE, WL OLOHETIHRIZBITD 7 v v VEEROBED
BIRFEDO 1 DL LTREERTNS,

AFuAf FERAEAOAERT -

AFuf FERMEFOHBRAEIL. 22BN ARBRNTHS. B2hEl
EREIINEE T Y —EMSERIBRITIC RS 2 L 2 BT 570, BBK
BERLEPH EDITEE 2T 2/ FORENBEAL 25, —F. BAHMEIEAEYE
IANF S —NHWOERE BEL LTI, ThbOFEIVThbEDTHEH),
HSHMEIEERORAREVE FRSNEZ b, ZOFERLVEELWLE
2BbNB, ZORD, WPROFED TERBAR. BRICHE > TREHM0mE % #
BIRETHD, L. I MU CREBSHAMIIRETH S,

BaAFY —VIECHTARIBREICHZ-> TR, TORGREWER 07 740
LERMENS S b aFS A REEFRETHS, Tk, S EIFY ATV Fa
PURERRETAI ML, BT ¥ Fa v IEOIERSED bh b BEICHT 5 RE
PLTAWENE, 7 haF S —REI L BFFEES 5 VI RRERED bREEE
. AFTHRVIBASNERETHSB, LLANELAFIRVTET Y Fu vk
DBEWERRE®DBND, RNV BXZURUT I INVTFFI FRI bar S —Ab5b 0
HAFTEY OB TOLMBTH - LB TED, I M VREORT FLFULE
A, BIBESOBRICAVON5, SMRTIRISERS L 72 5 RVERIZIZA F IR
CERAVERETHB,

27 a4 FERMERIZY v v TEEBOT R TORBICEINTRTHD, b
DEMFIRLEBIR L1372 0 B2, #H, BERERORE L LTH AV 28
BEL LCHLARARRREL 2083, ~

@Cushing's syndrome. Newell-Pric; J, Bertagna X, Grossman AB, et al. Lancet 2006; 367:

1605-1617.%%%

AFSHRY, FhaF/—AERI b UV Th L EEN S - SWEEERC
LD, anF S MEDETIAVS ZERTES, AFFHRVEr bat/—ak
BIOELHIHRERRT S, L L, 2y Py RTikarsFa bt ro@REs
KdoT, LELERaLS Y —ViEDa Y ho— A REREL 2D, Zh b ORI,
BE. BHREL LTIHAD TR, EL LT, FRRTHRIAWER, TRERNHE
WCHEBIAOERIE & LTRVDLNS, $. INLOEPREBEIFREEELVEEDHD
R RERBIC bR Th 5, BFHE ACTH EREEHCOWTIL, BIBRLTSE

—BIRTHILR, TnOORFORYABRE LHESTERTHD, BIFAL LTL, HikE

ERPEBDOND,

" (®Medical treatment of Cushing’s Syndrome: Adrenal-Blocking Drugs and Ketoconazole. Feelders

RA, Hofland LJ, de Herder WW. Neuroendocrinolog)} 2010; 92(suppl 1): 111-115. 52:5)
AFFTRAT N A KX F—YRAETIZ LR LY 2NF S —AEROER
BMZER L. BITES, RF ACTHEERKTRY v v VRBEILRNTarFy
—VEREIHIT S Z L RTRETH D, AF IR OADRAEIL. 500 mg~6 g/day DFi
HThD, B, BaNF/—NVOEEZFERTIENHDD, BECERREREAR
THAVLERSD, 7y YV TRERT B AFITROBEOBEMITHZRIX. avF
S NMEDETIZ L > TRIBRE~DRAT 4 77 4 F 3y 7 BB E < ER.ACTH
TREHCEMEREZLTHD, T o TRIB TOIANT Y —VERDZEZ BT,
Ty RS rRUGEEaLFaf REEMSELARENH D, 20X 3 RarFy—
NOZAF—TREENEEEL HONRNHOD, FHE, SERVER=AFaAF
X ABE ELE, £ 7 ALERVRE) 12X 2AF 78 ORE/ERHIR S
NAZEBHB, B, Fhary—i1Ti, 7y IRBEC L THRERS 21T
S Th, D& > 2AMHEBNR ACTH OBIMERD bRV LRBEINL TS, 1
OPOETIEAF T RURBA/EHTERY ERHDIVIIRBER STV 2V,

€5 RN | ‘
®Treatment of Cushing's disease in children. Bergstrand CG, Nilsson KO. Acta Paediatr Scand.
1982; 71(1):1-6. %29
AF a4 FEERREEIZ, BACH L TRBRUTEREN S v v FERERFROIGRE
LLT2EUERANLRTHS, SFRARESRA LN, TEEABRSOMEBIRIELLTY
AVBATWS, Sk, MROZ v UV PRICbBEA SN TVS, EEL, ZOROHE
IOV T DIRTOMSH2MET RS . FMTEE L,
CAFTRUEE, TEEBRELOFRATHEINATHLE, BREROE#D= b
—MEHSTIRARY, BEARDRVE, RECBVTSEER B SRR T ST
BEMERH S, BIE (1982 FHR) T, 6 ROKEIZAFIRIB 11 y ARESh. £
D%, BRITHEIITOLE@EIMT, DRIZBT Z|EITR,

QR AZ-TFU¥R
5 (1) R L7z PubMed TORBDRER, A& « 7F YR E LT I BSHHENE,
(DTreatment of depression with antiglucocorticoid drugs. Wolkowitz OM and Reus VI Psycosom.
Med. 1999; 61: 698-711. %27
KODWEMRD 7 vV TERRBEIIBWTHEEINT a4 FRERODRERN
LiEFIGRE, HERFAR. —HERFARICHETS N REKALERETHD, K52
BOWFCHOWT 11 RBERS LA 77 %DBE CHAEMIU L, 67 %DBHE
TREERIELRTWE, B2 ORBRICBVTAF IR VREICL Y RI DROHE
LEBIANF /- AMEOEBELRDONTVS (F : INF Y —/MEDKEIZOWT

RBE ShEBEIETREN TR, AFIFRCOBER L LT, B, B8, 6§, |
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BB b5, . RN ACTH SRORIE k< & b, TORE, AF IR

L3arFy—LEEL LR, iF L OBRABDINEAF IRV OBEBRLELERD, ¢

AFFRVZT Y FuFrRUER VT 34 FORBREZEMETH I L b, S,
SERERVUBMMESERTDZ EHBH 5D,

(3) BHES~OEENARS LTORRKR

BRAORNFIE, NSBZERUVNENRIZE, SNRAZRZOHERES CORBERICKRIE
BEUTRER Lz, NOBFEOHBECIT, 7 v v TERROBRLE LTEL L b
TIL 1981 E 3Nk, BRTH 1984 F 3L Y AFFTHRUBBEREA TV,

) wBA-AEE .
O~V Y RBE B3R (FEE 17/, 2008). AT LDV A LR L F—F g
F v, 2009, p2286-2288, p2332-2337. %%
7oy (TEEW : .
SRIRAY 72 AR B TREIERHT (Transsphenoidal surgery; TTS) BE—RIRTH B, SFLFEN
BRI LA - 7286, TEARFEPRLZ LN EAHIN. DROERSEL, RA

TRPERF+H5THZ Z L RBV D, ACTH DFfftREIZ X 2 BRIB~DEEEEN T

BZRTuA FEAMBESFHINS, 7=/ =A% L B 600~1200 mg 2575
LR¥EDT v RRETHRNCINF YV - VERETEES, X< ALNAEHER
i 7 bIUART=F—ED LR, KRB, A VRTF R, BRER, BET
BB, AFFHY (1 B2~4g) Z1Ip-b FuFrsS—VEEZAEL, H75%DBET
Mg ATF Y —AERERICT 5, BRI, Bl Bk, &5, &F. STEORET
5B, I hFY (1 B3~6g 2RO 4HFEE) X, 11p-E FexrF—FLralL R
—VAIBDEREZEE L. BIRREMEEZEIET S Z LI Lo TanFy — OB
MY 5, aIfERIL. BBER. v, RLILE. SELE. &2, FER0LS
ThbH, Elo, ETAFRTeVERSERITIL LS D, ZOMOEHE LTI 7
AT FIR (LE20mgZ 1 B3E), FYrAFZ Y (1 H200~1000mg), 7R
~7FYy (1 H24mg), BERTFIF—F (03 mgkghn) 2EBHB, 270 FE
ANHEOBER L LTHE AT 2 FOETHEZ 2 WRENH S, A7 uA FEE
PEEOERIZ LY, MRS LEL 2D 2 ERPRLRS> TS,

7o v TERERE (BIEN) :

ABRGT 7o —FREFTARECRVAFICK LTI, NBRBIBmEINERE 25,
BEDZ v JTERHOBETH, FHIREOIZAT oA FELOMHALEIZ2S
BAERDHD, BWZLBRBEMEIT, AT uA FELAMHETHE Y 3+ —10iks

(600~1200 mg/day) IZX o TERTHI EMBTED, MAT, I hFr (2~3gday) ®
AFef FERBEETCHET IV IAVTFIF (1gday) & AFTHRY (2~3 g/day)

. GRS L IRBMTHREERET 1L LARY, 2 bR DROREE TR
Ma»25 GER), BEaLVF 3l FOREE~DORESLBAEETSI7=7Y R
T by (ERERAR) BLEEE LTRRAETHS, BIBRSR. ZhbTRTOBRRE
ko TSR ShATMEERDY ., A7 S FOBERLELARSHE LARY,

3} VEA-PIWE .
@OWilliams -Textbook of endocrinology 11th ed. Philadelphia: W.B. Saunders Company; 2008.
P464-774, 1812-1814,%39
AFITRANET v TEEROBERE LTRL—ROICAVWBRTREY, WEldHs0
. RTEABROHRERE COMIIAF Y —MEZETSEILDRLELEAVS
nTW3, mHd3VIRPER= AT —MEREELE LT | BEXRETS. 1 80
EHmEEAF Y —ED 300 nimolL (11 ng/dL) BENRPER=ALFY —NVEOER
b2 BELT5, BE. 250mgl B 2EHRENLEMBL, 1.5g1 B 4EREETHRT S,
BIEA & LTELARDOLNAN, BIBARICLORWBEFINZ LLBITRATS |
L TERTE 5,

@Endocrinology Adult and Pediatric 6th ed. Philadelphia:"W.B. Saunders Company; 2010. Vol. II,

P282-311.%%9 '

7 v L FEGBICRT A RMEREL, 2 LTIRINCRIT A BaAF Y —ViED =
¥ b u b BV IIAEHEIRAET L o R BA IRV T, MR BEREE L TR
B3, AFSRY, Fhratr/—ARURI MM UREOBNOBIBEERT A FEMR
FAEREIR, 7 v v FREEROBEEL LTELBRORAVSRTEBY ., BRbE,
IRBHOEFE, BBMHED I CITERERT D7D, BEIZaLVF Y —NERE= S —

. LTand Yy —MEOEELE#ECEIARCRSHTIZLIZLY ., aAF Y —LEE
EZEME GRENZBIZEHH) T2 L3RI,

AFIRABRETEY SAF T MERERPIET L, 2 BEZIC T 7 EcE
T35, 750 mg~1.5 g/day D 3~4 HEUR B LAY B BFTHE ACTH SEMRE TiX 6 g/day
DE>RBAERKLERBERH DR, BEORAEIX 2¢gday ThHD, AF TRV B
W, RPTHE ACTH BRBEC LB 7 v VU TERRR VY v UV THROBRCAERTH
3, ER2BERAIX, SBELSE @IB7Y Fa /oo FRIND). DFEN,
MEBERTH D, BVEETIE, 7Y FeFUERARMELRY, 2OEREGTH
iR BB, SRIAF A KO L BIED ) ¥ AMUE, SEERUBLETSE )%
BLARVE, BEORWALEIR DM LY, ‘

IHETORRPG, ERMEL ¥—. @87y Fe/rommci-T3ERIE
hZEBRERTETHD, 2ok, HREEEICEEL. BIBREETELZHESZ L
RUBE~DEBHRBLETH D,

INETRBERARVE, Fra—26-) BEKEBRRKBEZEHF LTV 18T
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BOBBRHHRLTND,

G EN-HFE .
OWNBFE TR HAT: PWEE; 2009 pl4s-152.7%9
AFFHRVIL, BFE ACTH G2 ¥ CRERERPRIPED =Y ba—A Dk,
BRI aAFY —MERETIEALESH ZERIT 1~3 g/day, 7 2~4 TERAT 3,
ELECHRBENRENEOND, AFIRVICLIBIREERSEICE, & Fuars
V2 10~20 mg/day ZHFT 5.

@ BER-NSw
D7 v v PEGHEDE =27/, KE: BB L IAREL; 2009. P105-107, 139-142,

170-171.%*7

TV TIR

FBIRIBR L L RSB BIREIERT (Transsphenoidal surgery; TTS) 2B 5. TTS
I 5o THEH D VBRI EL RV 20~30 %dh 0 REFERSHA L »THEFFS
HEETHNIT, TEABEBRBELIWEIT v/ ~F A 72EZEB T3, BHBRBHEODHR
FRITIE 1 EULEETHZ LS FOMS B WIZESF CIIPRIRREEET S,
ESPRNLERHRB AN Y —~VIEERE T2 EA1. EERYER RIS D ek
BEL ., BEbICESH 2T —NVEBRMEREBVDIREThD, 7y YV IROTFH
FRETBRTE. BaIAFY —VMEO =Y b r—Zbh b, BIBCHT 52T
S NAEHRBAEERENRER L RSB, AFTRIPERHIEPRERL, BEZaLTF
V- NERETERZZLRTES LD, BaLF S —RERE L SIHEBRRIES
ENBEAIE. TTS OREITHAVS, 750~3000 mg/day & 3~4 HEICHRET S, I b ¥
VRN BRY IHERRE CICEEREEST S0, SRHERSEHREONRNE
LRTREIINF V= VEZET SERTLIRL2WEEIE. BENEREE LTRAY
%, BPEHEaNF oL FOBEEZRFIZITI,

R ACTH BEAES :

MBECE LG AT S — VIED T SIC PR EEAT A HEEH T BHIRE,
L= o TEFM: ACTH EEROBE - IBRORANT. QarF Y —NERMEE (b3
WIEBIE /W ICL 3BTV —VEORTE & AFHEOKR, ORBALELTH
LRBR S ODE,. OFER (BB OB OIETT Y. AFIFHATESHPIT,
EEAHAAER L, BHERLEMCTHE Z L 0b, RURECE—BRTHS, AFT

L 750 mg~1 glday, 3~4 EDBIEE 2B, MPaAF S —AE (<20 ugldl) % EEE |

CRBERET 5, BB AENRBRENIFEE. SBEEAT v FORELZIFRAT 5.

ACTH JEEFE S v v TG -

AF TRV B KB LBER B RMICRET 5 2 L TIAT Y —AAK - SWEHEE
T3, I FFULHBLCEBHERRBET, N uxsr I ant Y —LERMEDR
AR, BUER & L TR, HEV, B, B, EHNELEIN 1~5 %0EFT
BB, EBHRECIMSERENHETS - L8b5, £, BB vV IE
BRTEAFIRVBEICLY aAF Y —AARBEE SN /R, BIERE T ACTH
RERT S L BMECHEET > Fa /R & 5 Btk, ASFIE, FEHDEEL
BrrNbB, L, ARFSVBAREBRLE X TOT. AROWELEEIITS
VERDH B,

(5) - ¥ES-NRARLE
QFNY PARBZEZE1TIR. B, = APET « 2% /30:2005. p.1942-1944, %9
BIBEEAT uf FEEMHWE (AF 7Ry, FhaFy = TI/IINATFI r)
EWRNCAV TRBIAF Y — A LA R ERLES ¥, HPOBBITEL 2 WD S€5,

© ENNERE :
O/NERFE 3 R R B HPERE: 2008. p.1526-1529.7>
B ORPIESER SR TOSE, AENERTBEERETER, LEN-T, F
HREEETH B HE S BV ISHREOREL BOL T 5B ICBRSN S,

(7)) WA DRASTE ,
Pediatric Endocrinology. 3rd ed. Philadelphia; Saunders: 2008. p.444-511. %19
27 a4 FERERETS S baF Y —ARUBEOMOER O/NRIZBIT BEBRILR
BRTV3, LB LEECEEICH LTHEWIZEPROB=ATY —AiEDa Y br
—E LTHERRIBRIRCR ) BE 2L Ly, AF7RVREHAREL LTREAT
R,

@Pediatric endocrinology, mechanism, manifestations, and management. Philadelphia: Lippincott
Williams & Wilkins, 2004. p.568-600. >*)
ek DRHES B 2 VILERESI TIIE RN, MERRE. BT RARRE, mABIEHEH
#i. ACTH BAMBIE, 2AFazxFoaf FEEMHE (I bF TI/IATFIF,
rhapy =, AFTEY) HBVIEIEE TOREE AT 2 ROERICERT 554
WL ZEEBEH LTV,

@Disorders of adrenal gland. Pediatric Endocrinology; Philadelphia: Lippincott Williams® &
Wilkins, 2004. p.196-217.*%*'?
AFIRAIBIBREOHRFEAREFF o THAVDLRTWS, LiL. ACTHEIZIRHIC

ERL, aAF Y AEEOHHE LR Z b, BIATF Y —VIEDERSERT
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%

8) EWN-NERNSWE
QMRS WE ARPRASWEFESE. IR DI & IBR; 2010, p.370-375.572
7w SRR
EEREILN S ERTH DN, BB LR TR CEMIMEE N e & CTEER

HAREZ TEARE TR, ABEGRE, 56 KAARBRLIMTDbRS, SRRBREC |

BLTiE. @A F Y —VIE SRR E L T RRIBE RIFIC L THHAT 5 FA,
MR EOSPHESEERIET X 3, BIEMHEAL LTRI MY, AFTHY, 73
JIAFFI R (ERRRER)., FUrixl Fhary—A (WREZENRRR)
BHB, IFFURT RVTY AEREE L, BIERL LTHERER T, BIBEO
WRICHRR DD, AF TR NP RBIBERATETHD . WAL >EMERH B
EURECIRBMLEETI T, P o4& ik 3p ABEAT 01 FEABKEERCTH
D, B CTOBRIEE B,

-OEMEIC L DF/NRANSWREOEE, 3R B0 L BRI 2002, p.1134-1135.53

I VF S = OBRSTE SRS, ARICIE L. EEETE. REROERSE
P B L b, METREEEMARLHET 5.

AFFTRVIBSEOHHNRFITIIRLEDTHY . BFERD TREERS D, K
BICRELZBA. BIEERES ) U AR, 72 Fu VBRI L2 BHEERRD S
h3ZLidh5, BHEEEEIREHDIVIIFLE LHICBBTAZLTHIRETEHT
x5, NRHOBIEMEIT - T, EEFOIEMC. BIRIEICL3RIBARLNHBTST
EMRAELLND, T0Ld), HEFROIAF 2 RT ul FRERIC L > TIE=AF
a4 FOBRERUBEERD, i, BRESCTFHRZLEDR M RAOBRIZIE 3~4 FORER
apFaf FERETAVERDD, £, WThOBBRERLVESRERILEED
BA (ECEES) COEPRSIERENATVEE, MITEALTHY . BHRED
ZEBIMRSATORVE, BEOL 2 A45ATRICEDS L5 2BERR SN TR
(AN .

79 o IROBE L EROEI E (PR 18 FEKAT) - 7 v r JROBROFS| &5

I FlifRis :  BROB—BRL. RWRERTEARERLT TS5,

IR : 1| THRERBDBRVPFHLREE, HIVEFRARATRREAIE. T
EHRBH (CCo. v 74 7. EEREZV)ETD, HABIBROPREISH
HETIEEERPPEOT, EOPREINT S —VAEDORIERBHER
PO, TROEGRERGHL T,

MEWRE . BIBREAT oA FEREER GEASTERTRERLO) L LTATF

' SHRy FEDIREY, PIBRZUBHD (F2), TETEFER
WEEAEA L C ACTH A 2 Ml 5 IS H S b D & LT F—rX3 Y
B (WA TV, Tues YFFY) BbHD (E3), ‘

v: £, I, DOFESOTROPRFF4T, omFarFy —1E
EETEHIXEOHIFEITIE. BIFRUHNZITS,

(1) RBTHRERE LTRTSNATV S,

(E2) BATIT FaF Y =N, TIIIAFF IR, 3727 Y R b (RUABE)R M
FERENTV B, FRTLREBTH S, '

(B 3) AHTIE F— 3 RO 7 v o SRk 2 RRERSIR AR Th 5, £ o
k= V#ERA. GABA fFBHEE, V< MR Z FUBEER L O BROERBRERSH

B, FOEMEIEMCLY BizB,

6. FATOMBRR (219 RUERREIONT

(1) BERBCHRIFHBTORARKR (R Fizo1T

(4) PERLARZOBES A K51 U ~ORBRT

ERRZBRTA R4 L LT, RKERDUFESBRTT BBV A P74

BENCEN T, BEZNF @ HR) BT AFIRCORERZAE CITbR T
R ltBEIZONT, £EREK 61 LRI I FFUERBMY mRZ URERERTET
Bt s LRI GDERICHAT 2 F5 K ORME - REBEFEN TS L ORE
RIEF VAR RN I EEND, AFFRYOFRERHALPTRAR» 2L THD
EHALTVS, )

#6-1 IPIVRUGPIrIZ U OFEE - R

| (2008) BTEIET B, ML) TIRIRKIC D S REIIRV, R, WRESEA bp b o Ak
| STVBBEAA K54 2 LI R TR LRV, EATR BARSBEAI | FmEs R RO vy SRR
FYBRE TV I8 60 mg - BBETAV AT E

[27 w3 p 2 728 7 H 54-1) pypesT 30 | -
5 (7o 7ROBHEBROFIE (Frk 18 FEYED)) n%nénrkn 7y RS b T A BT K AT SRR U 9
VYR HEIBEL LT, BFETHE I MFVRT P BRAS VIEME, AFT P
R DOEBERD B, EREBICBITI BTN FAF Y RBaAAF Y — 5wl
FHRBOBE I I ZHITHE S FBIEROHE
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(2) BEERNBIZRIFBTORERBAER VEERERERIZONT

TE» ORI TOLEBY TH S,
7y oy SERROBERIOVTE, BEAEHERS (BIBSLEELREE)
REFRIEICLY ., 1997 FCEMEN - LEEERE “icB\\ T, HESHEHIT 1250 41
LEEINLTEY, 20 BNRITHTH (06%) Thoiz,
SE, 7oV TERBITAAF IRV OBRBOTCORGCEHLUTHELEER.
5. (1) EAEBLEBRER, ENBERREOARMIL LTORERR) TRLEEE
Y, BNERRBRICET SRS 2 B Thok. | HTRBINTF Y —LMELZETHE
B SROBE 9 BT 32 F IRV BEROINF Y —VEOETIZONTRES
NTERY, 750 mg/day 25 2 g/day £ THE LR, 4BTREICEY 77.8% (79) T=
NF S = EDBETHER I TS, b5 1 BT, BFE ACTH EEH 5Pl A T Z
R % 750 mg~3 g/day 5 LR, FREOREEI N IFDOS % 889 % (8/9) Ty
B angy—AfEikay ba—rEh, BEREFHD 6 fITCIRAF IR ORMRE
(750 mg~2.25 g/day. EHIBREHM 675 » A, 36~127 % A) Itk £FIChF=1F
S AER 10 pg/dL LF &Y 2y U SEGHOER, RERRRCEEOBIED
BELZZEBBREShTVS,

EbiT, WREENE LEAT FR-BREICET 3 BNERIRET 284 SIBESh T

Bo AFIFIWRUL, 7 v VIR, BEME ACTH ERBRUBIBIEY v v v JTEREFOT
RTDY v SRR U TR E I CRRER ShTH 0, 2 OREEMIIO1T
i, AR CRERRAE  COMBRCFHIFEGH. HBicAvLR TV, AFTH
> O FBEIBIX 250 mg~4 g/day THY | BESRIEA 63 £ THoTk,

Zh S ERNOBRKRBR R EFSE LIRS CBIT3RE, AFIR-ORERE (1
AE) ROEFESIRER 621077, HBASRE T 500 mg~6 g/day (1 B 2~4 B 5.L L
T1EE250mg~15g) DORABRGETHOONTBY . BHERIL50~100% (ELORE
T80 %L E) EEETH o, —F. BRI 3 AF 58 0BREREIL 250 mg~4 g/day

(1 B 1~4 E#E 2 LT 1 B 250 mg~1g/day) TH Y . HEHEIL 75~933 % & W5 LA
BiomETholz,
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£ 62 BENADAFTH L OfE L RGIGREE

5EXER | N* R | HE EHhE
No .

HR| 5-1-17 9 HCL 750 mg~2 g 77.8 % (7/9)
: 5-1-18 15 EAS 750 mg~3 g 93.3 % (14/15)
EPER | 67 CD 250 mg~4 g 89.6 % (60/67)
- 97 EAS 250 mg~4 g 81.4% (79/97)
G-1-19~| 17 ADCS 250 mg~3 g 824% (1417)
s1200| 7 gtgfr 250 mg~3g 85.5% (47/55)

& st / lg 100% (4/4)
wa | 51l 24 CD - 46 0% (11724)

512 9 CD ) 500 mg~3 g 100 % (7/7)

2 ACS 125~25¢g 100% (212)

‘ EAS . 1~2g ) 100 % (2/2)
5-1-3 12 CS 2~42g 91.7% (11/12)

6 2g 100% (5/5)

5-1-4 11 CD - 72.7 % (8/11)
5-1-5 13 CcD 500 mg~4 g 583 % (7/12)

5-1-6- 13 CD 500 mg~6 g 53.8% (7113)

4 ACS 75.0 % (3/4)

4 EAS . 50.0 % (2/4)
5-1-7 53 CD oh L 2.25 (500 mg~6 g) 75.0 % (40/53)
N 24 D © P RfH 2 g(500 mg~3 g) 83.0% (20/24)
16 ACS SHRLE 175 (750 mg~6g) | 81.0% (13/16)
18 EAS o 175 g(750 me~6 ) | 70.0% (13/18)

AT RBREGFOHEHY

HCL : &3 vF Y —/VilfE, EAS: RFitE ACTHIERHE, CD: 7 v VU IR

ADCS : ACTH RT#HE2 v & v ERBE. ACS : BIBEY v v JEEBRRE, CS: 7 vV v TEREE
- EBEARVWbO

MR v v FEERICB LTI, ERTIX S AOEFARERSH Y, ARIZONTH T
RTCDY v v FREGRICR LTRR BN CRERER Sh Tk, £, TOREREI
DUNTEE, FRTR REARE L COMEARPENRFESF., HFEICANLR TN, b
i) 2 HEBHEIL. 250 mg~1.5g/day TH Y, REHMIRZK4ETH-7,

I BARICET 2 ENEFRE L EABRSICBITARE. AFIRCORRREE (1
HE) RUERHDRER63ITRT. WAMRETIX, 1 BRE LTS500mg~3g/day (1 B 2
~4 EFE, 1EBELT250mg~1g). KEHY ARL LT 7~19.6.mgkg DFHTH
WHRTWE, 90.0% (9/10) TaAF Y —VEBEOETHRD N, FERN, REEES

BUBRFERLS OBETHELTRY ., TRTORECEDARBD bk, —F,

EPEFIRE CIL. 1 BEE LT 250 mg~1.5 g/iday, 1 EI& 41.7~500 mg (FAEEOL#H D%
WHREIZOWTIE, 2~4 EfE L LTRI) . KBSV AELE LT 2.0~228mgkg O
BTROLBN T, 929 % (13/14) TarF Y —VEOCETH 5V IEBRRIEROLER
BHLNTEY . TATORBETEDFBBRES LTV, e, REBREOHES b S
<EDbhIL, . '
ZOESIZERANDPROBEICE I L AF IR O - FEE, | BE 250 mg~3

g/day, 1 EEL LT 250 mg~1g % 2~4 BRSOFATHO AT\, KEHY AR
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IZoVTik, ERNTIIRE 22.8 mgkg & ¥ESMRETOD 19.6 mghkg L ABRETH-o 7. BH
BIZOWTIZERN., BHARELBITWRERELBERTHo Tk,

%63 MREHTD EIPWW)% F IR DB E & RRPBRABR

5 30k R 18R 1 EE 1 E& (mgke) AHE
No
M| EE | 15| - | 250mg-l.5g | 41.7-500 mg 20-22.8 92.9% (13/14)
wmE .
¥ AR] 518 | 6 |ACS| 500 mg-1.5g | (250-500 mg) - ,90.0% (9/10)
519 | 3 | CD | 750mg3g | (250mg-1g) - .
FEB 7 - |500mg-2.25g| 250mg-l1g 7-19.6
ﬁﬁ:

ACS : BBt v U FEEREE, CD: 7 vy 7R
( Y AHA 250 mg W FENTHHZ EEBEBLT 1 B2~ EERS L LTI ER2EY
ﬁsz;smvym\&,zswraﬁww

7

7. AAEEOR LI ONT
(1) BEREICEANEACEFHTETFY R REBEAICEFSEMEOBATHE=>
nwtT '

1) ABEARBIFEZZETSX
5 (1) 1) BAXKBRTRLELDIT, 7y VU MEERIHLTAF IR % 500 mg~
. 6g/day (1 [EIE250 mg~1.5 g & 1 A 2~4 @l E) BETHILIZED, 46~100 % (&
62, L DOWMETTO%ELL) OABERBD N TS, BLEHF O16) 0r v
VY EERBZCRTIRFITROPBRICHOVCRB SR ®E Bk 5-1-7) TiL BL
FTokBY, 7y 7R, R ACTH EGHRURIBIEY v & v TEEEHOTTD
7 vV U TRERIIBNT, AFITRUVEEIZED aAF Y —METERROY vy
FEGBHCHE S BREROUESED L TWVS,
7 oV THEERO 145 (7 v v 79 54 6. BETHE ACTH ;’“{ﬁﬁ 10 7], BIEHE
B0H) CAFIRY T50mg & 1 BRELEE D5, 3/1/7‘/"—'/1/{@3:@%'(&“
5% 2 BRRACINICE T L,

s 2y TR0 FNCERROREE COMS I VIRIBREOINCAF TR %2
BELELEIA, 5% (40/53) TIF/—ViEk 400 nmol/L RGITETF L, A
F 5 R DR EITPRMT 225 gday (500 mg~6 g/day) THhoTz,

Ty VU TROUACTERARRYNH S WX TEERFLOFATAF IRV 2R
ELirZA 2055 83% 2024) TanFy—VEIRBFICay bue—LEh
fro AF TR OARITFIMET 2 g/day (500 mg~3 g/day) THol,

- BIBEEO 16 PRCIATH D VIZ U RERII Y AF IRV ERELEL IS,
81 % (13/16) TEHIANF YV —LEIX 400 nmol/L RFITET Lz, AFF RO
BIXPRIE T 1.75 gday (750 mg~6 g/day) ThoTe,

OPRATAF IR ZRELEL A, 70 % (13/18) TEHaLFY —iE
400 nmol/L. RWITEF Lz, A F 7 Z"/@Fﬁé(‘lq’%{ﬁf 1.75 g/day (750 mg~
6 g/day) ThoTz,

- L OBRETOHEINTF Y —MEDETICH, BEFNICED bR TV RBERER
DOUENBD b, BARERROHHETORERIIENEN 89 %K 719%T
bolr, BRIEROKERIZ B % Tholk. BBESHIVIEIRIILEAED 2%
TEREFICED DN TWER, RELEOIRSH 0% Thotz, B Y U ARE
AP CER X CEE Lz, BILE, MEEREOKERI T T 3 %R U82%
Thol, )

INRIZHOWTIE, 2 BOBRRROBESHY. ZO3H 18T 7y V7RO 3
PR RN I TRARN & X F 5 K (750 mg~3 g/day) BHEMA L7fEHR (O
ik 5-1-9). £FITHEPHERB ENL TS,

7. 2 BOBKRRBRE R T FIOEHASEICIVT, 4516 FIONREY v v VEERE
BEICH LT, AFFRUIE 500 mg~3 gday (1 R 250 mg~1g % 1 B 2~4 EE) @
HETHRE STV, 1 BRIZ250mg~1g (EROZVBEICOVTIL, LT 1A
2~4 Bl E L LTEY) THY., KEORBEOHD 341 (64~51kg) IZ2WT 1 BIED
LEHULEESLY AT, 7.0~19.6 mgkg DA TH -7, REYMOFMMAIL 24 B
~4 ETholk, BEDEORBOD o790 % (9/10) TANF S —EDETRRD L
. KREEN, REEEZSUREAERLEELTEY, *J—/\Tm“&fﬁxb%»ﬁaab )
niz,

ZDRIRPRY v VU TEERIEBWTHLRA LR 2AF Y —NMEDE TR
RUBHREROUESBD TN D,

Q) BARNCBITHEE
ENITBIT B AF IR OHRIZOVTIE, BaNF Y —VEEZE T 2ERE > SR
BE 9 FUTBVT, 750 mg~2 g/day D5 TRMEROUESEB SN TS, T, &
Bt ACTHIEREE 15 BT A FF 2 750 mg~3 g/day 242 5 LIS R AT &£ CiX88.9%
(8/9) TaAFY—fERa Y tu—LEh, FRREFHO 6 JITIEAF TR ORYR
5 (0.75~225 g/day, PRSI 675 % A, 36~127 x R) L&Y, £FTAKaLF
Ve ER 10 wgdL BAT & 720 7 v UV FREFEROER, RERERCEEORYUED
WELLIERBGELIRTNS,
éak‘%ﬁ%ﬁ%ath%7ﬁyﬁﬁmﬁ?6EWEwﬁﬁmn4ﬂ@ﬁmﬁﬁﬁ
BESRTVD, AFTFRVE, 7 vV 75, RETE ACTH ERBHRUBIBMLY v v
FREBEBEOTATORBIZH L TIHERENCHRRER Sh T\, £z, ZoREEIZ
SWTiE, MR CRBRREE COHMRCEHRTELH, MZICANLRATHE, X
F 5 KO RBGEHIL 250 mg~4 g/day TH Y, BEMMIIRKIETH -T2, Bz

. B ACTHERRD 18 FICEREORBROMSH 5V IHEB RIS 5ILemiE L
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VT 85.0 % (204/240) TaiF Y —Vilidh 5 WIXEREER OB ERED b, BRG]
T v 75 89.6 % (60/67), R ACTH SEBEE 81.4 % (79/97), ACTH {R7FHEY
v v IEGRE82.4% (14/17), BIBME Y v o0 T REGRE 85.5 % (47/55) RUMZE D4 100 %
(4/4) Thot, AECELCHEERRYTH D7 v v 7K, BEHE ACTH ERIK
VBIBHY v v MEREBETEREN 250 mg~4 g, 250 mg~4 g BT 250 mg~3 g LIi%iE
F#ETH- T, ) . :

Zok iz, BREHCESS EAF TR E 250 mg~4 g/day (1 BIE 250 mg~1g &
1~4 B E) CRETHZLICEY., 75~93.3 % LiBsRE & REROBEERR SR,
NRZ v FEGRBICE LTI, ERTR IS AOEFARERSH Y . MRSV THT
RTCOY v VEERICH L THRRENTREFER S Q. £, TORERRIC
SVTH, FITRCEXEREE COHMRCFHRAEGH. WRICAVhTHE, /A,
Rz 5 AEEMIE. 1 A& T250mg~15 g/day, | EIRIX 41.7~500 mg ROV
BT ONTH, FhFhl A2~4 ERS5 2 LTEY) OBBETHY. KEORROHD 7
) (1.4~635kg) KKOWT1EENLEHLZERESHLY 1 BIEIX, 2.0~22.8mgkg TH
o, BEHRIZBK4ETHoT, AIEOVTIE. 929 % (13/14) TarFy—i
EOETH 3 WIIBEEROUESBD GNTBY, TRTORECHEDFABBRE ST
7Y o 7 . ‘

ok, MROBRBREICE S LAFIT RV % 250mg~1.5 g/day (EEHTY 1
E& 2~22.8 mg/kg) TEETSHZ LTk V. 92.9%E NRICET 3 EIMRE R CENSM
BT BBRATOHE L RRIZAMEN RSN,

@) ENTRANA LB GEERWLE) HREFICOWT

423 ENHTR P BLAL & AR SV T, TR E biT, AFTHUE 250 mg
ST BN T EVEAITH Y . TS T EARBICEEND 2 SORSNER DR
(BATHIRERS : <7 4% REBBRFLROAT AL RAERS 1 UL, EER
CILETRARSE : T+ REBFRZFAT L) T ARUAT A XL REERT T
AFRU DL, MRS EERRIEES RV EEXONE LRIL TV,

REDZ Enn, 7y v TEGRRICHTIAF IR ORGHITHFETED b D LB
L7, '

(2) EERBIZKEINBEAICETDZTETF U ARUVARALE T HRLEORSEHEIZD
WT

1) AEACBIARTET VR
WAVARRIC O B OO 5-1-1~5-19) 28U 5AFFRVREROBMERL LT, B
Do, UBEE. EMEE, ROMEHERE, DRV, Hbok, XE. BBE. BB, R, 5T

ERTEDLNTN S,

5 XY, BERAOERRR. RERVEREZEORERR» LI, RPREIZLSH
RXBEERESN T 7 7 A VOB, BEZTIED LR TR, 2008 4 LA5)
BT, BAEREHREFIOLBD NG LEZ LR TVER, TOBROBER
SO HERYICERRER TSI L BER SN, BF DO Company Core Data Sheet

~ {(ccps) TRRAMLEEREHRSHOEBRBETILRBEWERM L LTRELTVS (2009
FEWIN) ., 2B, LERTIXECBOTRENZSROBLERRIC OV TEERESNT
WA R, 5 CCDS A DR BTHDOBRTRITOILETFEL DI L THD,

2 BARANCRIT ZEH ’

EoIAFY —NVAERE TR SRBE R L L-ERKERR | 8 (o
5-1-17) ZBWT 9 FIF 2 HTIRESRD bzt BEIh TV, IHIREAELL
TERELZED 379 FICOERBHER (RMAIERR) 1. BRARE S0 % (19/379),
biw45%UWW”‘%bkm%OwﬁD\E&Lw6Wﬂ®‘ﬁﬁLﬂéGBw)?
bote, £l EXRREWER L LTREET. $F. MEAHEEEI T a v 7 (0.1~5%
R . MEFRHOBERL LTHES., 5% LOBIERE U TERRIR, 0.1~5 %Ki
OEMER & LTIEET, HE\, . BE. B - B, RFFE. FTASEESH
TW3, ZoM, BIEREBEETIC OV THLEERESM TR TV, AFFRVIIEK
ICRERELE LTHVWLRTEY, REAEL LTBERANIBITZEREF—Fi%, +4
ERShTWBbLDEBLIONE, ZhBIFER (1) AEARRBFIZIZET VA THRL
RRBOCHERALEBROBHER LIZIFEH LTV b0 LB X bhd, ENBIERRE
2l Y, BEENTOAF IRV BEROBHERIC OV THIRBEH SV IZTERREIC
ESZEHEINTEY, 207 bEERBERR. BIE (13 #) RURBIBHKERS (7
) BAESEEDE, ’
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5-1-199) | 181 |[Z@2@, £XBF REHLT, . |BREO—H. BERZBFERE 2000 |76(S),107
5-1-200) | 182 |{EHES, FEdEz, KAHEH, i!ﬂgﬁjw TN YR R HFER 2000. ]49(1),63
.
5-1-201) [ 183 [REhNIE, MINEEH, L3R Iﬁﬁmu:é&%i%héiﬁﬂf [ACTH Related Peptides 2000 [10,301-307
ACTHEER B D18
5-1-202) [ 184 [BNIKF KBsl— RASLY, [Ty TERNERIELMcCune EECLr 1 2000 |76(1),114
) ith. |AlbrightfiE 5 Bt D FLIT -
§-1-203) | 185 [ERIEE], IS, BHRE, . [ACTHRETERIBBO2GEHN. EEEFHE 3000 [56(2),79
5-1-204) | 186 |BIF R, BEE—, BHEBG, |DEI-ERLRNENRAET - FEToTr e i 2000 [76122
'™ ACTHEZFHECushingE B3 D15t
5.1-205) | 167 |WRIESA, B &), MHSE, 5. | ZEIRBMHRIZMEF 2 EELL1=5 6 |ACTH Related Peptides 1999 |9,209-306
7 AGIZ#150g KO BNERR LT
CushingfERHO—#.
5.1-206) | 188 |SLE 18T, AWML, AHER, |AFEOVRARBECCRHERBIETSH > [FILE LR 1999 [47(7),717-722
. FRAMEACTHEEE BB )
5-1-207) [ 189 [UEREF, BRES, SEH—, |ﬁﬂmiﬁwempicAcmE$‘F§w& [ACTH Related Peptides 1999 |10,283-280
b, O 1 cavernous sinus sampling®
pitfall.
5-1-208) | 190 zmaa, MRS, BUSD, waw&g&&;mmmsﬁ BEXRSBESNE 1998 [74(1),69
s CushingFO—H:
51-209) | 191 [ROCRE, AHB%, EAR, | FErRAE, PRG3RI, B (/e CIRE 1997 [45(S),251-254
. SNF /AR VB /—< R R
EESHL - SHENS BIRIEREMEN)R
DIRBEB.
5-1-210) | 192 [/MRR, BERR, B4K . |[BRERFLVELSREETAMRRICT [BFXATBLIHE 1996 [72(5),820
i IBA BB =CushingBO 114,
5-1-211) | 193 | IWAR, REO%E, ARE |BAE)y o TRIA 3 oBMAIC0 |BRARSTBEERE 1895 [71(6),787
57, fth. ARO2B).
5-1-212) | 104 [ FF, HHE, FAXMR . |[FRERNRERBBIERBALL TIFM [Modem Physician 1994 [14(4),547-550
ALEALERSE, ACTHAREREE T
Lizov L THERBRO1H.
5-1-213) | 185 ﬂﬁkxmﬂ BFRE, FT—%, [ACTHEEEMESTIENDREHER. [FR 1994 [43(11),1785-1786
5-1-214) | 196 /J\%— AHBX ZXKH, [RABACTHEEEBI L3V TR (BFENGBERUE 1994 170(7),762
BRBIDAE O AR
51.215) | 197 ﬁﬁ;. Ham, LIIRX, B, |A 7R BRSO E OBNREE [DANDT BFERE 1994 [70(7),665
%U){;ﬁ&ﬁﬁb‘ﬁﬂ&?w’z‘zd‘ﬁﬁ#
5-1-216) | 198 |fREAEKZ. Etll«l:'gﬁ&d%d)?ﬁﬁﬁ WAL (R CRR 1893 141(S),30-33
| ushingBD1
5-1-217) [ 199 [ER®, ZRRR, ERE" & |7 L TROABRISONT -TEHRY |AEXRFBERMEE 1992 [68(9),816
+TOEHTF L+ AF T BRE-. )
5-1-218) | 200 | UMK —, BREL, WK, 1. |7 FoRo e\ VTORT MO LOHFPAR | BARD BESHE 1992 [68(9),858
FERA-FERECushingBSDHA.
5-1-219) | 201 PR, OREW, Lok~ |BEBHUOITFORMARTI_ERIN | DS EFEFRRE 1992 [29(1),54-58
ol - tEEB) L T ERBEO1ER).
5-1-220) | 202 |RAGT, PIIRM, SEATF, |JDEI)IF-EANE OB AT Chol= [RIVES ZME 1991 [39(S17),6-8
. b D T mROA. ,
6-1-221) [ 203 I!-miﬂ. i, BRE—8, fh g;;hingﬁiiﬁieﬁfu;zﬁ&$#ﬂ!n BFREPRERE . 1991 [80(1),104-105
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sawe |20 = Sah0 #ie & | BB~y
e .
§-1-222) [ 204 R, @NESE, MEFESE, ‘ FRICC (BAATHPERE 1989 {65(9),997
fth. Ek’fﬁ;ﬁm*t‘{ﬂhhf&ushmgﬁo—
§-1-223) | 205 [/hREEE, BNIK= BRTR, tx-r')-—*(’ﬁ#:;lﬂreserpme- . EEXIETSTi 1976 |65(9),906-912
fta. T |Metyraponet@ SESUBICRAMARL ) .
CushingRDE 1.
§-1-224) | 206 [ORER, HFW HARF,  |Aminc-gutethimidel= kYRR ER ORI |[HSERE. 1976 |25(3),566-571
. BB H S I-CushinglEB D 1.
5-1-225) | 207 [ERMAKE, THR, FHAE, k. Lambent-EatoriE BB CEI 36 L.7=B6/MANE |ACTH Related Peptides 2002 [12,155-160
OB RPIRELRAHEACTHIER S ‘
D—H.
6-1-226) | 208 [RERRIPY, TEHE, BFE, . RABACTHE EREHEFIEO LA [ACTH Related Peptides 2002 [13,107-114
HEREEZEND—M.
B-1227) | 2090 | T BB, RILE, THR, & |MPACTHOBBLRME RO BIEH7 [ACTH Related Peptides 2002 113,115-122
gww«:&%&mmcm#m#m—
5-1-228) | 210 ["NLIEE, B'!EE.R*H:E v)m&*al:;éﬂ:ﬂﬁmﬁwﬁ.ﬂﬂﬁ [ACTH Related Peptides 2002 13,133
&, . lilMRSAﬂﬂit—ﬁ'l#Lf— Crd 1
5-1-220) | 211 mﬁmﬁ BIHRF BNSF, |lmﬁ&sm_n§wu§£usm§ﬁ ACTH Refated Peplides 2002 [13,173-182
5-1-230) | 212 ﬁﬁﬁi TREE HEESS, %ﬁxmaﬁ’éﬁtzlawiﬁ’ééf.u— [ACTH Related Peptides 2002 [13,185-192
. Cushing#5a) 1 1. -
5-1-231) | 213 {BUEsS, AN, SFAZ, [HRPIZIv L TERRHIAEILL, /) [ACTH Related Peptides 2002 {13,269-275
. IRRDAE Bt inE & BEL 7= 1.
5-1-232) | 214 | REIRE, FEIeHS, 0MX, t2. [ACTHORMIERFESBEE D= RFER |ACTH Related Peptides 2003 [14,69-74
FEOARHEACTHRE SR O— .
5-1-233) | 215 [k, SFBE, RIRE_, . [EATEKDEEERL RN ERL, XE|ACTH Related Peplides 2004 [15,131-139
T*"b‘;//ﬂvﬂﬂalzﬁﬁﬁiwl.ﬁ
5-1-234) | 216 (@A, HEHRT. f#L.7=B [ACTH Related Peptides 2004 115,213-221
#h. . :
5-1-235) [ 217 [#NBA, FLEE, WOSHE, éﬁ(-&sl?é!ﬁr&ACTHEiuﬂsﬁw ACTH Related Peptides 2005 {16,271-276
[:1:3 3 :
5-1-236) [ 218 FET N e EN W7 EWEEE T o-ACTHE |ACTH Related Peplides 2006 [17,111-117
5 ‘ SETEGBMBD—H.
5-1-237) | 218 [XBER, WART, AMBF, | AFRABRLE. /7ALTTHMBE [ACTH Related Peptides 2006 |17,119-128
. BiAE DF SEL TR IEACTHZE )
—1%: N
'5-1-238) | 220 [£H#HR, SHBE, BHER. # |[RFEACTHRERBIZHNT 52371 [ACTH Related Peptides 1998 [8,167-172
FEOERME S
5-1-239) | 221 |Ishido H, Yamashita N, Kitacka [/ 4—TUY Endocrine Journal 1994 [41(2),171-176
M, etal. . |MEACTHIER BEDSEH 1?.%299!!%!&1&
Tt BRI,
5-1-240) | 222 [Doi M, Imai T; Shichiri M, et al. {Octreotide-Sensitive Ectopic ACTH Endocrine Joumal 2003 [50(2),135-143
Production by Islet Celt Carcinoma with
Multiple Liver Metastases.
5-1-241) | 223 [Sato H, Kanai G, Kajiwara H, et |Smal-cell C of the Endocrine Joumal 2010 [57(1),31-38
al. Presenting as Cushing's Syndrome.
5-1242) | 224 [/NBE, 3Pk, BEH, fb. mitotanel=CACTHOE T & & LB/ (/L€ LR 1998 |46(FFi#H),60-64
ER&H1-CushingBD 141,
51.243) | 225 |G HBE, ERE— BB & |AFoR RE LB RT E Lol | BT RE 2010 |84(2),224
Lf-CushingfE EB¥ D118,
5-1-244) | 226 |, BHARE, FH1S, i CushingfSIZEAERIENMEFE2L 11| BAHR 2004 [5(4),316-322
SEB.
51-245) | 227 |AEF, FILR, WA, . | 7N FFRRAIABEDILT=. I | T REFHE 2007 {83(1),24
DRFEACTHEERILD 15,
5.1-246) | 228 [##M, Bz, WEXR, . |RAEACTHEEERRICAGLI-MRR 2007 (50(7),531
. H¥methyraponel S & ICERBLIEM.
5-1-247) | 229 |[{Ea R4, WEE #F4, . |[AFSRUFAEDLEAREACTHEER 2009 |52(2),178
5.1-248) | 230 REBIH 2007 |24(4),203-213
5-1-249) | 231 EEINEETI ] 2007 [111(2).232
5-1.250) | 232 #5310 BARERS BNk ] 2005 [21
FE PR%
5-1.251) [ 233 5470 BERNH RS BMM] 2007 [33
HE PR
5-1-252) | 234 #5708 SFAH P BARE] 2010 |36
HE BDRK
5-1.253) | 235 |ENEE— 8, BHFEE, FEET, [AMEBEHSH 351 EEGEEIT 2010 {99(S),137
i, ACTHIEEERBO~W. .
5-1.254) | 236 | GIREA S, REAE_, IRL. /T R I ANGRGERLIRE  |OFRS B EEHE 2002 [78(2),315
ik,

s |0 = s400 A g | we~y
No.
5-1.255) | 237 [ERE, AR, ASHET, |RAGACTHERNO2ERN. BFRT BEEM] 2003 |78, 81
5-1-256) | 238 iﬁ!iﬂ, REXE, ZFEF, |EW rébl=iXELl-paragangliomal=k?d |BANS 3 2004 [80(3),664
. RFHACTHEREOW, |
5-1-257) | 230 |AEICT, AILAR, B —B, [ACTHEERS ERMIBI-£5Cushingte |BARD BERME 2005 [81(3).727
. BERO15.
5-1-258) | 240 | \UFTR3h, REE, BRRE, B |F/ S 7a=AF ~NSUFREARBC |BFND BEERE 2006 {82(1),181
- ol BIBHECushingfER B O —5.
51.258) | 241 |RiE—, BT LD, RS, |AFoR BB KUITRaL T/ —VED| B RN BEE: 2008 |83(4),1051
1. i WA RO - R ETFARFIEACTH
ERBD1H, .
5-1-260) | 242 m;)‘-ﬂ!#?- SRS, ARAL, |AFEACTHERRZELLBIALT/ | BARS B EoHRE 2007 [83(S),248-250
AR,
5-1-261) { 243 mﬂtii BAR, IREE, |DEBRIZAFATOCEERI A% |OARS BFSHE 2009. |85(S),123-125
PEot-DuL  TERRO—H. .
§-1.262) | 244 f&q*im,*mmi BRE, |[SRWMTEEL. 2RCHGLEACTHE [BANSBSRE 2009 |85(8),177-179
it 4 /IR D — Bl
5-1.263) | 245 |[MIIRTF, EWEX, WAME, (BB ERHNFLE EERMEREH ﬁm 2007 |56(4),442-445
ita.
5-1-264) | 246 |8KH, RRANE, EEIE, #h. 2009 {113(6),1008
5-1-266) | 247 [P B— B, & W, RARE, Mccune-anghuiiiﬁl-#vﬁCamﬁi— BERRREFERFSME | 2009 [21(2),226-230
ith. incadronatel= &\ AML -IBEH & hBIR
D—H.
6-1-266). | 248 [IRBFH, ILGE, MHARE. ﬁmﬁﬁn’rlm»iﬁ*b?'b?b(ﬁm MRHE 1999 [40(11),1515-1518
: T2t T RORERN.
5-1-267) | 249 [EFHEE. #. ol e T ED M. BAhREFEEME 1987 [91(5),1295
5-1-268) | 250 |G HED, BAE, BER, 8. |REBEIMEL CL BACTHERIE eI 2010 {58(3),121
) . CushingfEEE D18,
5.1-260) | 251 |JEARET, 15K, ALK, . | FER~OEURNAREE T T E DAL R EPRRR 2010 |47(4),369
SAEN-EEFRET I TR,
5-1.270) | 252 [R3#M, AART, BDR, t [BBEVRELSHUEACTHESE RARTFEHAFHE 2010 {80(6-7),156-158
CushingfERBEDBEVH.
5-1-271) | 253 |BH O E, BHE SWH—, 1B | A7 h BRI FEAREERZEL |DFAARBFERk 2010 [86(S).27-29
f=CushingBD—H.
5-1-272) | 254 [Suzuki K, Hattori Y, Aoki C, et al. [An ACTH-secreting Pituitary Adenoma  [internal Medicine ‘2010 [49(8),763-766
Within the Sphenoid Sinus.
5-1-273) | 255 |Kondo T, Matsuyama R, A Case of Ectopic Adrenocorticotropic Endocrine Journal 2010 157(3),229-236
|Ashihara H, et al. Hormone-producing Pancreatic
(Neuroendocrine Tumor with Multiple Liver]
5-1-274) | 256 Cyclic CushingiE B Re % SL, PTEAC TH |B106] BAMS BFZ MK 6
BAE, BNET, ATHE o |EEEEsEOhAR Fli&!gw_wﬂ_ﬁ 2010
51-275) 257 e v /Y, GAVALIE, . ﬁféﬁﬁﬁgfg’cmﬁﬁﬁm&b :10 ;;;é}?ﬁ HE: 2010 |32
5-1-276) | 258 1y
Bt ASHIRAY U y3-MSHACTHEL
BRI, BHE—, ABRRT, | R b b BEERETE n ri | 2010 155
lad BUACTHEFFES v L T EBRD 1, |7 100 BERABES R
e ons
51-277) | 250 - g 490 B
SR, HIUY, GRAR, . [SATEEREENT LOSEROIR e aom BAmRERA | 2010 |8
. - - ES W EHE PHAN
5-1-278) | 260 : ACTHFREEFHARBRARENALR 1928 BARNH2E Ttk
NS, BRI B | vaizsBCushingERBIOIE. |2 wias w0 %
5-1-279) [ 261 [NHER—, EXF— 0, WARK, [BMRA- BLETARE LTLERM |W6740 BEANEES ARR] o
1. $£B.E N =CushingfEEEE D 14 HefE PR%
5-1-280) | 262 AFTROBE "::Ulﬁ'-}—/l«ECTHfﬂ
RAERT, HOHE ERLTF, [ ERCLENBBEAMTIACTHEY |H192E BERHES EM| 2010
. D TERBO A, LaBe PRs
= — ~ = —
5-3-281) | 263 Ef"u B, 2585, ARET, fcﬁgggéiﬁgzﬁﬁh%im& BARS BN 2010 |86(2), 575-576
S1280 | 204 |, BABT, TR, | FRTBRFMACTHERBOW, | ERMBRIE BE [ 50, [18
S1289) [ 265 gron, nmm, EARSME #0 [ROGEAEUSIyy RO, [ B RIASBEGIRN] 5,
5-1-284) | 266 [iEAM—&. WES, RBER, [MMETL T T CREBHTELRE |H0E ARNNTBENEN] 50 o
. EACTHEE SRR O, %
5-1-285) | 267 atyi I - . X ; -
" . typical Thymic Carcinoid Associated Tokai Journal of Experimental
- Sato H, Ka]'YaH' Kanai G, etal with Cushing's Syndrome. and Clinical Medicine: 2010 35(2)78'82
6-1-286) | 268 [MLIE— BTEA, SBER, |[miithMERLIERBRESHLIA [H1028 E*Wﬂ#ﬁ PR,
ith. FEACTHEER B D15, F& i 18
s Sugivama Tz Ectopic ACTH syndrome caused by
H, et ai ' inoid tumor Endocrine Journal 2010 |57(8),679-686
' B indistinguishable from Cushing's disease.
5-1-288) | 270 s CushingfER B (REFHACTHR @M E
L, RAER FREX. U ERRENERS SR 1B, BEHLBASLRER 2010 {107(5).928
. 9
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No.
| 5-1-289) | 271 | REReR, BARF
51269 | 271 |RERE, EAAR IART, |y ppaics SRFIACTHERBO— B, |BARSBERMIE 2010 [ss(2)560
5-1-200) [ 272 [y y e w130, ERE, 4. lifgki&i?f:uacmii?i#ﬁo Py — 2010 |86(2)568-569
5-1-291) Jubiz W, Matsukura S, Meikle Plasma metyrapone, adrenocorticotropic {Arch intern Med. 1970 [125(3):468-471
AW et al. hormone, cortisol, and deoxycortisol .
levels. Sequential changes during oraj
and intravenous metyrapone
. .
5-1-292) Hotham NJ, llett KF, Hackett LP, [ Transfer of metyrapone and its J Hum Lact. 2009 |25(4), 451-454
et al. metabolite, rac-metyrapol, into breast
milk.
5-2-1) Biller BMK, Grossman AB, Treatment of adrenocorticotropin- J. Clin. Endocrinol. Metab. 2008 |93: 2454-2462
Stewart PM, et al. [dependent Cushing's syndrome: A
consensus statement.
5-2-2) Shalet S and Mukherjee A. Pharmacological treatment of Curr. Opin Endocrinol 2008 [15: 234-238
hypercortisolism. Diabetes Obes. 2008 .
5-2-3) Igaz P, Témbodl Z, Szabd PM, et [Steroid biosynthesis inhibitors in the Curr. Med. Chem. 2008 (15: 2734-2747
al. ~ therapy of hypercortisolism: theory and
ractice.
5-2-4) Newell-Price J, Bertagna X, Cushing's syndrore. Lancet 2008 [367: 1605-1617
Grossman AB, et al.
6-2-5) Richard A. Feelders, Leo J. Medical Treatment of Cushing’s Neuroendocrinology 2010 [92(suppl 1):111-115
Hofland Wouter, W. de Herdef. Y : Adrenal-Blocking Drugs and
Ketoconazole.
5-2-6) Bergstrand CG, Nilsson KO. Treatment of Cushing's disease in Acta Paediatr Scand. 1982 [71(1):1-6
children.
5-2-7) Owen M. Wolkowitz and Victor 1. |Treatment of depression with Psycosom. Med. 1989 |61: 698-711
Reus. antiglucocorticoid drugs.
5-3-1) B, AORE, HFLL  Textbook of endocrinology 5th| 1983 |p.350-364, 1496-1499
" : ed(FEESAR. 1981); HET: HE
EE
5-3-2) DL TERE BE 1984 [p.161-173
. s MOOK2S5; 35L: SRR
5-3-3) BHRE, BRI . ANPUREE B (REE | 2009 |p.2286-2288, 2332-
17R, 2008). AF4AL-HAL | 2337
SRS B—F At
5-3-4) Henry M. Kronenberg, Shlomo Williams Textbook of 2008 |p.464-77, 1812-1814
Melmed, Kenneth S. Polonsky et - endocrinology 11th ed.
al. Philadelphia: W.B. Saunders
Company,
5-3-5) J. Larry Jameson, Leslie J. De Endocrinology Adult and 2010 {p.282-311
Groot. Pediatric 6th ed. Philadelphia:
(W.B. Saunders Company;
5-3-6) NI AR PE7RR. T PILEE | 2009 1p.145-152
5:37) FREEH, REEE W T BB ~17 | 2009 |p.105-107, 139-142,
N MEE BIRLAM 170171
5-3-8) A+HE B K® RAF A% R NREERE1TRR. | 2005 [p.1942-1944
B 4 W B TAHET Tl
5-3-9) KB R, i & MREFIE. FH, EFRER | 2008 |p.1526-1528
5-3-10) Sperling M. Eds. Pediatric Endocrinology. 3rd | 2008 |p.444-511
ed. Philadelphia; Saunders:
53-11) Pescovitz OH and Eugeter EA. Pediatric endocrinofogy, 2004 |p.568-600
Eds. ' i i
and management;
Philadelphia: Lippincott
Williams & Wilkins,
53-12) IStyne DM. Eds. [Pédiatric Endacrinalogy; 2004 |p.196-217
Philadelphia: Lippincott
Williams & Wilkins,
5.3-13) BERNERAZBELER. IMNRASHE. B BEEA| 2010 [p.370-375
it
5-3-14) lmﬁaf BIRART, B PR, WAERIZLAHHNRAS # 2007 |p.1134-1135
3. EOaR R BiRLARE
5-4-1) B M PRERAB SRS S L TROBHEAROT | 2007
RS ERHRER BT EL Bl (FA1BERBAT). FRE
BRI SIRERAN 184518 S5 D ERRHLE :
6-2-1) X . Bl 5 [BIRTLt EERA RO DR E. PR CFENARES 1999 Ip.11-55
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Pediatrics (3 months to 18 years of age)

The recommended dose of CellCept oral suspension is 600 mg/m?
administered twice daily (up to a maximum daily dose of 2 g/10 mL
oral suspension). Patients with a body surface area of 1.25 m” to 1.5
m’ may be dosed with CellCept capsules at a dose of 750 mg twice
daily (1.5 g daily dose). Patients with a body surface area > 1.5 m*
may be dosed with CellCept capsules or tablets at a dose of 1 g twice
daily (2 g daily dose).

<%E - WE - LE>

Children and adolescents (aged 2 to 18 years): the recommended
dose of mycophenolate mofetil is 600 mg/m’ administered oraily
twice daily (up to a maximum of 2 g daily). CellCept capsules should
only be prescribed to patients with a body surface area of at least
1.25 m’. Patients with a body surface area of 1.25 to 1.5 m® may be
prescribed CellCept capsules at a dose of 750 mg twice daily (1.5 g
daily dose). Patients with a body surface area greater than 1.5 m®
may be prescribed CellCept capsules at a dose of | g twice daily (2 g
daily dose). As some adverse reactions-occur with greater frequency
in this age group (see section 4.8) compared with adults, temporary

dose reduction or interruption may be required; these will need to

take into account relevant clinical factors including severity of

1
HERE ;295

reaction.

Children (< 2 years): there are limited safety and efficacy data in
children below the age of 2 years. These are insufficient to make
dosage recommendations and therefore use in this age group is not

recommended.
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2. BEEARICBHSERLODEMIZOINT

(1) BISEBOESM
B A/RNRERBESOFEE T, BRIV T 1998~2003 £ T 6 FE/ THIZFY

BARIZE -7 15 BRBOBERII 347 61T, BEHEIT 100 FADHY 3 FIRETH -7
SETRD RS L L TIEREOE - BRRESELEL . BREOFRE L LTI, A3k
EER FCRRAREELE) BBV, Si@ B R IR iR R THY
BREBIRIE L U CEIEEN . BT R CBBHEATThILS 25, 15 BAREO/NE TH. 1 85%
THEEEHNEBRSh, BITEASOETRIZIIE TS, SETILI%THoMz, FRE
L CIBRER L EEESS< . RKOBECHEREEORELRBSATEY. 1L
R R BE DR RTREIR L TR 25~30 HRE\V 2 BB LM R>TNG,
o, BREAROBBHEERRIT S £T 86%LWMEINTNLR, RILHBUKRKREL
TIEY \sﬁxﬁxlz)o :

A AR EBEEA RO E ABEES 2RO LR Thh T\ 3 B ERBREH
— TRV T, B 20 BRBOBE LN L LTARICEY 5/ NEBRBEOBRE O

BHRESRN SN, FORE. | KEBEBEOBHEBAZRICOVT, 1985 ELA (B

FEREMERICE R S CWAREMEIE AT o 1. 5 RO 10 F4E5%EIT 82, 63 R 48%
THoEDITHT L, 1996~2001 FD 1, 5 R EAEFRIL 95, 90 KV 80% TH -7, BiE
FEEOER L LT, Atk CBHEEREGD 1985 FLIATTIL 8.9 KTR68.7%., 1996~2001
ETH 171 R 28.6%% &, EREGOMHIIMERE LTBEBEICBIT 3 RETHETH
B, 2B, ATFRIZOWT, 1985 FELHTD 1. 5 B 10 F£47FEL 89, 82 KR 76% ThH o
FoDITRE L, 1996~2001 £ 1, 5 RN 9 SEAEFFEIL 99, 98 RN 9T% Thot-, L=z
NOFEEE LT, DS, BRMER CBEHEN D &) 5 BIE b0l S5,

UEXY, EHEROBEEEIE. 1. BROETHRFTHN T, BEEEICE LVWEEL
BIiTHRA LFHET 5, : ‘
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(2) B0

Iave ) —AB E7=FA (BT, IMMF)) RAEKNTIAAES W CEMED S =
7w/ —/VB (LT, TMPAJ) &723%, MPA X7 Y KD inosine monophbsphate
dehydrogenase % FTHENIZMIET 5 = & T DNA SR EMEI L. UL SERORM BRI

| B L USRI B 1T BIERRUS 2 I 5 2R, BRI R B IERRIS OB R ‘

HIERERELR L LT, A TCHROINV Y =2 — Y VIREZE (BT, TCNI)) THBirmR
RU» (UUF. TCsA)) Xpx#7u Y AR (LT, [FK)), QAT A F, OEEERMER
THBETHEFATY L (LU, TAZA)) XiEMMF # 3\ M3 TOR EEETH S Y AR,
RU@EWEBE (FlIL2 Ve 7 ¥ —Hifs%) 26009 3 @ mEgESThiiTtns 5. 3)
RO (4) EBB), MACHT ZEICON T, KERURMECBOT, NEBBES
FEHRE LEFIHARCETARBREICE SN TRESLTVS, 2010 ££0 North
American Pediatric Renal Transplant Cooperative Study (LA, NAPRTCS]) DEREE Tit.
MMF 371 F=Y u U ROFK & OB Z R0, B/ NEBBEEBED 3 502 U ETHE
AahTnafh, BRNMOBBETA FF A (2002 F) O/NEOEIZH MMF O#R5IZEY
BREERDHDZ D, ARIEBWTH, BREICKIT A EGREOMmE % Biy & LT MMF
BIES RSN TVS L& b BPH®RS. 26, . )

EATIE, ¥R ) AABKREARTHD I L 2HE, BBMEICST 5 RBEMIREIIS T
S & REBRERITISV BBEICBT 2 EWFEC O VT, AR LZBETRW
DD, 2009 EORRKBREEFNC LD L. EREBE (1,041 5. 2095 20 R 75 61)
RUOEREBE (171 fl, 2055 20 @R 9 ) 0BBABIZBWT, ThEh 92.0 R
97.1% D EEIZ MMF BEE IR TW5, 2B, MMF UAOEBERSKREAERE LTL, 2V
Y EVBR%ROBETERSNTEY, AZA IXMER STV R o 78558,

PEXY., ERLOFRMER. (Y. BCRCEO CEEARIEICIE ST b TWD) L5
flid 5. ‘

i - BE

BB

WA BREBRETIE, 18B1gx 1828 QgH) . BOUIFHR
NI E (D7< &b 2 BRI AT ) RER S 5, BERRR T,
1E815g%1 A28 Gg/R) #EOREMRUAMELFR I,
BBHBE BT 5 DREOEBMIIIIIES hishot, 2gADEL
7 PR EENEAEL. JYROEALET P ARES NI EE L
D RN BIFREER T 0T 7 A VER LT,

ARG HE~188%) BT b OBER OHER R 115600 mg/m®
%1 H2E#E (LB2g/H) Tho, EREMN 125~15m’ DB
BT, B 7 RAHIT 1 E750me, 1 B 20 (15¢/F) OREHTEE
Thd, EREEN 1LSm LY bREVCBHEICE, T EARHD

HEATIE e, 1H26E QgH) DRENTETHS,

LB

A OBESEETITZ. 1H15g% 1 B2EBRAKRE @Datd
2EERALAEMNTTC) X1 E15g% 1 B2ERAOKE Gg/H) 18H#
BINB, ;

iige 2]

A FBMBETE, 1H g% | B2 ERRARS (DR ED2

BRI ENTT) T 1E15g% 1 B 2EEDHRE G gR) MR
Eha,

3. BRR A HEORBIKRFICONT
(1) ER4 DEAOXRBRREVHERBREOHFREZDONT

| ARBEH (Efodk

EicBiT5BBEOH
1) ‘

250 mg A 7 AE FHREDRS) 1995FE 583 B

500 mg GEKl (FIFBENM) - 19974E6 B 19°H

500 mg/vial FERH (FiFgEm) : 199848 A 12 8

200 mg/mL RRBAI (FEEM) : 1998 108 1 H

ORI B/NEBBAEIC S5 FEEM : 20004212 A 20 B

1) *@s%xﬁ 6)

#wE

BhhE - BHE B, OROFFBHE -
AT P OEEEFER. O UIFSEES BT 2BHEA R
OB TH L, EAET MIvIaARY VERaLFaxTFaL
K& R ERT 5,

EHAE D 7 VAL SRR ORRBAORERE Th 5, ERAIIC L
HEEE, BHE% 24 BELMICIT S, ERANT. 4 REZETERT
BIERTE, BORERTIEL 2o BEICHE, EHICERHICY
DEXD,

2) %335@ 7

hEE - 2R

<REORE : 250 mg # 7EAF], 500 mg FEFl. 1'g/S mL WREHA>
AT FOBESEY 7 aARY Y REaAFaRTa Al R
L, FEE, OXIFBEES ST RRE BT 2AMERKIEOmE
ThH b,

<EARPIRE : 500 mg/vial FEEHE] >
AL POBRIEAV e ARY Y ERaLFaxTaq FEHR

BEES ;295
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L. AEEXIIFBEE S - BF BT 2 RMERRISOIH T H
5.

i - A&

AT M X BIEEE, OB EETIBERMEIC L V%
RO 5L,

<BEO#EE :250mg 0 7EAA] 500 mg BRI, 1g/5 mL RREHAI>
BERHEICRIT RS

A ' b ORAKREL. BRENE 72 REURNCRSET S Z
b, BBRESEOHEAEIR. 1H1g2 1826 QgA. KEH L
LT5ml/H) Thb,

MRBRUESEE Q~188) I3 /- E7=2FNELTI
E 600 mg/m’ % 1 B 2EEN#KE (FR2 /A, BBF L LT 10 mL/
) ZIBME&L+5, 17 EAMEEREMNS 125 m* U EOBE
XL TORMFT BT L, hREHE 1.25~1.5 m’ DBFTEIN T
EAKITIE750me, 1 B 26 15¢R) OREVARETHD, kK
EE1Sm 2B BB TEARTIEIg 1B26H QgH)
OB|EBARETH D, AT, BREE 1S’ ZBXHBEITRHLT
DOHLFL, 1B1gx1 828 2gR) #5725, ZOFRE (2
~188%) 2. AL HE L TW L Sh0RIfERORBHENEL LD
bbb, —ERBERIHEAROONDZEbH D, EORBIT,
Bl OBEERE 2 CEM T RIS L THIET S - &,

mﬁ(zﬁ%ﬁ):2ﬁ$ﬁ®mﬁmﬁfé+ﬁ&§éﬁ\ﬁ%ﬁ?
—HAFRLNTWA, HEHESRFRTEIEETERVDT, 20
ERBE~OBREFHEIN RV,

LBEIIBITARE
BA AT N ORDBEL, BHESS ALINICEBETSZ L, O
BREBEOHERAERIZ, 1E15g% 1B 2E GyH) ThH3,

MR NRLBHEBEDT —F ZRESRL TR,

Bz 515 ,

BA BT R OBRNER S IFEEE OV 4 BRICITV. B3
HERBNETSCROBRELHET D, FBEAEOEEROAE
%, 1E1L5g#182E GgH) Thd,

AR NEFBHEREOF —ZIIRESN TV,

<FIRPIER S : 500 mg/vial FEHFI >

EE  ERFIOREIT b > T, AEBESDVVIIR—F 2ABEL
b T N . :

AL, EOH (8 FEAR, ERROEER) OREAF TH S,
EHANT 14 BRECHEA LTS LV, BHAIC LA TEEEE. B
W% 24 BERILAPICAT 5. 6 mg/mL CTM L, H72< &b 2 BEILLE
PFT, KM BV LEEIRD & SR E S Th R T hER b7
W,

BBHEICBT RS
BHEBEOHEREIX. 1E1gx1H2E QgR) Tha,

PSRBT s E
FREBEOHRNREICR T AIEEHEIX. 1B 1g2182H (2
gR) Tha, Bit7 F OHRNESIIFBEEOVH 4 AT
V. THEERSNISECHICE O BRE2RET 5, FBEREDHE
BROBAER, 1E15¢g%21H2E GgR) ThHhb,

R NEFBREBREOF — ZITHE STV,

AFBEA (FE7zid
BB 5ME0H
)

250 mg B FEAFL 500 mg §EH (FRAELIRLS) : 199642 A 14 B
500 mg/vial YEHH : 1998 45 10 B 20 B :
1g/SmL BHEH] : 199942 A 26 H

B ORI B/ANRBBHIC AT 5 FEE - 2001 47 A 16 B

&5

3 ) 5&@6#15& 0] )
DIRE - PR PRETFRUCLDEBO D, FE L R
M- HE

ABREA (£l
EickiToBMROR
1)

TREEHAUCLDEBOLD, KELFARK

wE

4) {Agﬁzmﬁk n

2hEE - R PREEFNICLDERORD, EEHELFE
HREELSRICLZEROLS, EEHL FE
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AERER (Fizidb

EWBiT 3R OHF
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4. BEEARCOVTERATRE L 1@ EERAEBRBRIZ DT

BEZERAFIZOVT, FHAREERERSHIC L Y BRSNS ERRRII R,

MMF DAL ThH DA A ADu L 21T, Pivotal study & LT MYCS2675 38k (14
B WONT Pilot study & LT MYCC2190 RB (EIHERR) RUZFOMERBETHD
MYCS2190V2 BBOBER S iz, & 5IZ, MMF 0% 7 & LAl L BRI O£ D FEHRSMER
AT &N MYCS2684 BB (RMIBMHERER) OR/EESRE SN

(1) MYCS2675 % (BIAERE) >3

1) REROEFEE
An open-label, safety, tolerance and pharmacokinetic study of oral mycophenolate mofetil
suspension in the prophylaxis of rejection in pediatric renal allograft recipients.

2) SEHEE IR sk ‘ '
dee o fERk. BRI S HERR, BN 1 FERROEF 15 MR

3) HBHE
1997 48 6 A ~2001 ££ 11 A

4) HEY
INEBBHEBELRNEY L, CA RURAF 227 uA FHATTO MMF BAI0O
BRI BT 5 R, BAER UROBIEORE ’

5) REBTYA v
HEEESIL. EER. SHERER
6) fEfIEK

100 1 (A4 3 0 A ~6 akil 3 33 41 (BT, (6 MR . 6~ 1158534 B, 12~183% ;
B4 BBESHE,
Eyghreotkatix, S5 (6 Bk ; 174, 6~115%; 17H], 12~185 ; 21 ) TiTh
i, ,

7) DR OERIRLE ,
EH30 A 185, FENSAkg U EOFEISIEER O (HIESR) BHEBRE

8) BBREDOME - HERUBRERY
MMEF 8% 600 mgm® (LBR 1g) % 1 H 2. BHhtk 36 » ARENRET 5, 94 A
EB%IZ, 250 mg B TS EAFI~OEERTEE Shix,

9) FEER

HAEF ; 295

OFEE
AR X BIERRICER, ERRISREODORENHIERS . HRELAFRUE
WEEE
@FEmEE
#E57RHE. 3. 9, 24 (36 7 A BOMMFEF MPA RUMLIEH MPA D70 a L ERRD
&k (LIT. TMPAG)) OEMBIET 07 7 ANV (Coaxs Twaws AUCo12 & T OEHKRH)
@ret ‘
BT, BEMEE, AEFS. ARER. BROEM. BERREE

10) MEEHREATRIE ) »
REMROESEDT — 7 IR EE AV THET S hiz, EBghEor — i385
BLyr 7Y BT L ICEH Sh, FRERUENEZETFL LGBOICLY 2
wani,

11) HBEHE -

BREIIIODERE (GRRFE. 6~118%. 12~185%) ([CBE%. BHE%36Y A B MMF
HIBEFI600 mg/m’ DI 5% Z 1=, O/, Hetk, EYBER CEEOFM@A ESE
iTbhz, '

12) BEORKR
SERHIEPIT ST 30 Bl (EBRE D 30%) DER TR S N EMEIEREHR L, 8
MRS FETERIT 6 BRI OB TR LIE< | PIEHERRIGREBLEIL 6 R T 18%, 6
~11 BT 38%, 12~18 T 33%Th -7z, 36 1 A DEEHM P 2 FIAET, S fITH
BB L, BHEBAEEL B%TH- T, :

13) EHBBROER ) :
MPA KU MPAG OEMEIE S 117 7 A WIZBW T, 3 DOEHE CHRKHCEROSH D
EIXRENR D 72, MMF FREH] 600 mg/m® 1 B 2 B OHRSIC LY | Bl 7 BE&IC MMF
1g1 B 2 ADRA~DEE TEH LI MPA O AUC,, (272 pgh/mL) [ZBEL-, HE
THFE LT MPA @ AUC, 1, 9 PABWKIRTHEE® 2.1 fHic EH L, ZofmIEK
ATOBRBHEBEICRITSHBL—H LI, MPA DEZBBEEIIO VA BETREEL
77
MPAG @ AUCq.1 IZ2VTC, 6 mAMOFEHE Cithod 2 SOFEHBITLB LT 24 VA
B TIME@EEZ R L., 36 7B BTiX3 2OEBBE CREDERRLE, 3 DOERK
JB D MPA @ AUCq; V- T R CORIERECRBE Ch o,

14) REMOER ’

REMEFIZ, TTORBEDR L I FOFEERRER LT,

* 4-1 BEEOEK
: wEEE (100 f1) BHE (%)
HEELZORD, ‘ 100 100

8
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A 2

EAEE 2
BRNICERRATEER 2 22
RBEACBEDHPD LAY . .
NPT L HEH ) OFESS

EEOHESSE 58 58
KREXIIREZEL-FEES C54 54
B Fn R YE 57 57

BBRELSETHEAE Go%L) KRHLNEFEFERIT. BB (74%). BRE (66%).

BIE (64%). THI (64%). FERIBZRRIYE (57%). B (54%) . IEH (53%). "Zamki |

I (50%) Thot, 3 ODERBBIZBVT, 1BEAYOFESRIIRABREOHEE THE
Shizps, TH. BmEREAE, Rk ORREER, o 2 SOFEE & B LT 6 5%
R, BIZ2RRMCTLVELBH L, AFFRITLY. 10051 15 61 (15%) »HR
BExdik L, RBROPIEICE> f:ﬁ%gﬁmﬁgﬁ%ﬁiﬁé'érﬁlﬁgfﬁ) v, MtE
DESEBENFRH (3% FomEShiz, ZoM, RROBEHIEICESHE
EFHIT, R, RIUE, WELE, BRETIE, FRARUT S F—Y 2 Thot,
BRI ERLREEFRII 2 cAabh. 5B 288 E L, Zhbh 2 FHIOERT.,

 AMOHDMEEARURERTHY . WThOREE L MMF BEH & OREEMRITTE
Ehiz, 2F0 55, RBEEHIELZERREFBRETENENR4GITH S,
HFRBLEENTSTOEBB TREL (57%). HEHED V7 BIEDEREIL 6
~115% (12%) RO 12~185% (6%) LHBRL. 6K (24%) TEhoiz,

(2) MYCS2190V2 B (5 HARABROMKFERER) 5
1) REROEE
A study of the safety, tolerance, and efficacy of long-term therapy with oral mycophenolate
mofetil in pediatric renal transplant recipients.
2) ZENEE IR/
Ak 4 fERR
3) REREAR , .
1996 45 10 A ~1998 42 8 A
4) BH&
OMMF BHIIRE DR L AFEEFET 5, ‘
OMMF REIZ LA RGBER LS L REBREEFRAZEET 5.
@MMF RHHREIZ L5 B RESR L BHEEORRLBET 5,
. B) RBRT7PA
FEEIERL, HER. LHEER

AEER L MYCC2190 SRE&H b OMFERR TH D . MYCC2190 RER TR & 3 FERIIChT
UE:-E=3°% gl ot

6) JEFIEK
MYCC2190 B (40 B) »HOMBEERZL, ARBROEECAT L 33 6] (£#% 3
T A~ BRI TH. 6~115 ; 11§, 12~I185%; 15 Bl) BRF I,

7) PR U ELRIRERE ' ‘
MYCC21903ABR &2 KT Lz, £RIVADLISRE TORENS4kg YL LOBBHEBE

8) IBREORE - AERUOBEEK
250 mg 7 7 ENAIEER L. MMF 23 mg/kg (EFR15g) #1H2 Eﬁu&‘%mréo

9) FmEA

OFHE

BHEE£E. HRELEFRGIEGRISTERD -0 O R ERER S

Oz 2t
EELHEEESR, AEEsR. BHER. BMRAERL. BRRERE. EFH:{F DIEE

10) HEFHETFiE
REMROFENIEOT — & 3Tk &2 AV CRET S -,

1) ABHik
MYCC2190FRBR & & T U713, B8iE MMF 23 mgkg O1A2ERE 257,
MYCC2190 AR BHEEIEMIzDD . 6vA L k:ﬁcéﬁ&(ﬁﬁ DR & 3T,

12) ARHEORER
FHEEREE CILBEG S 33 Fild 26 Bl 3 ERO T2 + :-zv{»mT L. SREHIR
P RCHIROBEBEERNIL 2o, HERESTEEOZD 6 (182%) ke
TREMBAIC X 2IEREZIT0, B EZTTENT o/, ZRD6FDS B,
3 BFIAREERERICBITH D CHEERIS SRR L, o 3 fliiFlERBRilcER S I
7= MYCC2190 REBRICI VT L IEREIEREH bR TV,
MYCC2190 RBEZE Y, M LZL 40 FliCBWTRTARh o723, 2 FliZBWLT,
FFERBRI G, 5% BHEL 48 BERRO 53 REICBEERESBO DI, £
> T, 2FE0BEEFRIL100%. BETLEERIIOSY 384046 Thot,

13) EpEhienkEE

14) BLMEDRER
RBUMT, TRTOFEBREDR LD 1 BOFEFERPRALL,

& 42 REMEOERS

HEET ;295

PEREH (N=33) BOE (%)
BEEELRORE 33 100.0 -
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Pacll 0 0.0

RBREXFICEELIZ»L LAY - " 333
XiIBE L EESVOFEER '

BREICERTHEER 4 12.1
EEFEER 14 42.4
HEERICISPIEH 3 9.1
KREXIHBLEL-HEES ' 13 39.4
A ARG 3 9.1

EiEEE : ' 1 3.0

BREL2ECTEAECRD N FEERIT. BF - HEREEE (88%) . &5E
ELHEEEE (T ETNh8s%) . FFESHREE (82%) | L0 LEEEENAH - 2EE
E (ENENT%) . MEBB LU VR EE (67%) . BEREREEE (64%) . WRE
REE (52%) . NHWBEE C1%) | § - BRRAEE LS REEE (ZnThi1s%) 2
WEESN, FEREFEBRICLVRBREPIL Lz, FEEBIR, BFOEREEERE.
HEEIER CEBY A AR (BLF. [EBV]) ) BYESEIFICTHo, ‘
BRI 3 B (91%) 7THICRERL., ZTORRBAVIFTBIEI & (WP F
PERBEREGIE | 1F. BIERE I v OFRE 2 . B~ LSRR T AV ARYSE 2 . Y1
bAFaTA AR (CATF. TCMV]) BREE 2 4 (CMV HERBRILE 1.1, CMV fE/
SEMREE 1 B) Th ol BHEEREIT. FROEEEO B Hia Y 3@ 1 flEE S, MMF
EORRBFBIRBELEEL Y LFEMENT=,

(3) MYCS2684 BU ((6H1%5 IiERtE) >3m0
1) HEBRDOEFRE
A two-way crossover bioequivalence study of mycophenolate mofetil oral suspension formulation
and capsule fom}ulation in healthy subjects.
2) EHIESHEE/ MR
ek 1 mEER
3) HEEHRM
1996 £ 7 A ~1996 4 8 A
4) BHY » :
FRFERLA & XRIC. MMF b 72 AVRICAM 5 MMF 8RB0 MRS U T,
MPA 0D H1#E AUC J O Copg 12 23 % BT 5.,
5) MBT YA
BHER. FER, BESL. BEERE, 2/ 287 g x4——
6) JEFIEK
444l CibE ;20 B, B 150 BB Sh. EMBEORINI 2 FITTbhE,

7) ERBREE
1885 B 55EE % CORMBRA TARBOME 2 BM L XBIC L 5REE B
8) BREORE - ARRURS&E
EHERA : MMF 2 7 EAAl 250mg) 4 578N (1) RHEERENEET S,
REBUA . MMF BFEH (200 mg/mil) SmL (1 g) ZEEREAOKRET S,
9) FHMEEH
OFE
AT a8
QEHmEEE
M#EH MPA B UMLEES MPAG @ Cpaxs Tmaxs AUCin 2 UV AUC g
@&t :
BE., SNV A, BEESR, BFRRER
10) #EEHARITFIE :
MBI T A — FIEHBSATIC L VR Sinic, T 02 B AA—S—FF A L Dby
CEONTIIEEE, HRE G | B, BNEBSE L, SRE e AD) e
BIERE (BE) DEMEIEE T A —F OLOI%EHEKMA80~120% (HEHR S
A—H), XIT80~125% (I EBRNAT A—F) ChHIBE2EMFNRETHS L
L,
1) #RRFE . ‘
MMF $B%1 (200 mg/mL) 5 mL it MMF % 7 A% (250 mg) 44 7L %2 v 2+
—AN—EIZ LY TARM® wash-out I 2V CHERRO®E L, miF+H MPA RO
HEh MPAG D EMBIIE £ 50T 5720, REERT, #5720, 30, 40, 50, 60, 75KV
. 9047, 2. 3. 4. 6, 8, 10, 12, 16, 24, 36, 43K Ur72MERIICERM & =M L7,
12) EEORER ‘
G,

| 13) EMEERORER

MMF BRBHI & O MMF & 72 LA 580 M MPA R UULET MPAG DEShEE <

I A—FZEREL. MMF A 7 EABICET S MMF BRBRIOEMEIE/ 5 A —F Dk

(90%EEXM) 2EK4-3 1R LI, ZOREIS., MMF BEHIR G MMF 4 72 VAl
IXEMERCRE THD Z LR IE,

5 4-3 MPA B U MPAG DEMENR T A —F ODH R 0%EEERE CEEi)
90% 5 1E X[
TR LR

NI A—F b (A/B)

MPA .
In AUC)q ) 104.8% 102.0% 107.7%
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In AUCie 102.6% 97.9% 107.6%

In Cax 106.3% ’ 98.9% "114.3%
MPAG

In AUC , 107.8% . 103.6% 112.2%

In AUC 107.6% 100.6% o 115.0%

10 Cpnax - 101.8% 96.9% 107.0%

A BBH B: A EH

14) REHEORHR \
1 ELA LOERBRELREL 2T _TOHBRE (M45) 2RMEMBITIRE L,
BLELSERLEAEERIZER T (8/44 §1182% ; BBH S Bl b7 EAR3 ), B
L (7/44 ] 15.9% ; SRIBHI 5 B, VW 7EAH 2 6) BIhicE -, ARBICBWCE
BLRAEERIROLNT. FEFRICERTIHRBE»LOBREL 2272,

5. ERREIZRIBANOLEIHR - RBHICOLT
C (1) EAESLEERE. ENIERBREOARANSE L TOMERR

ENSOARIKIC OV T, AREECB VW TERERUTOFETHRESN, 205
hie (RFREMER 2010411 A9 A),

QES SRR DR
AN SCEROBREITIIRE T P & LT PubMed K UF Embase A L. BB K OHIRSE
. (Limits) ZUATDEED & LT, '

-‘PubMed
HFE | (Mycophenolate mofetil or CellCept or MMF) AND (pediatric or child) AND (renal
transplantation or kidney transplantation)
BEHR 07TH
HIPRZ4 Clinical trial : 78 {5

Embase

BRX (Mycophenolate mofetil or CellCept or MMF) ‘AND (pediatric or child) AND (renal | -

transplantation or kidney transplantation)
BRBERER  LIS1
HIFRSE Controlled clinical trial : 80 {4

FETIE, BARNEBRAESEROEZE TREN TV A EEBHEBE LR L Lo

13 )
EZEES ;295

RS ®ic, SEF-ICHIESNE 158 8 (PubMed 78 %, Embase 80 8) ZH2ZE L. MMF ©
FREC DWW TR ENTWEER 2 21 265 THEHEEREBIHI TR E ZE X -, 28,
AA/NRERFEESEROEZEITENRTVS 5 0I5 4 Hid, SEO PubMed RR |
Embase iZ X 2BFETHHE I, :

(ENSERDOBRIED
EAXBROREZICIE, BRE= V& LTEFPRMSSTITROT —F =2 &2 EH L, |
REGHEBE LR LI R RRT 570D, BRRMEIUTOLBY & LT,

BER: 3Tz L—k X EAET R UIMMF+ bR + SBE
BRSUTEEE : IEAIREIIERL . EERTT. B

ZOFRER. BHEISBREN. ZOSET TR M7 BB Y HEBREEA 10 FILL LT MMF
DERERBRR SN TN 1 BE2EERERNITBREE X,

F7, EMBERBROARTIICOWT, UTFOFECRELE (REEHE : 2011435
238),

GES SR OB FE)
?@%Iﬁ@&%&:&iﬁ%:‘/?‘/ & LT PubMed AL, RBERUILLTO LI & Ui,
23, BIFBLM (Limits) X721 & Lin,

PubMed
#F3\ : (Mycophenolic acid or MPA) AND (pediatric or child) AND (renal transplantation or
kidney transplantation) AND (pharmacokinetic or PK) '

BRERER . 76 1

(EATIROBEY
ERIROBREICIL, BBV b LTESEDPREEETITEOT —F _—22FH/ L, B
FEHILTo LB L L,

BEX . A7 b T MMF XUEMPA+ /NE + BHE+ MBI
SOCRENE - ESIREIIRL . FEROL. R
BREER 2L :

PLEOBRBERIC LD . BB B TRLES T 76 MABR SN 80, BRI

Ehdotk, 5 76 BO I b, FK SrARKICEIT 5 MMF OREARIZ OV THD TH
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BHE N HESN ST 1 %&%ngixﬁk&%kfcc —J5. MROEYERICET 58E Ty
2. CsA GEREFIZISIT D MMF DEMIEE S FK (I aV A R) HHARR L ik L7=aA e
B ﬁ&a‘:iﬁ&ﬁfﬁ& Zx7,

UERETIR, BEREEEXONDRE LTSI 9 SR UENIIR | #OEE 10 Ho0
BERSIZ DV TR LT, .

1) Benfield MR, Symons JM, Bynon S, Eckhoff D, Herrin J, Harmon WE, et al. Mycophenolate
mofetil in pediatric renal transplantation. Pediatr Transplant 1999 Feb;3(1):33-7. [Z5 3CHk11]
NREBHEBE 67 Bl x8uc, BHEROEAIARE LT OKT3 Bk CsA FHERHC &%
HIZEY i, TO% AZA XITMMF 285 L7-BEOSRE BB L (TAY hTcodk
B, ZHRER. BEALRR). EABERIL. CA LTV =Y U HATT, W31

1l (F#9 9.4+ 5.1 £) 121k AZA 2 mg/kg) % #5< 36 B (T4 10753 2) 1213 MMF (1,000 |

mg/m¥B) &5 Uiz, FEEICE, 2 BT EbBER 1, ISHIT6 v AEBLT
Wiz,

MHAD 6 H A RNC, MMF BET 936 Bl (25%). AZABETI1231 61 (39%) A2 Lb 1 E
DEMIERKIGHAFEIE L, MMF BETORMP o700, HEBICEEZI o7 (p=03), 6
RO 12 A B0 GFR, BMEGERRL A TRETH) ., AEER RN,

BAER ) o SEREPERA (BAF, TPTLD)) RUBKIMAEIZ & 5FE1-A MMF BEC& 1 i, AZA
BHTE 2RO LN, £FEIIMMF 3 97%. AZA B §T% Th-oTzid, MERMICEEEIX
Bhoic (p=03), BHEBHIEERITI. MMF 3T 436 i, AZABT 631 flicBOLh, B
1% | £ 5 OBEEEERITI MMF 3 89%, AZA B 81% Thokd, MBERICEEERLRD
7= (p=0.3),

2) Bunchman T, Navarro M, Broyer M, Sherbotie J, Chavers B, Tonshoff B; et al. The use of

mycophenolate mofetil suspension in pediatric renal allograft recipients. Pediatr Nephrol 2001

Dec;16(12):978-84. [BE XL#R12] ‘
FARBRIE, 4 HITTRRLEZ MYCS2675 BB (BIMERE) * R OoRETH 2,

3) Staskewitz A, Kirste G, Tonshoff B, Weber LT, Béswald M, Burghard R, et al. Mycophenolate -

mofetil in pediatric renal transplantation without induction therapy: results after 12 months of
treatment. Transplantation 2001 Mar 15;71(5):638-44. [ 3k 13] ‘
18 RUAT /N EBSHERE 65 6] (P 11.5+3.6m) BT, CA LTV =Y U H#H
FTTMMF600mgm’ % 1 B2[E (LRR2gR) (AL Tlg# | A2 ERECHYTS
EEEOPK T —FDHBTLEAR) BELEEROFEDME L ZEME | FEIChR Y RS
L. (FA Y TOIER. SHRILER. IEEERMLRB). 1996410 AND 199946 A %

5 1996 EICHIEIBMEERN T, CsA, 7L K=YV E AZA M35 X7 historical

control BE 54 i (T3 994478, AZAR) &HBRELE,

MMF BEDFETHIE72 < . AZA BETHE 3/58 BB TN BnBHE 1. 8 RU'9 ¥ Bz L,
FRENOEFERIT 100% K 94.4% ThHo 7285, MBREERI b7, BHEEZ 6 VAU
RORIEERFTEFHRGIL, MMF BT 18/65 Bl (27.7%). AZA BT 3254 1 (593%) Th
D, MMF B THEBIZD b0k (p<0.001), ERERRIC L 2BEEEIEN. MMF 8T 1 41,
AZA BT 7RI L, MMF BETHERIRD Do (p<0.05), BHEEZI RV 6 VDI VT
Fo U TTRE, AZABEL B LT MMF BECERICENR 72 (p<0.05),

MMF BT < BO ON-EEERIT. RERRE, HRERE (BRA/BIAPER, REXL.
HiZ) . FTRRVELRBETH- 1, REBRIFADE CHRSL, BETERECEE
THZ LR, FRRBRECTHLER THoM, o, MMFETIL, BHE 10 AR
EBV R« % £ 5 PTLD 2% 1 flfifr Shad, REMBIEOBEIC LY., BEBENEET LI L
72 [EHE L7z, BRI RBRIMEIZ-OVT, CMV BB E S 2 MMF 86T 13 fliC 14 ERE L.
55 3 Bilix CMV IEBERE, 2 ik CMV MR EZE L,

MMF BT 3 FIEAEELZ P LIEMAIZ 6 BITHY . 253 AITAEESR (B saMm
BEBUPER O CMV HER%) 1T& 5 MMF O EHIE, #1003 FliX, A7 24 FEFREERR
I E B CsA D FK ~DEETH o7z, -

4) Jungraithmayr T, Staskewitz A, Kirste G Béswald M, Bulla M, Burghard R, et al. Pediatric renal
transplantation with mycophenolate mofétil-based immunosuppression witheut induction: results after
three years. Transblamation 2003 Feb 27;75(4):454-61. [ 3Tk 14]

Kiﬁﬂi\ BEITER 13 ORBBEEEI N, 18%%?@1\%%‘%@%&% 86 B (35 115«
378 BRIT, AT BETSAE. BEBHE, LFE, FFERRUAMRBREEZ SV
T, 3EFRDE YR LEBERICOVWTHEIR TS, MMFO L FEB, 2FBRU3F
B0 1 BREEOTRIER, TATH 1,014 (4R0E : 839~1,115), 965 (IR : 704~1,056)
RUOU (F : 676~1,080) mgm® &, &FEEMTHERIRD bhih T, ‘

3B DAETFRIT, MMF B8 98.8% (85/86 (). AZA BEDS 94.4% (S1/S4 ) LHERIX
Bhot, BEEEZSRIL MMFEREEIZENo (MMF # ; 98% vs.AZA B ; 80%.
p<0.001), RFTORMEIERRISHIARIL, MMF B8 47%, AZABED 61%TH Y, MMF B
THEIWED -7 (p<0.05), MiE7 V7 F=ERKRGFR IZLIBEEHREICEEENR
Hohiehol, BEAREZLEL LEBEOFETL, MMF B 13~81%, AZA BN 82
~84%TH V., ML LICABRETH -,

T, BHE#HDR< L6 VAR, SSANX 12 P AMICOVEE L, Zhb DRI, 1990
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P CMV BRLEEESIE, UTO 3B Eh, EE&hTn3,
OCMV Efe : BEERAER # f7 WIBR B MERT pp6s FURBME (1/200,0000 XIZPCREBBE - -
@CMV EREE - SRR, BH, AOKBIE. FEEO—BNLEFEHY, BE~DOBEL2 DR
VWEBR L pp6S FURB MR UYX ik PCR Bk
@CMV BEfiE (CMV A 2 &) 1 CMV #EHT38VT CMV XiE CMV @ DNA RN Z#95 8
BBt CMV B
16 .
BEEES ;295




B RBRECEMEE Y & DEFFRIT. MMF B0 TRN S i, BEE TR Oh
FEEESE. EBES (8 TR, BB RUHOLREDECTHoEN, WIhoE
24 3 EE COFRORBREB THo, THOEOFEERIZL S MMF REHILFIX, 6/86
Bl (1% ; TH13 6, AOIRBAE2 G, REROEDL 1) Thotr, BEEBEORIUZ-S
W, TEBIC 1 HIAPTLD (&5HiE). 3ERIC 1 FINROF UREBHEhES, Th
5 2 BlOBHEBEEFRFE SN TV, BfRBMERTEIC CMV BEERTHY, 34T
MMF #5288 E &he, CMV IIEXE CMV EEREA. 1468, 28RO ERICELT
T 8/69 i, 6/5T BIR R 1/44 PUTHAE Shiz, @8R EED CMV BYEX, 1 £ERD
2ERIZENEN 1169 FIR T 25T FlICB® a8, 3 £ BIIERD bhihot, (O
PSEIZ DWW T, FEREBAR CREBRICES LT,

5) Cransberg K, Cornelissen EAM, Davin J-C, Van Hoeck KIM, Lilien MR, Stijnen T, ét al.
Improved outcome of pediatric kidney transplantations in the Netherlands -- effect of the introduction
of mycophenolate mofetil? Pediatr Transplant 2005 Feb;9(1):104-11. [B%& 3#k15]

/N BAEEE 06 BlEREIT. CsA & anF aRF u 4 FEET T, MMF 600 mg/m’ % 1
A 2 B#E UBEoSMERUSIRIC X 2 BHEEEEORFI D>V TRE L, ¥REL

| T, FIHEIC AZA % 2 O BEREBEIC X B historical control B 207 §1] (AZA #) (FIEIHEIX 1985
HE~1995 4E) AV THEBS L=,

A 1 45 B OATESRIT MMF BET 100%.AZA BET 96% Th .0 EEZEIIR 57 (p=0.07),
BHEBTEERII.MMF BETR%THY AZA BED 73% & B L THEICE ) 5 72 (p<0.0001),
HHFISIERRREIL, MMFETB%THY | AZAFD 28% L LB L THRICEI - &

(p<0.001), PRBERE. A K H—FE, BHEIGRRUER M —80—X 717 —
B ONCIEEALE LR R, AZA BHCHT 5 MMF B0 U X 7 Hhid, BEBEFICOVLT
0.33 (p=0.003) . BMEIEMRITIZ OV T 037 (p<0.001) THYH, WFNORBERY X7 b MMF
B CHERITEI o T, :

B 2 AR CEMEESSHE L L T HORE L, CMV BIWESS MMF 3T 11%.
AZA BT 26% & . MMF BEDRBERIEZICES 72 (p=0.02). MMF BTiX, Hr-ieabt
REE LTREIEES 4 fllci bhis, ’

6 ) Ferraris JR, Ghezzi LF, Vallejo G, Piantanida JJ, Araujo JL, Sojo ET. Improved long-term
allograft function in pediatric renal transplantation with mycophenolate mofetil. Pediatr Transplant
2005 Apr;9(2):178-82. [BE XHR16] .

NEBBHEEE 294 CEH 13.0+095) 2XRIT, CALAFAT LV R=Y A HATT
MMF 600 mg/m® % 1 B 2 B 5 LIcROLRF, BHEBLAE. BEBRERUVREICOVT,
sfﬁFa‘it_bmﬁﬁLt (THEFUTOFRER, ZHEREFARG) ., #HBLE LT, MMF

2 RRERAER & 5 CMV B&% (s PCR XX A MERF pp65 Bk) T, Hovrue ;v*%&@)\lﬁ:?“ﬁ
EEBLELD ,
17
BEES ;295

DD YVIZ AZA &5 L7- historical control Bf 29 i (T3 12.0 = 0.2 5%, AZA #) (BAERFH
131996 €59 A LARD) - 2 AV THBRA L,

MMF O &Iz T, DIER CRERERITZER 1 039 +48 1904 + 37mg/m2/E| <
b7 (p<0.01),

54ERIC. MMF BECIT 1 fIASFEL, 2 PInVBMIERO-OBIET 2L, AZABTII 241
DI, 2 FIANMBHEIER. | FIREMOTEEOOBET2EL L, TOBE, SFED
AT BRI MMF BEBEZREN 97% (2829 51) - 90% (26/29 ). AZA BB ENEN
93% (27729 ) - 83% (24729 Bl) TH YV, £FF - EFRL bITHBERICHEEERL R P20, 5
EROBMIERRIIX, MMF BT 6§l (20.6%). AZABET 1761 (58.6%) I L. MMF
BEORBEEIT AZA BICHB L CHBICES o 72 (p<0.01), BEHEERIS O TFHREREIL,
MMF BEDBHER T 51.6+35.8 A, AZA BEABER T 115234 B & MMF BEORRE
HIASBh o108, BEZIRP T, ERTHRS W BEERRISH, MMF BT 3 4

(103%). AZABIZ 761 (25%) R L7, WERICEREX o7,

BHEBHERICOWT, ZLTF=07 )7 I AT 5 5 EROKRSCIE. MMF B0~
— RS A P EOEH-6.0+5.1 mLmin/1.73 m’ (EEER L) Thokdicw L, AZA B
TiE-22.2+ 7.6 mL/min/1.73 m* (p<0.02) ¢ FECHALTRBY ., BREIICEFEERH K

(p<0.05), ‘

BERLEAFAT L F=Y v OBRERIZ SV T, MMF B TIRBR48F 4.0 £ 0,01 mg/kg/B . 5
££4£ 0.14 £ 0.006 mg/kg/ B . AZA B TIXBAERY 4.0 £ 0.01 mgkg/H . 5 €4 0.18 £ 0.001 mg/ke/
B&. MBELLICHERIZED Lz (p<0.01), F7-. ABRBIMSICEFSRT (Tanner stage I)
ORETHoERED > H, MMF B (9 61) RO AZA B (11 ) OHFRIZOWVT, ~<—
AT A b SERDZE (AHeight SDS) (X ZFN 1 03+0.4SDS BTN AZA B TiE-0.8+0.2
SDS Tdh Y. MMFHTARBERMENRA LR (p<0.05),

HEERITONT, MMF BETRTRSRLE0-% (37%). CMV BROERRITRL |

HIZ 103% Th o7, BERES MMFB#T24812 141 (PTLD)., AZABETIEEIZ 1 6]
(LA A) EBLUTH, 26 L b BHWEERFEF STV, MMF 2T PTLD 2397 1 filix
67 AT MMF 2 58% 50%ME U725, 5 £/ ¢ MMF O &% ik Uiz R ds> 7=,

7 ) Cransberg K, Cornelissen M, Lilien M, Van Hoeck. K, Davin JC, Nauta J. Maintenance
immuhosuppression with mycophenolate mofetil and corticosteroids in pediatric kidney
transplantation: temporary benefit but not without risk. Transplantation 2007 Apr 27;83(8):1041-7. [&
EHR17]

EBMEE 1 EERBL, L F=Y . CA RUNMMF @ 3 Bt A OREMERET T
AT a4 NEEMHOALERRISERER LR o/ NEEBIEBE 44 2382, CsA Xit
MMF D—F5 % EE%125P1E LT MMF 3 (600 mg/m® 1 B 2[E) (21 5) XX CsABE (RS
TE100~150 pg/L) (23 61) L L. PV F=yur& 2FCHE L T 2ERBEUkE L~

(7 v ¥ CORER. SHBRIFA, FIEBLRR). MMF BTSRRI LY 341, CsA
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B CIAMERRIEREBRICL Y 1 fl. BRTEILY 4 FEaRSSh, 2 SROEREKITE
H1BHITHI

2 ERITEREL BIRUHIT R o7, 242 BIC MMF B0 2 (I AREEMRUS 1S53 L .
2055 | GIABEEERIGO DBEBTHRELELR L. b5 1 ATRBEBREDEKTH
Hoivi, BHAERRICE L, GFR 2% 10 mL/min/1.73 m’ LU BRI L2 o 1 BE ORI IL,
MMF ##23 71%, CsA #2327% &, MMF B CHEICE o7 (p=0.0197), MEIZE L T,

PR CHEEEESL ORI o7, TVAT B —/UER, | ERIBWT, CABE (+6%) T

L. MMF 8 (-16%) TIZEBIZETLER (p=0.002), 28 CRABERI b2, b
VY7 VY MERU~ES w E iy, AR TR,

8) RJIE, BAJIE. MMF Z0EBRTNLEZALZ T JREBEESICEIT 5 MMF.
A-H DBHE. 2004 Jul;17(4):536-42. [B%E X#K18]

16 BABDO/NEBBEEE L HBIT, CAXIEFK, A FALTV Ry uar ROV Y
U THEAT T MMF 2425 L7280, SHIMRE MR RS SV TRE L, 2002
E3 A5 2004 F4 AETIBEBEEZI 15605 5, BHEEEHICBEZERTHIZT
MME %k L 2 %R 2~15% (E99%4 1 B) O 13 Hl&xRe Lk, hEEEAD
10 #5T#E MMF 600~800 mg/m”/ B #5811 55, MIRERES @ 3 H1ChX MMF 250~500 '
mg/m*/ B % DFPP (ZEABMESEERE) BWITENLRE LK,

W2 mA~2E3HA (FH1E408) ORBBRENHICKT 2EFERUBHEEAE
X, VWTNb 100% THo7z, 13FF 150, BVIET CMV BREEDED, 70 A%IC
MMF % ik LTz, ERERAYBMERMEICIE 2/13 81 (15.4%) 280 bR, ;

WERTID CMV HUARRIEBIE 8/13 B (62%) T Y. 55 SH (63%) i CMV antigenemia
BB Rol, IBIZED S Fith 4 I CREBEDOBEBHRERPREERL, Hrvruovim
BEEE L, MEERER EOBEERIUER PTLD RBE LA 78S, $FRESH 2 6,
SMEIRTEAA 1 Bl B ALY V7T L HC K BIREERS 1 Bl REBLMER 1 e bR
7o EHMBEBZ L7 F = 4HIZ 047£019mgdL TH Y, EERIIVTNOEFATHRD S
nehoiz,

BERALERAT BA FHSIE S ERIL 513 61 (38.5%). BRBE L 2o EMIT 3/13
Bl (23.1%) TH Y. W 1 F£TD catch up growth 23 7/13 Bl (53.8%) D LT,

9) Filler G, Foster J, Berard R, Mai I, Lepage N. Age-dependency of mycophenolate mofetil dosing
in combination with tacrolimus after ﬁediatric renal ftransplantation. Transplant Proc.. 2004
Jun;36(5):1327-31. [BEX#K19] ' _
NRBBHEBEICRT S FK fHAMHO MMF OB RICOWT, ECHEEHOBE OV TR
HENEBEORBERICESX, CCAHARLIY LIERETHS 1 E250mgn’, 1 B 2 E
BESBBENTEE, LOALARL, HIRICZOBENREESNEA. MPA © AUC 23
|EEE 2D EE, FKFAT CREARED MMF 2/ hEBBMEEICRE LIHOPK T

877 A MZOWT, FEREOBRICER L, L EaRRr T o FICFHMEL, B 3 b
ALYk FK & MMF OBFRBEETo TV BE (Gl PRIE 11.6 . HHE 1.8~20.7 5%
@761, D55 10 Flik CsA 225 FK ~OFEEF) [ LC, %R 299 B (PRYE, #
24~3424 B) T8I D MMF OFWEfEL BE5 &L FHEL =, MMF ORBRERSH T
R h o 7228, BB EOPRAEIL 549 mgmY B (146~1413 mgm¥ H), AUC (0-12h % 10 %
A > b ORI TEE). O HRIEIX 49.8 pg-h/mL (26.7~156.0 pg-h/mL) ThH > 7=, MPA @ AUC
23 60 pgrh/mL %57 F MMF Q58 (mg/m’ B mgkg) % first order PK modeling iz & » &
HLUAEER, 6L oMCAaoRERL LA (FRAFR =029 ; p=0.0038, *=0.58 ;
p<0.001), ZOMHEEIL, CsADDH FK ~OBEFTHLREHRTHY . MMF OLERL 2 BB
1 [ 500 mg/m? b & FEHD 250 mg/m? ~ & EFITHEVRD L, &bz, ARMIE LK MPA
D AUC RURMFOY Y 7T 2L, EEEE L ECHLBEMEDBRAE Sot, Bk
5. FK fFREED MMF O ABIZOWTC, R TREFHO/NR L BB ULEARSLELE
Z bbb, £, ARIZEBITS FK & MMF OFFREECIL. EMERoBEgFENKE W2 L
BESNTVS FK &R, MMF IZ0oWTHEBEIREOE=F ) v /BRI W 3,

1 0) Grinyo JM, Ekberg H, Mamelok RD, Oppenheimer F, Sanchez-Plumed J, Gentil MA, et al. The
pharmacokinetics of mycophenolate mofetil in renal transplant recipients receiving standard-dose or
low-dose cyclosporine, low-dose tacrolimus or low-dose sirolimus: the Symphony pharmacokinetic
substudy. Nephrol Dial Transplant. 2009 Jul;24(7):2269-76. [£% 3 {#k20] '

BRABBESE (83 6) 2x&e LESHRIAFERMBRCBVT, arFarxTaf
FEOCNL BT O MMF 2 g/H) R5BDEMBNERIZ >V THRE L7z, CNI L LT, &
HERED CsA (S-CsA ; 1761), IKFHE®D CsA (L-CsA ; 21 B) . {EFED FK (20 #i) XIZ{E
FAE&DIa U LR (SRL;2561) BAVBI, 4 BB T 2R 5HBTH. IVARV3 VA
#% D MPA B MPAG @ AUCq 1 BEIEE Tz, FORR. MPAIZOWT, 7 BHiX L-CsA
BEFK B U'SRL BT 1 A B %I FK KRR SRL B T.3 ¥ A%IX SRL BETENEN S-CsA
BE& B UHEH ISR EARBEEZ R Lz (p<0.05), 3 7 A%HD MPA IZ2W\W T, FKBE TR
HE TP/, S-CsABEL LB L THREL R Uiz, HERER MPA (IZOWT, 7 BRIZ FK
BERUN SRL BT S-CsA B & B LR 2BEEL T L7k (p<0.05). MPA R UNERER MPA 125
WT, 7THEBIIFKBET, | VAR FKBEROSRLET, TR BN L-CABLIBRLEER
BEEAZR LT (p<0.05), —F. MPAG KU acyl-glucuronide (X, 1 4 B#IZR T S-CsA B &
B Lo 3 BECHBITIREZ R L (p<0.05). acyl-glucuronide {22V Tk 3 7 A% b RIBkiC
BETH-o7 (p<0.05), MPAG T3+ 5 MPA DLt (MPA/MPAG) iZ2WT, 7 BEERU 1
HB%IL S-CsA BL UL, b 3 HETHEICHEELZRL (p<0.05). 3 W A%IX, FK #K
USRL HECHBICEME %R L7z (p<0.05), L EDRIR L Y RAOBBEREFICR 5 MMF

Q2 gR) DREITEWT, CsA BERIBRTIZ, FK X% SRL & kbl L T MPA K ONBzEER MPA
BEENETT 5, '
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7P, BEBEIC R 5 MMF 5K TDM EROLEMIZ-OV T, 2008 45, The
Transplantation Society i~ & % consensus meeting BB S, LI TOMEEBMERIN T3,

Kuypers DR, Le Meur Y, Cantarovich M, Tredger MJ, Tett SE, Caitaneo D, et al.-Consensus report on
therapeutic drug monitoring of mycophenolic acid in solid organ transplantation. Clin J Am Soc
Nephrol. 2010 Feb;5(2):341-58. [ &3k 21]

MPA O TDM 250\ T, W< DR T T RS T 4 7 REERRBICE TH SRR &
NTVER, HRTIEERBI/BOLNTVEZ b, MPA DEMEIEIZ DV TRFIOTETF
Y ARIZDWTHERRET 5 B TASERBRShE,

INR OB T, THIOBRRBREM (CsA P T) E-3% 1,200 mgm” A O
BORESN, & HIC FK GRAXIE ONIEGHERFICIE 900 mg/m™/ B AR S T, L
LARBE, T4, CABFRATTMMF (1,200 mgm%B) ##5LEBAICBTH, Bk
BHICIZ 60%DBETERL 2D MPARBEY THZ Z ENFRRIN TV 5, B R EED
HPREBL-HIIE, BEE 2~ BROTHARY LV RRARLTILERH D, CA B
FIBRRIZIE 1,800 mg/m” H ., FK BFAFFIZIX 1,200 mgm¥ B 2 REBTI2HRELH D, EE2EOE
BT, B 6ERBONRIZBWTEEE 0 7 7 A ABRA L ETREZD | 13~16%D
BE CHLERE T ERMEH OBERIIC & 0 BEXIKESLE /25, HEEEE MPA O
AUC S 04mg WL 2% 5 &, BMRBAMESCEEBRPED U X7 8T 25Z & nmbh
TRY, MFREOCE=F VIR ERARTREERSH D, MPA D AUC IZ2WT, BiEEE
BOAEME (BIEEBFISOME) L ORENED SR AA, BHERRRL DI
CEHRETIIRY, £, MR ORBEMSIRIEICEIT S TDM OLEHIIHE T2 L BED
TEF AL EERRRERIIHER IRV, 512, BEBROEERR EFRICH
3% TDM OF AW T, BEERRT 56T R TRV,

2) Ettenger R, Sarwal MM. Mycophenolate mofetil in pediatric renal transplantation. Transplantation
2005 Oct 15;80(2 Suppl):S201-10. [ ICH#R 23] 4 ‘ ”
1990 FRZFOBEARICBVWWC, /MNEBBREBEICRT 5 MMF OZE£MRUEES
AEN., MMF VN RBBEBR TRERICERENBIZE-T-, 2004 £0 NAPRTCS D7 —
& Tk, ZORBIONIBEBHESE LRI 3 2HEERRIEP A& SHEI N TV S FTREHED
RENTEY . MMF 7% L OREMPRIEOW RV ERELREIZR LA Z L1355 RMn
R BoEO/NEBBHE TR, A SIS ONI & LT, FK OERM CsA ZBWEBLTW3
—¥%, CNI ®ATF oA FOERZERTHIBFESEML TS, 0L 5 %285 LV IGHRE
T X BT BN EE S, MMF 2 Zh & OSRGOS, EERERER R-T
THAIZENTRBENTWS
e, NEBBHEES ukh‘é MMF DR EIZSWT, UTORESERSh TS,
KET 1994 FIZBBE I, CCARUT LV F=Y O T T MMF B35 S BRIRRR
ORERNPD. RAIZBIT 2 MPA OFE# AUC., (BX% 30 pg-hvmL) 1OV PREMNED
NBAEE LT, 1H600 mgm’, 1 B 2EDBMBARPRESNE, ZOBROBRETHILY,
—RRESIZ, CsA ZOFA L7V WhRBE (CsA B FKICEESN=BE2ST) Tik. MMF @
AL FI B 1 [ 300~450 mym®, 1 B 2@ L4 5XTh3, o '
T, BICBRER VY XIATFT VT L AEMET L/ NEBEICBN T, MPA BEED
TDM BLETHDAREMERH Y, TDM OFAMERRIET 27— BLETH S BN RS
nTna,

(3) BHEF~OFEERE L TORRKRE

(2) Peer-reviewed journal D#&E, A2 - 7Y S RAEDOWEIRR

1) Zimmerhackl LB, Wiesmayr S, Kirste G, Jungraithmayr T. Mycophenolate mofetil (Celicept) in
pediatric renal transplantation. Transplant Proc 2006 Sep;38(7):2038-40. [£% 3CH#iR22]
MMF 349 10 i o/ NREBEBEICER SN TEL, MEEHEL TV O10MR

RRBRIZBWT, 2784 F& ONI I L AEENLREMGIRELHA TSI L T, MMF |

IIBEBEEEROUBCBIEBEECUBIIFE Lz, A7 a4 FRLCONLIE. HROBE.
mE. ERHFH~OEFESCER LOBHEARBEINTWA, MMF 26t +5 Z & TiER
JISRBEEMEEH L2, ONI OBEATIRE R Y, UESLBHENKET D, £k,
CNI RR T uA FOERZEET 2 IREHESBEROREERZ T T LV ERLERINT
Wb, BOEOBETIX. ONI AT a1 FORDLVICHE L2 &7 —HifE mammalian
target of rapamycin (mTOR) #ifI3E%E WD EARE L 0N, ARIZBNTH REFRRE
BRLTVS, LkaiosT. MMF /NEBBHEIC B 5 Rl o La0 2 % 2 1 5
T3,

21 )
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1) Morris PJ, Knechtle SJ. Kidney transplantation in children. In: Kidney transplantation principles
and practice. 6th ed. Philadelphia: Saunders Elsevier; 2008. p.599-629. [ 3C#R24] '
LLUFIX, Chapter 35 Kidney Transplantation in Children (p599~629) »&ik¥E: LI-EHNTH
5, '
<p614 : SAIMBIZRME R & x> v
2003 €0 NAPRTCS DO Tid, 49 80% DB B BEHBE 6 0 ARIZ 3 FIGFAsEm
BIRIEZ 2T TR, 48, NEBBHEET 5% < OMRTIE. CNI (CsA Xi FK). A
oA FROHBIEGREMHE L U THBREREEE (AZA, Vv ) AXXIiEMMF) 2668 T
BREMERERTON TS, MMF it ¥kEO/NREBEBEO I SO 2B ETERSL
TWBR, ul AR T 10~15%, AZA IS 2%DERIZTE R,

<p617 : RETIIHIRME AR & FH ~HBIEY e e MHI FE~MMF >

MMF i, KEO/NEEBEBED 3 50 2 LT, FEORSREMmEIREED 18 L
THEATNTYS, 2002 4, MNEBHEBFICEIT D MMF OIZ 2% T Th o7, RE
X AZA D HRELBEHRDL>TWS, MMF 2/MRBBEEE BN T—HHUIICAHESRS
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BHEITZ, NEEBIEBRE 100 iR 5 MMF, CsA RUZ L K=Y oo 3 FIBEHIC L %
EHRERLRA—7 RB TR, BiEE 6 A OAMERRICRERIL 25%, EOH% 6D

A DRBEHEINL 4% Th o7z, OF—F bBEX, CA RPaLFarFul FERATT

MMF % fV - BEO B ERRICRE R RITN 20~30%Th 5, MMF % FK RUYSUIHM L2
7Pk R LUEBEOERKERERIT. BRIVERTHE, £i-, £ OBERT
X BHEBEOAT oA FOBBEZET S A2DIC, MMF ORERHERIh T3, EHIC,
MMF &va ) ARRUaAFaxFal FOFMICLY . CNI A2 ERT SREOE A
MHEMRFEH S T3,

MMF (XE 5, IFEREER OIFEES 2V SCBO T AR TH S, NETHREENS
MMF OBIERIZ. AL FIRICEBEERCLEBETH 5,

INBIZ 1T D MMF (MPA) @ TDM O ERBIZOW TR, BEESOEE CIEERREE OEE
NEBBRKENZ L OERNRHE. FFHT HREMHIZEIZ LY MPA O AUC, BELT
526, MMF DARICOWTEERBHBIREIN TV, CsA HfAEE, MPA @ AUC,.;,
. 20~0%ET T2, —MROINEIBBIEBEICHT 5 CsA AR MMF FiEHAEIL. 1
El 600 mgm? ., 1 8 2 E, FK SFHEEXIL CNI 268 L2V EE43 1 B 300~400 mg/m? , 1
B 2ETh B, MMF & FK 72 Y0 REMEIE & Oft RSO R &ICET 5 EeHIR E T
ER,

T3, MMF O ROHREE, fIERERREUBER 30 BT 873.41 KU 902.43 mg/m”/
BTHhotz, CsA LHEL, FK LOHATIEIAT oA FRUMMF IZBEREL 23,

6. RMTORRKRE () RUSBAREICONT
(1) BEERBICHRIADTORRERR (8B Fo1T

(4) ZEXFHBFOBRAA P71 o ~DRHERER

1) European best practice guidelines for renal transplantation. Section IV: Long-term management of
the transplant recipient. IV.11 Paediatrics (specific problems). Nephrol Dial Transplant 2002;17 Suppl
4:55-8. [BE 30#k25]

HARZA Ly G: BHEBEICRT DRENMBEEOENIEIL, RALDNETERSIBEND
%, LEER->T, BUREEOHEBOLD, ERDE=F Y V IHMSEATHS,

HA KT A2 GIET BER : MNRICHKT 5 EHIOENBIET 07 7 A ABERTHEZ &
EZTRTVL O0ORANRH B, FONE /R TIR, BESHE. FRROERICEIT 5
EMHORIICHE, HAEESENT 572D Th B, FK b 5VME MMF AV i Lu
SEMBRECLY . DRICBWTEERBBETH D AT A FOBEBIER S 5 RTREME
BB, '

2 ) Karen M, Donald MS. North American Pediatric Renal Trials and Collaborative Studies
(NAPRTCS) 2008 Annual Report. Boston: NAPRTCS Administrative Office; 2008. p.3-3. [B£ X
fik26] '
AHEEIL, EROVUR FIEBESNAET 2 LDELOTHY ., NEBBHES
FiTBIT 2 REMFEOEREBIC VT, UTICRELE, '
MMF & FK O#AIZ &> T, 7L F=2" FK RO MMF O 3 FIBERIC & 5 See bl gis

EIRIZIIT D MMF OBEREZIZOVWT. BRTFERE (BT M7 20 250 ORLE
RFEAZE) BUTOX ) ICHALL, BBHEE OSEEERRIG OIBROMEE - SHRICSW»
T, 1994 7 BRFVEFRARERGEOBEER ST, 1999 £ 9 A I MERFAR Sz, 2000
£ 12 BIZIEBBEIC T A IERRSOME. £72 2003 £ 1 il - 7 - BHEICBITS
ERSUGOME. & 5IZ 2005 6 2 BIZIIBBIEIZR T 3 IERR S OMG OhEE - IR TER
EZiTTW3, LELARS, BBHEICETDIEREIEOMEIDOZEE « ZRIC>VWT, BE
BIECHAH/NEEME L LEBARIEINETToTWARY, ZTOELRBRE L THSR=E
70 R T EEACHBRBR 21T ) IR O/ N BB HEAE RS ED THRV I L R3S
Feha,

MMF SRl OFITB SV T, I S NEROBRBRAN AR Sh, ERSh TV, —F.
BEASMARREALET b TR 250 ODRTHY . 17 e VBIORBREEE R EERHO/NEER
FRR LT BANC LY S & T3, ERIZBIT 5 MMF BBRIOEANIZSWT, B
RTECENLIT. BAMBTTHERS AOuvaths biF#O L. SYZAXHEE L L5

B, EOFERUHBLRETT2FEL 0 RESRE Shic, BERF LOLBHEOR HRERE

K - HISHERHERIT. BNCRITSROBEERORELHRL., MMi~0REIZE
75 MMF B0 MERARR EERERRREORIEDID, NEREFIOENRAFRIZ SV

TIRBIZMEBMOL, HSEhDZEREELVEERD,

(2) RERBFZFIFABTORKSBEER VERERAEEICONT

EBgoLisn, @Wlui’o“’(%%?‘]&k?ﬁéﬁﬁ%ﬁ nirﬂe%ﬁﬁrb Y. BEPRBUBRALEE
fx7evy,

DHRETONEEBHEICKT 5 MMF FAERECHE - ARERIT 2120, R 17EE
b, BESBRFERE/NREBEEFREE VMNEBBRICBI2Iavc / —LVEEEY
= FNOFE - BEMOREE., BiL - AROBRR - BB+ 58581 (H17-/R-—#%-002)

(EERRE  RB—) CUT. EARBRERE) SLb Y, SERERRRIT
bie, £, BAET AT R 250 OREEREZICE DN ERERERICOWT, B
BRI EREIC LV RRSNE,

1) MREBHEICBITSIaT = /*—/P@JE713‘/1/0)7€*}31’E - BEORR, Rk HE

DR - FELIZBAT D FR[BE3CHk 27)

ABRERIT. 200743 B 5 2008 49 § ¥ TEM L7, @W@/J\Eﬁfzﬁ%%zs Bl (6 5%

MILE D, 2005~2007 FEIZ0NT T, AEEBRETIX 60%, BREBHE TIL65%DBEZHNL
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K 7TH. 6RREL L 120REE ; 76l 12 L 1161 I8, 2.7~173 ) XA
2, AT a4 F& CsA XX FK AT TO MMF OF#E. ZeRUEyEES 1 £/
D D BB LI (SHEREER., SEERME), MMF O &3 600~1,200 mg/m”/ H (8 2,000
mg/A) 42, EBROXREE R LICLAREREL Uiz, AOMROREMICET R
I3, VSMBIAEREPT B (CA L anFaRF ol FHETO MME #5) 2811 5/08
BEEEERVBENSIARBRSS R -7 B NBEBEBE & historical - BB L
7 *

MMF O EH#r 5 &1 655.0 mg/m¥ B (P RIE 682.6 mg/m*/ B, 232.8~1,127.8 mg/m¥/H, 1
BRAREEIX1,500mg) THY ., AEREEDOTRTh-72, 2B, ARB T grade 2 LA
LOFEESHRBARICE, EMBALELHELEEEIEMMF 2BEXIIMRETL L L&
TRy, 6 FITHE, 11 FIHRER TR, BEERGIKESTbhihoiz 8 HlOEY
BEET 841.0mgmY B (PR 813.5 mgm*/ B, 625.0~1,127.8 mgm¥B) Th-oTz, BEH
SN TS MEERIZ OV T, MMF BISAEED CNI OPERIZ. FK 25 76.0% (19/25 #i). CsA A3
24.0% (6/25 ) TH Y, REBEPIC FK FABID 5 6 2 Bl CsA KBRSz, " Y F o<
TN X DEATEFIL 73.0% (18725 ff) TiTbh., X7 n4 FEiZ MMF #5.% 1 7 ABICK
T&Ehiz | FlEbkE, MMF 55 P, BRSNS T,

<HEtE>

TEFMEEE CTH DBER 6 v H OERRSRREIL 24% (6125 ) T, EFERIHCA
WEREE (35% ; p=0.173). BETFEXER (ESLhREBHEBE ; 25%. p=0.561. ENBEATS
FEBRE ; 35%, p=0.173) OWVWTN L OB TLEEZIIFRD LRI, f\‘-ﬁ%f%i‘;'l@fﬁﬁ@
FUSREBIC DT, 6 BRI 28.6% (/7 Hl). 6~12 BRI 143% (1/7 6], 1288 L
13273% GBI Thotz, b, EERKEERBOEAOREREROFRIL. 6 BARM
D2H QIBEVOS2E) BENFN400mg/H, 6~12 BRI 11 (9.17%) 75 600 mg/
B, R2EULED3H (1395, 158BEVN72%) BNENEN 1,200mg/B, 1,500 mg/B K
1,500 mg/ A ThoTe, BBER | FOBEBEERIT 100% T, EFEFHIA - BIE
(85%) BHBIC LB~ (P=0017), £, BHEE | EOEFRIL 100%Th -1,

<EEM>

HEERT 24, 68% (172580 IHBRL. TOILEERbOF2H24 (A VYR :
1811, CMV U : 1] L) T, Wihb MMF L OERBERH Y LHES 7z, K
E (FhZPh 4 RU 42 BE) IR L, MMF ORENERINE, BIFERAK 304,

64% (16/25 ) Tho7e, CMV BIIcEhE L= BIfEMR 433% (1330 40) LB ThoT |

B, DTN BH Y A NV AEOHER MMF OBEUIMAEIC & &K - ALz, oo
BRERVFEREL LT, REBBE6.7% (230 ), 7uR pY VT MMERBEL33% (1
30 45) . TEHR33% D b, HLRERRCEHNHBEORER L LT, TH 10%

P F SR ITE TR S BREFTROZ O b D
25
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(330 ). 4 VU R 33%, FPHRBAE 6.7%. B 3.3%H 3D O, EAEMAERR S

| EbER U CRBHEEIXED > 28, A4 VU XTI MMF ORER CABIEREEL., BEIH

DBEWEANRTRD Bz 3 BTt grade 2 23 1 #5,  grade 4 78 2 k& EEEENE Do 72, MMF
BEE2DIE LUERIZ 26T, FLEBRIIVWTROAESES (TH. THE CMV ORI
et% D EBV BH) Thovzhd, PLBIZ2HE bR L,

<EpEhis>

MME %5854 3 7 A BRTEIT 5 MPA @O AUC,, RUMR SRR T~14 B, 30 A. 9%
ABRZBIT BHERE AUCo, (R 6-1) KOWT, HABIARLFIL | &5 & 600 mg/m? Iz
WE L7, 3 7 BBED AUC,;, (15SHIDFEH)) 1% 48.7427.6 pg-h/mL TH Y . BRNORAES
MEBE RS L LIETHE DTRRBRE RO 517 5 MMF (2,000 mg/B ; AT 5 H#LE
FIE) $5B55% 21 B B0 MPA O AUC., (48.8£16.4 pg-hr/mL) & I1ZERETH -7, B
P/RR 15 Bl BT 5 MPA O AUC,.; & MMF#5-E & OEROFAEBMRIIER O biviehoiz,
F7-. BHHEE 6 ABICERERISEREA LA IES (10 F) BRURE UES (54))
123313 B MPA @ AUC1» X ENEH 50.95 B TF 4130 pghr/mL TH Y . MPA @ AUC,.p, & B
Btk 6 B A E COEBNEOFRIC AR REEIRD DN T, & BT H#E AUC.,
DRI OV T, MMF IR 5-BR56% 3 P ALEOERZRURIOEL Y b &L 20,
RS MARERER & FIRROBESH DT, —F, 9 WA BROHETE AUC, » (XS B AT &
e U CE@E - 7,

#* 6-1 JEFREHBIOHEE AUC).;

() PERIE
HIEERE (MMF # . HEZE AUC,.;; (ng-hr/mL)

S8R5 DRI AR5 | REVNEBBHEBRE DBERRAR
4 ‘ <6 8% 27.449.54  (17)
7~14 B 35.5+19.7  (20) | 6to<i2 % 33.2¢12.1  (16)
' 210188 2632914 (21)
<6 B 497182  (15)
3B A 46.7£19.0  (15) | 6to<I2B  61.9:19.6 (14)
12to 18 7% 53.6+202  (17)

<6 % 60.9£10.7  (12) '
9% A 46.8£194  (8) 610 <12 7% 66.8+212  (11)
12t0 18 &% 567116 (14)

2) EAET NI EA 250 HIREAEE»LE LN BRRERERE

BART AT 250 (FETIEHET, TRHD) 13, 1999 FOYEKGRE CHFEEHM
ELTI0EREESN, 200949 A 21 BICEEEMEASKET L, 200948 12 A 17 Biciti
IREREOKELHELEFHENE LURBINBICRHEL, 2010410 B 1 BT I'EHE
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HOBBMEERRROEE BFOBERESEDNIRERSOORETE P, BIGHE
RGBS 58 | TEBHICRIT BERRISOME) IToWnT, HERE 448
2 S 3 EADLAETTONTRIC OIS, 68 - PREROHE - ARICBVT, £E
DLBEIZRNEOBEEEER 2B/ TCND, B, BEORMIEOEA LOEE 171. MRS
~ORE | O, EHEGER, AR, LR, 9RXILNRICHT 2 REMHIIRIL
TWRWEZEHL., EEWEL W3, :

AETE, BEEPHEEOKIRE (Mo EMEEr OfRREUCREHRETORE
HEOERFEEE 2 -/E) OBRELY 15 BRBEO/NBICET RIS >VWTERT 5, #5
1 MBI 2IEERIGOMS ) GEIRELEE) 2EREH L LCHRAIZHRIzRE S
NERTH B,

<AEPIERICET A EE> .

EEDREIER 507 Bl 5 b, 427 PIOTIEZZUNE L7z, 426 Bl ZEVERENT SHRRER &
L. 410 BB HHAITRSER S Lz, 2055, 15 BREO/NEOFET RS, £
HEROEZIEL BT 40 G (2 R ; 1 B, 2 BLLE 6 #kl ; 8 6, 6 BRLAL 12 Bk ;
(194, 12RREAE ; 1260, FH B8R, 1~148R) Thot,

<TEME> .

LTEMEMATRHRIES] 426 BT DEWERIRBUERIRIT. 15 MELL 65 Bkl (KA T
67.1% (253/377 ), 15 sk (hIR) T57.5% (23/40 ). 65 Ll L (FBEE) T 16.7%
(6 fl) THY., MRECEHEIZBVT, RALIEBEVEWEROREIZS bhinh o,

IRTRBRLEBHER® S b, A LOEE) 75 FHTE 2V BHERIX, WEEIER
VCETHRERTH- /-, HEEBEIIEEC. FHKREIZTBRLZ, FHDAOERE L
T. BHHETHIEUADEER b o7, ETHRERIIFEEE T, FHREMRICTERL
| oo FFIBIMC FK RUAFATL F=Y u L OBBbbot, UEDZ & LD . /INECRSE
Li=BHERDIZLA LS (ERALOEE] »oTFRITE3EHERATH Y, FHRITERVEIE
BRI oW TIET R ABICL D STETHY . SHANOEELH-T=Z L0 b BEKE
TR O SITLE I BT L7, ) o

REMAT R SIEF] 426 Bl 1T D ERBHER EHERRBERE 5%LLE) 13, CMV &
P 20.9% (89/426 ) . THI 12.2% (52/426 #1). BMERERD 7.5% (32/426 fil) . &ifl 5.6%

(24/426 ) ThH o7z,
® CMVRLEEES

CMV RJeDfhiz CMV MK, CMV MEAREHEEZR,. CMV B XK. CMV H/MBE. CMV
M. CMV SR, CMV REZE DT, CMV FEEERE LTRE L,

CMV BYBIEES A RR LEMAZ M FITHY | 5 b/ANEDREET 32.5% (13/40 B1) .
INRLISME 25.4% (981386 B) Thotz (p=0.3294), /NEIZEIT BAROLBIL, eGSR
HEDo T, MNEDSMIBIT BAEFOLBIZONT S, BESARELENST,

@ T
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THRIZHE LEGIE S2H1TH 0 . 5 B/NROBEIET 10.0% (4/40 BI) NEBS L 12.4%
(48/386 B) T 7= (p=0.6543), MNRICE T BEFOLEE. R 3 R UHE 2 HTh
2Tz, MNEESMC BT 2ARROLEITZ, BRSFELENI oL,
@ ALRERLEEFS
B sk EED oMz A RBOEEZ DT, BOREBOBEEESR L L TRFTL.
HlEREBR BEERERERLIEGEL M4 FITHY . 5 BARORERET 5.0% (2/40 Fi) |
NRLISNE 8.3% (327386 B) Thote (p=0.4648), MRIZBITZEROMBE . TTHE
Thote, MRS BFFIONEL, PEBRLEIoT,
@ "l ,
iM% ER LUIEFMZ 24 FTHY . 5 B/hROEREL5.0% (2/40 Fl) . /NRLSME 5.7%

 (22/386 1) THh o7z (p=0.8551),

<HFHE> ‘

BRI B 410 BT BT DIEMFUSRBERIZR (UUF, ERRERER) 3. 158
RiGORERF 52.5% (21/40 F) |, 65 BRLL LORER] 33.3% (2/6 ). 15 BRLLL 65 BRATEDAES]
23.9% (87/364 ) DNEICEL . FEEVTD BN (p=0.0005),

NRICET BIEBR L. 21 EFIC 36 R0 bhiz, ERENOEMERICREERL, 2R
HeH 100.0% (/1) . 2 RELLE 6 Bk 75.0% (6/8 B) . 6 ARLA L 12 BRI 47.4% (9119 #) | 12
BULE417% (5/12 1) Thot, HMEFUSORER, RE 14, PEEIG BEIHFTH
D, BEAEBRE T, BIEBEEENRUVECHITRIo7, )

NRIZONT, BE5BBEN | EFROFRBERICK TS | BEYREEFIKRT 1 BEKX
BEEBNOERFISRREFERILZLZA. | BEHREE, | HEREAREE L VICREE
BHIRNE PIERR S REERE RoTW e (#6-2), '

R 62 MROFRBERICBT 5 | HFHREER CRARSRAINEBIUSFETR

: ] AR EMRES
15 BRoR AFHEE5E (mg) REBI%K SR | REE (%)
1 BES%ER (O <500 mg 16 10 62.5
@ 500mg< <1,000 mg 20 9 45.0
1,000 mg<  <1,500 mg 4 2 50.0
| BRABREE |O© <500 mg 16 10 625
@ 500mg< <1,000 mg 19 9 474
®1,000 mg<  <1,500 mg. 3 1 333
®1,500 mg<  <2,000 mg 2 1 50.0

FERHBEEO | R EYRERIEERISRERL. 2 BRETIIO100.0% (/1 4. 28 E
6 BARM TIEO71.4% (577 F) . @100.0% (/1 ), 6 BLLE 12 BERBT13D50.0% (4/8 #1) .
®40.0% (4/10 ). ®100.0% (/1 8), 12 B L Tix@44.4% (49 §1), @33.33% (1/3 f)
Thol,
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FEHBEO | BREARERIIEGSHERER, 2 BRMT10100.0% (/1 ). 2% L 6
BARBTIRO71.4% (/76D . @100.0% (/1 F). 6 mLh L 12 R TiZ®50.0% (4/8 #)
©40.0% (410 B}, @100.0% (/1 F1), 12 R L TIHDS50.0% (4/8 B}, @0.0% (072 #1)
@50.0% (126 Thot, ‘ '

<Rk BE>

AREFIAEICBV T K 62 IRT LS IZ/NRD 1 BIEHRS &L, 36/40 123 1,000 mg
BTFTHY, 1 BEKRSEED 1,000 mg LT OMEFA 3540 FlL £hvotz, RO TBBHE
R BHEERIGOME]) Ok - BRI, TBERACRI a7/ A 7 xF 0L
LT 181,000 mg % 1 B 2 [ 12 BEE uﬁ?&ﬁuﬁﬁﬂ’éo 7B, i, ERCIVER
RIS, 1 H3,000mgZERETE] LEOLNTBY, EMMCLVBFEHE 0 BiR
58 1L T2,000 mg) »»oDOBEMTbh LHEIND, RENFED/NEEMICEIT S
PAREBIZOVWTHEBER N, LHE SN D EUEREEEZ AV TRE L& 25, 600
mg/m? k¥ ; 341, 600 mg/m? Pk 1,200 mg/m® LT ; 27 6. 1,200 mg/m>#E % ; 24 ((kEXR
Ao 8 HERS) LIZF 600~1,200 mym® (1 EOREEITITIF 300~600 mg/m?) DR
T o 7o, EPERERY - Y O B #5EHERER SRR REIL, 600 mg/m® KiFiL 66.7% (2/3
B) . 600 mg/m” LA E 1,200 mg/m” LAT 1 48.1% (13/27 B1) (600 mg/m’ LA k= 800 mg/m” LA T I

47.4%(9/19 ) . 800 mg/m’ 48 X 1,000 mg/m’ LL T4 57.1% (4/7 ) 1,000 mg/m’#8 % 1,200 mg/m*

BATFIE 0.0% (0/1 $1)). 1,200 mg/m* 8B % 1%.50.0% (112 61) THhotk,

. BHPEOZEEICOVT
(1)%2Wak%é%!kkﬁwélE?yzﬁaatktﬁwéﬁﬂﬁ®%6§MEo
T

WS CIIRBEHILS00BIDO A 2 xE L LT BBEEOERRSOMHE BRI L Lz AZA

XE7 7R ERNBEL T ZEFREBRBRER I . TOKER, WThoLemsic
BOTHHBICEGUSOMBIBREZEYT 5 2 LR SN, 195FICKETEBEES
IZB BIEREFISOMBIR L LTRGBS TEUR, BEE TIT100Z 8 X 5 E & ik T/&R
nTWA, v
NROBBHICBT 2ABEADTET R E LTI, (4, BERNFCOWTEEMTERLE
HESMERRBRARARIC 2V T TR LAEL Y IC, BRRTER S FIHERAR (MYCS267588)
BhITF N5, KRBRIZBT, /AR1006IIC MMF BBH % 15600 mg/m’. 1A2ME, 4ERED
BB LB DERBISRREII0% TH Y . 6REMOERBTL V€0 o7, BHELIEOBIE
BABRIIN% TH oz, ZOEMERBREEIC LY . 2000~20014, FRKIZBWT/MNEDORE -
FENER I, £, BHEEROREMEL O/NRER CORERERBRIIV VA, B
ATREIRCEHICH=5 MMF OFEIC >V T, BERORFBRZIHLTWS, BEMIZ,
WS DOARBITIL, MMF &5 F CO/MNRBEBEIZRT 2FMEC VT, EERISREE, B
WEAEE, EERRUBEBHEST. AZA B TICHBLT, 2L L bREHVIAR

NI R LTI L BHE SR TSR 519 (2 3eik13~1600 AZA BT historical
control) . ZHL 5 DWEITIIT D MMF Ok - AR, 132 A K 231E600 mg/m’ %1 A2EHE A%
E33LPAThotr, EbIZ, BHDERE, A FFA VRUSEESSWRO0y, R
BBHICHT 2 MMF OAEMSIFRESERS TS, SOz &t MNRBEBECBIT S
MMF OFEECET 2o 5 v R FHSICEREIN TRV B TIIRA & B Lﬁﬁﬁﬂﬁi’*aﬁ%
D1 L’C{J_Efjn‘ LR TW3,

—%. ENTIE. BB BIERREOIEIOZEE - IRICOVT, NRICHT S A

L BEREEILTOARY, LALARSE, EENCES < 0/NTEBEEEIC MMF 2MER
FEIRTBY, BRO= LT ARV EEERAMER S TWS, 20K REEEZFRS

Bl=ic, R 17 EICEASBRERENIIL EB Y . BHAVNRBBEIZEIT 5 MMF 0F
Wi, ZeMROCERDBIES ET 5 -0 0L HRERBERRBRAIT O TR, By
RREHEII A EO BB E o= b DD, 25 BIO/NEBBIESRE T MMF ORESBR &
. ZOER, BHE% 6 b A OIERFUSRIREIL 24% T, BiEER | EFOLFERIL 100%TH-
7. ARBRCOMLE - AT 1 B 300~600 mym’, 1 B2 EEOKE LSRN, EBO1
H SR 581X 655.0 mg/m® TH Y . HARRHAE (1,200 mgH) OBLZHETH-=, B
—Hﬂ%t‘bf)f;b\ LD BEMRLETTE RV, BHE% 6 7 B OERRISHEBEEIZ OWT
1. ARERE L LIS IERET SR I tE 0 h 7 25% (MMF OB &I 1,200 mg/R) |
&U“ﬁil\%%‘% & LEERNSIERRE S AE N0 35% (MMF O£ 2,000 mg/H)
LREEALRVWEEILND, . EVBRBORN TR, BAOSREBHEESE LR
%wﬁﬁ%?btcﬁﬁ ENCOREBERATICRIT S 15 BARBO/NR 40 Flomac
15 U L OB ASCEBE I LB L CERRCERERE -T2, TORIIZBIT B/NE
D1 BEHREEIZIZE A EOERFT 1,000mg LT TH -7z,
PLELY . A TONRBEBEITIIT D MMF DEPHICET B EF L RIFEREN T
0. BAMNRIBOTBIE AL L A, BREICBT 3 ERRSOMBICRT 5

MMF OEERPIHE T 500 L KT 5,

(2) BEARIZHFEINBEAICBT3IET VARUVBARANIZEHT2REEOBLETMIz>
nT ” \

HAEANRKEBTAEREDOTEF LA S0 T, RXTERS N - S MR |

(MYCS2675 3BR) Tid, £% 3 W A~6 RKHE, 6~11 BED 12~18 KD 3 DOEFHBIC
BT, AEESRRAREOEE THREIN, LrLARA L, TR, AMEKEAE,. &,
RUMIESIE, 6 BAMOEME (TH91%., EMERMAIE 39%, Hill 64%) . BHZ 2 BARIED
E8E (TH 100%. HIMERBAE 63%. 81l 75%) WLV E<ERA L, ThbDEST
BATLHE SN PEIER (Buropean study group DA #¥%30 513 MMF 2,000 mg/ B 5
LY TR 13%. AMERBAE 1%, Bl 4%) THH ., 2E T IS%OERENFEERIC
X o T MMF O#5%RI1E L7208 /RRICBW TS MMF ORZE£E7 R 7 7 4 MIREIICE
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BETELHFSNE, £, BATRETHL, THSOEBES. BOREOESOFHN
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. CMV BRREEES, BMEE. RERYE. RERRESFESEFLLTHREEILTVS
M NRICBT LT BT 7 A MERA & FET. MMF ORAMICA & 2R8I &
DEEERLNEIIMI6 20 grohpe i o UCIPERBEOR S, CMV BRELBERBICR LT
BT ANREDORE, $7 I HBEORLBICNZ T MMF OBE - (k3 - fikic k0 g
T, WRLEZ EBRESRTVWS, E5IT, MMF OREIZE Y T a4 KR CsA £ CNI

ERETHI LT, MRTBOWTREL 23 Zh b OXFOBHER 2 T S IRFRIES#E

ST BETRRW,

BAMMRICEV T, O~ TRSIIBT 3= E7 VR 3SR b OO, 5k &
Rk, CMV BRMESS, TH. BRRERSBESS. ANSHSRESNT0D, BEY

BRFERE T CMV BRIBE L2BIEARRLE REShE, LAL, IO AVRE

DFFER MMF OFEESUIARTIC L DEIR - BER L, o, TR, A LU R FPRED. |

Bk, B TOREST®D L s UCRRRIID 20072 L BESR TS, ENRER
FRAECHT RN TIE, BRLULEERDIEL A CHRATED (EREOEE] 75
FRTEHEETHY ., FRTEX2VES BEERERCETHRIEX) bEDRLEC L

D RSB Tl o T, ATHE TS CMV BABIEERIIHE Shizs, L8 L LTIk MMF #
BEREbLED T,
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Zhee - ZhE Gleevec is a kinase inhibitor indicated for the treatment of:

‘Newly diagnosed adult patients with Philadelphia chromosome positive
chronic myeloid leukemia (Ph+ CML) in chronic phase.

- Patients with Philadelphia chromosome positive chronic myeloid leukemia
(Ph+ CML) in blast crisis (BC), accelerated phase (AP), or in chronic phase
(CP) after failure of interferon-alpha therapy )

- Pediatric patients with Ph+ CML in chronic phase who are newly diagnosed
or whose disease has recurred after stem cell transplant or who are resisﬁant
to interferon-alpha therapy. There are no controlled trials in pediatric patients
demonstrating a clinical benefit, such as improvement in disease-related
symptoms or increased survival

- Adult patients with relapsed or refractory Philadelphia chromosome
positive acute lymphoblastic leukemia (Ph+ ALL)

© Adult patients With myelodysplastic/myeloproliferative ~ diseases
(MDS/MPD) associated with PDGFR (platelet-derived growth factor '
receptor) gene re-arrangements

- Adult patients with aggressive systemic mastocytosis (ASM) without the
D816V c-Kit mutation or with c-Kit mutational status unknown

- Adult gatients with hypereosinophilic syndrome (HES) and/or chronic
eosinophilic leukemia (CEL) who have the FIP1L1-PDGFRa fusfon kinase
{mutational analysis or FISH demonstration of CHIC2 allele deletion) and
for patients with HES and/or CEL who are FIP1L1-PDGFRo. fusion kinase
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negative or unknown

Adult patients with unreseciable, recurrent and/or metastatic
dennatoﬁbrosarcoma protuberans (DFSP)
- Patients with Kit (CD117) positive unresectable and/or metastatic
malignant gastrointestinal stromal tumors (GIST).
*Adjuvant treatment of adult patients following resection of Kit (CD117)
positive GIST

) BERFICRIEBMIITR

Rt - A&

Therapy should be initiated by a physician experienced in the treatment of |

patients with hematological malignancies or malignant sarcomas, as
appropriate. The prescribed dose should be administered orally, with a meal
and a large glass of water. Doses of 400mg or 600mg should be administered
once daily, whereas a dose of 800mg should be administered as 400mg twice
a day.

In children, Gleevec treatment can be given as a once-daily dose or
altématively the daily dose may be split into two - once in the morning and
once in the evening. There is no experience with Gleevec treatment in
children under 2 years of age.

For patients unable to swallow the film-coated tablets, the tablets may be
dispersed in a glass of water or apple juice. The required number of tablets
should be placed in the appropriate volume of beverage (approximately 50
mL for a 100mg tablet, and 200mL for a 400mg tablet) aﬁd stirred with a
spoon. The suspension should be administered iﬁlmediately after complete
disintegration of the tablet(s). 'k

For daily dosing of 800mg and above, dosing s}}ould be accomplished using

the 400mg tablet to reduce exposure to iron.

Treatment may be continued as long as there is no evidence of progressive

disease or unacceptable toxicity.
*Adult Patients with Ph+ CML CP, AP and BC

The recommended dose of Gleevec is 400 mg/day for adult patients in
chronic phase CML and 600mg/day for adult patients in accelerated phase or
blast crisis.

In CML, a dose increase from 400mg to 600mg in adult patients with
chronic phase disease, or from 600mg to 800mg (given as 400mg twice
daily) in adult patients in accelerated phase or blast crisis may be considered
in the absence of severe adverse drug reaction and severe non-leukemia

related neutropenia or thrombocytopenia in the following circumstances:

disease progression (at any time), failure to achieve a satisfactory
hematologic response after at least 3months of treatment, failure to achieve a
Cytogenetic response after 6-12months of treatment, or loss of a previously
achieved hematologic or cytogenetic response.

* Pediatric Patients with Ph+ CML

The recommended dose of Gleevec for children with newly diagnosed Ph+
CML is 340mg/m*/day (not to exceed 600mg). The recommended Gleevec
dose is 260mg/m’/day for children with Ph+ chronic phase CML recurrent
after stem cell transplant or who are resistant to interferon-alpha therapy.
‘Ph+ALL ‘

The recommended dose of Gleevec is 600mg/day for- adult patients with
relapsed/refractory Ph+ ALL.

-MDS/MPD .

The recommended dose of Gleevec is 400mg/day for adult patients with
MDS/MPD.

-ASM

The recommended dose of Gleevec is 400mg/day for adult patients with
ASM without the D816V c¢-Kit mutation. If c-Kit mutational status is not
known or unavailable, treatment with Gleevec 400mg/day may be
considered for patients with ASM not responding satisfactorily to other |
therapies. For patients with ASM associated with eosinophilia, a clonal
hematological disease related to the fusion kinase FIPIL1-PDGFRa, a
starting dose of 100mg/day is recommended. Dose increase from 100mg to
400mg for these patients may be considered in the absence of adverse drug
reactions if assessments demonstrate an insufficient response to therapy.

- HES/CEL

The recommended dose of Gleevec is 400mg/day for adult patients with
HES/CEL. For HES/CEL patients with demonstrated FIP1L1-PDGFRa
fusion kinase. a starting dose of 100mg/day is recommended. Dose increase

from 100mg to 400mg for these patients may be considered in the absence of
adverse drug reactions if assessments demonstrate an insufficient response to-
therapy.

-DFSP

The recommended dose of Gleevec is 800mg/day for adult patients with
DFSP.

-GIST

The recommended dose of Gleevec is 400mg/day for adult patients with
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ﬁnresectab!e and/or ‘metastatic, malignant GIST. A dose increase up to
800mg daily (given as 400mg twice daily) may be considered, as clinically
indicated, in patients showing clear signs or symptoms of disease
progression at a lower dose and in the absence of severe adverse drug
reactions.

The recommended dose of Gleevec is 400mg/day for the adjuvant treatment
of adult patients following complete gross resection of GIST. In the clinical
study, Gleevec was .administered for one year. The optimal treatment
duration with Gleevec is not known.

T BEENRIRLIHEDIETR

following resection -of Kit (CD117)-positive GIST. Patients who have a low
or very low risk of recurrence should not receive adjuvant treatment.

-the treatment of adult patients with unresectable dermatofibrosarcoma
protuberans (DFSP) and adult patients with recurrent and/or metastatic DFSP
who are not eligible for surgery.
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Glivec is indicated for the treatment of
- adult and paediatric patients with newly diagnosed Philadelphia
chromosome (ber-abl) positive (Ph+) chronic myeloid leukaemia (CML) for
whom bone marrow transplantation is not considered as the first line of
treatment.
-adult and paediatric patients with Ph+ CML in chronic phase after failure of
interferon-alpha therapy, or in accelerated phase or blast crisis.
-adult patients with newly diagnosed Philadelphia chromosome positive
acute lymphoblastic leukaemia (Ph+ ALL) integrated with chemotherapy.
-adult patients with relapsed or refractory Ph+ ALL as monotherapy. -

adult patients with myelodysplastic/myeloproliferative  diseases
(MDS/MPD) associated with platelet-derived growth factor recéptor
(PDGFR) gené re-arrangements.

-adult patients with advanced hypereosinophilic syndrome (HES) and/or
chronic __eosinophilic _ leukaemia _ (CEL) _ with _ FIP1L1-PDGFRo.

rearrangement.
The effect of Glivec on the outcome of bone marrow transplantation has not

been determined.

Glivec is indicated for

-the treatment of adult patients with Kit (CD 117) positive. unresectable
and/or metastatic malignant gastrointestinal stromal tumours (GIST).

-the adjuvant treatment of adult patients who are at significant risk of relapse

M- BE

Therapy should be initiated by a physician experienced in the treatment of

patients with haematological malignancies and malignant sarcomas, as

| appropriate.

The prescribed dose should be administered orally with a meal and a large

_glass of water to minimize the risk of gastrointestinal irritations. Doses of

400 mg or 600 mg should be administered once daily, whereas a daily dose
of 800 mg should be administered as 400 mg twice a day, in the morning and
in the evening. '

For patients unable to swallow the film-coated tablets, the tablets may be
dispersed in a glass of mineral water or apple juice. The required number of
tablets should be placed in the appropriate volume of. beverage
(approximately 50 ml for a 100 mg tablet, and 200 ml for a 400 mg tablet)
and stired with a spoon. The suspension should be administered
immediately after complete disintegration of the tablet(s).

- Posology for CML in adult patients

The recommended dosage of Glivec is 400 mg/day for patients in chronic
phase CML. Chronic phase CML is defined when all of the following criteria
are met: blasts < 15% in blood and bone marrow, peripheral blood basophils
<20%, platelets > 100 x 107 ,

The recommended dosage of Glivec is 600 mg/day for patients in
accelerated phase. Accelerated phase is defined by the presence of any of the
following: blasts> 15% but < 30% in blood or bone marrow, blasts plus
promyelocytes > 30% in blood or bone marrow (providing < 30% blasts),
peripheral blood basophile 2 @, p htelets < 100x 10 °A unrelated to
therapy. ) _
The recommended dose of Glivec is 600 mg/day for patients in blast crisis.
Blast crisis is defined -as blast$0% in blood or bone matrow or
extramedullary disease other than hepatosplenomegaly.

Treatment duration: In clinical trials, treatment with Glivec was continued
until disease progression. The effect of stopping treatment after the

achievement of a complete cytogenetic response has not been investigated.
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Dose increases from 400 mg to 600 mg or 800 mg in patients with chronic

phase disease, or from 600 mg to a maximum of 800 mg (given as 400 mg
twice daily) in patients with accelerated phase or blast crisis may be
considered in the absence of severe adverse drug reaction and severe
non-leukaemia-related neutropenia or thrombocytopenia in the following
circumstances: disease progression (at any time); failure to achieve a
satisfactory haematological response after at least 3 months of treatment;
failure to achieve a cytogenetic response after 12 months of treatment; or
loss of a previously achieved haematological and/or cytogenetic response.
Patients should be monitored closely following dose escalation given the
potential for an increased incidence of adverse reactions at higher dosages.

- Posology for CML in children ’

Dosing for children should be on the basis of body surface area (mg/m?). The
dose of 340 mg/m’ daily is recommended for children with chronic phase
CML and advanced phase CML (not to exceed the total dose of 800 mg).
Treatment can be given as a once daily dose or alternatively the daily dose

may be split into two administrations — one in the morning and one in the

evening. The dose recommendation is currently based on a small number of |

paediatric patients. There is no experience with the treatment of children
below 2 years of age.

Dose increases from 340 mg/m’ daily to 570 mg/m’ daily (not to exceed the
total dose of 800 mg) may be considered in children in the absence of severe
adverse drug reaction and severe non-leukaemia-related neutropenia or
thrombocytopenia in the following circumstances: disease progression (at
any time); failure to achieve a satisfactory haematological response after at
least 3 months of treatment; failure to achieve a cytogenetic response after
12 months of treatment; or loss of a previously achieved haematologicat
and/or cytogenetic response. Patients should be monitored closely following
dose - escalation given the potential for an increased incidence of adverse
reactions at higher dosages.

Posology for Phr ALL

The recommended dose of Glivec is 600 mg/day for patients with Ph+ ALL.
Haematological experts in the management of this disease should supervise
the therapy throughout all phases of care.

Treatment schedule: On the basis of the existing data, Glivec has been shown
to be effective and safe when administered at 600 mg/day in combination

with chemotherapy in the induction phase, the consolidation and

maintenance phases of chemotherapy for adult patients with newly
diagnosed Ph+ALL. The duration of Glivec therapy can vary with the
treatment programme selected, but generally longer exposures to Glivec
have yielded better results. For adult patients with relapsed or refractory
Ph+ALL Glivec monother#py at 600 mg/day is safe, effective and can be
given until disease progression occurs.

+Posology for MDS/MPD

The recommended dose of Glivec is 400 mg/day for patients with
MDS/MPD.

Treatment duration: In the only clinical trial performed up to now, treatment
with Glivec was continued until disease progressidn. At the time of analysis,
the treatment duration was a median of 47 months (24 days - 60 months).
-Posology for HES/CEL

The recommended dose of Glivec is 100 mg/day for patients with HES/CEL.
Dose increase from 100 mg to 400 mg may be considered in the absence of
adverse drug feactions if assessments demonstrate an insufficient response to
therapy.

Treatment should be continued as long as the patient continues to benefit.

- Posology for GIST

The recommended dose of Glivec is 400 mg/day for patients with
unresectable and/or metastatic mali gnant GIST.

Limited data exist on the effect of dose increases from 400 mg to 600 mg or
800 mg in patients progressing at the lower dose.

Treatment duration: In clinical trials in GIST patients, treatment with Glivec
was continued until disease progression. At the time of analysis, the
treatment duration was a median of 7 months (7 days to 13 months). The

effect of stopping treatment after achieving a response has not been

‘investigated.

The recommended dose of Glivec is 400 mg/day for the adjuvant treatment

of adult patients following resection of GIST.k Optimal treatment duration is

not yet established. Length of treatment in the clinical trial supporting this

indication was 12 months.

Posology for DFSP

The recommended dose of Glivec is 800 mg/day for patients with DFSP.
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4. BERRICOVWTLEMUTEREL B RERBREC T

BHCORRBIREE B AR L Y EBRESNCIRER | RBROBROBE L LT, U
TORNEREENLRENTND,

SR RIS RE DA (STISTIB2225 RER) 23, ERERNSES T, AKIBRZE
BRTFuL U3 —PICRET B4 RN LEBREETIAEENRL LT, KO
AHMEERETZEBT, XE, KEEOWEHN I » BTERSII, ;

A5 186 61 (BB 141 fil, MUIKRE 45 §1) BARBICAAAN DL, 0 5 % CEL/HES
BF1T 14 FITH - 7225, FIPIL1-PDGFRo & &=FOFEIITEOR T,

AEOEE - BRI, MERRICKHLTL, YEAEL L T40mg % 1 B 1 BIfRET S
Ll s, BE 4~8 BREEICH b REENTED HAARVIEAIEL, 300 XX 400mg D 1 A 2
B COBBREE SN, ‘

BEiconWT, FEFMERIEAR (G AREBOEMT. FAELFTR. BEFR
RUEGBFTRICEIX, SWOG H# (CR: WE. BEERDOZERME, PR: X—R T4
LD SO%LL EDEE) 25T, IARENENYE Lk,) RUEEEHM L Sh, CEL/

5 161 CR RO, EREFHEHEIT 631 B, SEEHRIZ 658 A Thol, . 3
Bl PR ASRD b, BARSGEHIRIL 131~348 B, EREHIRIL210~420 A ThHoT,

CEL/HES BTl 38 2 L o SN RE CEEAEHIR

#WEE ID SRR ATE MR AZh EHER
GBR/201/093 36/BHEICA PR ’ 349+
GBR/201/144 SI/BH/CA Unknown 1i4
GBR/201/145 3UBAE/CA SD 561+
GBR/201/146 63/BHE/CA Unknown 177+
GBR201/147 62/BH/CA PD 76
GBR/201/163 494 H/BL SD 400
GBR/20U/178 64/BH/CA Unknown 99
CND/701/111 SUBIE/CA P 30
CND/701/169 SOHEICA PD 7
CND/TOITL 3UBH/OR PR 210+
AUS/901/120 46/%AICA PD 16
AUS/901/152 16/BHE/CA PR 429+
AUS/901/168 SUBH/CA PD 53
AUS/901/173 SUBHE/CA CR - 658+

CA:BA BLEBA OREFEA +: PRITHYD

ZEMIT OV T, CEL/HES B& TOREMM OB RMEILS.8 v A &M : 0.5~233 » A)
ThHY., LR ESAEERIRD O o7, /o, BEBICE-HAEESRIT 14
Fith 1 Fhic, Bd. PRMEOHE. TH. SZEEDTORCELSE, 1 FICE 5 EESE
Hboi, Wb, AELOREBRIZFEESN TS, Grade3 LLEOFEFRIL, BEZ
ME. Bk, FPERBAE, TRERR, BHEBETE. BB, REEER, & ik 0%

| BE I FIFHED O,

5. EEARICRAIENNOLRIR - REF(CONT
(1) |ELHLLEER, EVBEAREOARABLE LTORERR

RER R ARITBROEREICONT, LLTICRT,

[4-E A CEL/HES BE TnAEOFHER E2HFMIZET 3 8%5]
1) Safety and efficacy of imatinib in chrqnic eosinophilic leukaemia and hypereosinophilic syndrome-a
phase-1I study. Br J Haematol 2008; 143: 707-15 ¥ ,
CEL/HES (29 B ARDFMME L REWERETT 5720, SHRIEREERE LEARS

HES /8% 14 floBE =L 0 MEFAHRER CEHEEMNRIITEO LBV THD, UWHDS
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EEniz,

ARERICIZ. CEL % 23 Fl& HES BF 13 FISREF SN, €D I FIPILI-PDGFRabfE
Flix 16 41 (261 CEL B%) Thote, / ’

RO R - ARIL. FIPILI-PDGFRaBMESI Tix, 100mg/H & &, 6 » ADREIZL >
THEEBIBOENRVBAICIE, BK400mg/B ETHESNE, ¥/, FIPILI-PDGFRaf&M
BT, A% 400mg/ HBRE SNz, 2B, AROAEREIC >V Tk, BiEEiEtAns

(CML) =9 5 ARG EBE OB HERY 2 FI BRBIECE L TiThhiz 9,

BHEEIZ DWW T, FIPILI-PDGFReBHED 16 Fl&f ClikFEHFEEHE (CHR: complete
hematological remission) A& 5Hiv. CHR 2E 53 E COMMITPRETO8 » A (#iM ;
02~33 w A) THoiz, Tz, 14 FITHTEREZNTELEM (CMR: complete molecular
remission) 234§ H#L. CMR BEHN D ETOHMIIPRETII » A @HEH; 1.0~153 % A)
Thoim, CMRIE, FRIET195 v A (Gl ; 103~389 v A) MRS TRY . MEER
X FREFHERITSONEbo T, 2B, FEOREEIX. 6 » AN CMR BB 5
NApmoTz 4 BT, 400mg/ B ¥ THI Lz,

ZEMEIZOVC, CEL/HES 2&bt, A% 100mg B RS Eh- 13§ 9 ], 400mg/B
BEE I 23FF BFTHEEERNED6NE, 205 5B, WHO Grade 3 LA EOFESH
| 1%, A 100 mg/ B AR E Sz | BICHPERBAE, 400mg/ A B3R5 &z 1 I Tl/MR
WAERBD BT,

2) The efficacy of imatinib mesylate in patients with FIP1L1-PDGFRo-positive hypereosinophilic
syndrome. Results of a multicenter prospective study. Haematologica 2007; 92: 1173-9 3

CEL/HES iZ 3 5 AROA M L BAM LRI 5720, SHRERFERRBNER S
iz, )

ARBUTIX, 63 Bl CEL/HES BEPBE S, €D 55 FIPILI-PDGFRaBEF L 27 41
ThoT, .

AR 15 - AR, 100mg/ B CRAZEN., 5 LY 1 BEAZ 2121 BREEDR 100mg
> 400mg E THEIE &, RERSEE BB DX, 400my Bz TREMGESNE, KD
AEREL, RESEBE»S 1 EMIZ, CML 20§ 3 AFIGEROEREN 2 A RFRERCEL
TIFoh 97, BE5RE» S 2ERLURIE. EEEHFIC CHERES TR,

BHEEIZ DWW T, FIPILI-PDGFRaBHED 27 GIEH1T, 1 » B LPIZ CHR 23 bhi,
7z, CMR b 27 FIRFAITHELN. CMR BB 5N X TOMMIL, PRET3 28 @EH; 1
~10 % A) Chote, Z05 bARESE{E L 24 i TIX. CMR X, PRMETI19 % 5 (§&
B 6~56 % A) MFSNE, —F, CMREFEZICAEL P LE 3FITI. VIR by
A BANIZ FIPILI-PDGFRaD B 2RO 8, AROFHRICL > THECMRIZED, B2
HART A RAE 25 % A DOFFATLFIA CMR Z#F LT,

TEMIZ-DVWT, FIPILI-PDGFRafBMED 27 BT, Grade 3 A LOFEFRIL. FHRED

VIEN 3.2%. B - HRE,. RURBHE 1% CIISERR 1.6% RO LS, A

n
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OB EP IR, BEXIKRECSEAE CH o, ¥, FIPILI-PDGFRafEED 36
BT, BEPHEB-HBAEERE LT, Grade 3 DB 2 HIK T Grade 3 DR 1 )
B b,

3) A tyrosine kinase created by fusion of the PDGFRA and FIPIL1 genes as a therapeutic target of | .
imatinib in idiopathic hypereosinophilic syndrome. N Engl J Med 2003; 348: 1201-14 ¥ B

Five years since the discovery of FIP1L1-PDGFRA: what we have learned about the fusion and
other molecularly defined eosinophilias. Leukemia 2008; 22: 1999-2010 ”

CEL/HES IZx1 T 2 AKODHR L 4 FHE L OBRERIT 570 CEL/HES &F 16 filic
BOTRETHESTOLE, TORBR, 9 ICHE 4 BRAKER (4q12) KRR LD,
FIPIL1-PDGFRo. A BEFARY bk, ¥, ZOMASBRETHRECERER. IRFET
o & %9 —+¥ PDGFRa BB HALIC & - C CEL/HES ARET 5 Z L BB b e o fz,
=16 FIPIL1-PDGFRa BBED 9 B0 5 & 5 FiC 100~400mgy/ B DR TAERBE L E Z
5, BEFERTOM ORI VAL o7 | BIEERE, 48T CHR /oM, Thb
O 4 BITIEHREAME 5 FRVEMEHRL TV D, 2B, T2 ET L 8II2Eh TR
W,

%72, 10 fILL ED FIPILI-PDGFRofEMED CEL/HES BEICBET HEMREL LT, UTD
SEBERD S, FEXRZBOTEE (100~400mg/ H) TOEDESBRES L TN D,

+ Clinical characteristics of patients with chronic eosinophilic leukaemia (CEL) harbouring
FIP1L1-PDGFRA fusion transcript-results of Polish multicentre study. Hematol Oncol 2010; 28: 93-7
10)

+ Low-dose imatinib mesylate leads to rapid induction of major molecular responses and achievement
of complete molecular remission in FIP1L1-PDGFRA positive chronic eosinophilic leukemia. Blood
2007; 109: 4635-40 'V

» Detection and molecular monitoring of FIP1L1-PDGFRA-positive disease by analysis of patient-specific
genomic DNA fusion junctions. Leukemia 2009; 23: 332-9 2

[ 84 A CEL/HES B TOXREDFHER CRL MBI T 58] ,

EMNIZBVW T, CELHES BEEX&RE LEBRRROBEIZ R, Ty r— MREIZLY
IR L EB 2RI HE | Bof, EFHRSES 124 7 (WFhb 1 fIFons)
bol, BB, EFHRETIILM T CHR 385, 9615 100mg/ B TERELZRKB LTV,
1) AT 2 BHGERES LR FREFRRESERROBRR AR BROLIK
2010; 51: 515-25 7"
2) A multicenter analysis of the FIPIL1-oPDGFR fusion gene in Japanese idiopathic
hypereosin.ophilic syndrome: an aberrant splicing skipping the «PDGFR exon 12. Ann Hematol 2007;

86: 855-63.7%
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BARICZI) B CEL/HES DREFRBREMRETT2BHT, 19954 1 A XY 2009 4 10 A £ T,
SELHERIT T, FERBESERE 191 HIOBKT —F 27— MRAEICLVIE L,
Z 0 5%, HES BEiBIRGEEVEIO 73 SlicB L. FIPILI-PDGFRoOBEFRENER S,
BB 9 4] (12%) Thote, ZhODEMRTIRBRAAT vl FE2ELIEROHE
RITEDD, BRHRBETH—EBETHo7, i, IBILFITHE (100~300mg/B) A
EEh TR, £ OEFT 1 ERUNICHFRFEOER(LRA LN, 9 F26 T CHR 2
Bonk,

S &N, 2003 4EIC FIPIL1-PDGFRA BIEFHRERSh. ThBNFBRRESELSHFL
A EMEALRSRE, ZOREECTHOREENDI L EBLRERY, A TFEREIH
Ui RBEN ORSIBNE L 2 ofe, ZhEET, 2008 £HETH 4 LT, FIPIL1-PDGFRA
BEFBEOFBIESEENT. [FBEEZIERT PDGFRA, PDGFRB, FGFR1 E&T
BREPHS BRREE) KABSh, ThESo CELHES iX. €€, CEL, not otherwise
categorized|, HES) & UC BB MEEE] CoBIhiz,

(2) Peer-reviewed journal DR, X 2 - T Y L AZOHRERR

(3) HHBE~OFEWARE L TORARR

AZED CEL/MES OEHRICE 4 3 RBMOEIIZOWT, BITIART, 2k, 3) OXIiTE
BT AEMARRHIT VA, CEL/HES KETARGORBLIEEBOIRHR L LT, &
BE LA TIZRT,

1) The FIPILi-PDGFRa fusion tyrosine kinase in hypereosinophilic syndrome and chronic
eosinophilic leukemia: implications for diagnosis, classification, and management. Blood 2004; 103:
2879-91 "

YA Tid. CEL/HES O, 2004 FHRORMNE. BEFR. T#&. B8R, o7&
BEEHFEIC OV TEENCEREN TV S, Eik, 2001~2003 FIZEMEE N7, CEL/HES
BB E LEREOBRFRRBRICOVWTRE L, BIRT—#BRohTH5b00, —EOH
A CTHEBREESOUERHALNA TS LENTVD,

2) The hypereosinophilic syndromes: current concepts and treatments. Br J Haematol 2009; 145:
271-85 >

WHAAH TiL, 1968 4FIT Hardly & OF Anderson i & ¥ CEL/HES & W 5 & BB Eh T
5. 2008 FEIZRET Sz WHO WEE A MRAR Y U —R &N D ETOR®, CEL/HES D&k
BUTENEOLERE, £72. CEL/HES O2Hik. REGEI L OBRFR., IEFEFERFRIC
SNTEEDBNTWS, KEIZX BHEBTCOVTIE, 100~200me/ilE & WHEHET
CEL/HES D= ru— VIR TE L Z &  KE~OWEFAR L FIRReBEINTNEZ &,
BREADF —4 5 biX FIPIL1-PDGFRA E&EFHEEL LARVWES CIIARTRYR ORIk =
hE—ARTERNILERRINTVWSZ L, CML THWSRAE (400~600mg) &L Y 72
WEHEHNIRDORWEEZILND I L. FEREDBROBBRICEET 20 AER 5
WIZ P RV R RIET R E Vo EAERRB STV S,

3) Classification and diagnosis of myeloproliferative neoplasms: The 2008 World Health Organization

criteria and point-of-care diagnostic algorithms. Leukemia 2008; 22: 14-22 -

2008 FekET WHO HEE 4 OB HEEHEEDOSERUBHIZ W THER LTV,

CEL/HES {2\ Tk, 2001 4FikET WHO #1858 3 RRIC T, B EmERED 122 LT
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1) FEREEY 3ETH 2R (2009, BAEREERSE

44.4.E. BREGHIMZERN (HES). BEABREOmA (CEL) p.701-2
FEIZBE S 5 BT T, TFIPILI/PDGFRA TERRIC & 0 B3 5 SFBEERIMAE 121X
imatinib %% 3%, FIPILI/PDGFRA mRNA 23 &R FEERIEAEIZ b imatinib 238
BRIEBHY (Z0X 5 REFTIX, imatinib BRETHMOF v —ERRBIZE
BELTn3eEXOND), BEERINT 5.1 L LT, AROBEIZOVWTRBIN TV S,

2) Wintrobe’s clinical hematology 12th edition Chronic Eosinophilic Leukemia/Hypereosinophilic
Syndrome:vol.2 p1996 2

ISR B 5 BT B C. THES/CEL i, FIPIL1-PDGFRA % U% PDGFRB % &1efli4
D7 v— HOMBGEEFHREPBE SN TS, FIPILI-PDGFRA SREL, imatinib O

RIS, $eb b RO MEENTEEMROBETHD, ] LERS TS,

3) Williams hematology Eighth Edition, 2010 *®

Hypereosinophilic syndrome p.907-9

BRI AHEIZBVW T, [FIPILI-PDGFRa DB S, /v~ F =7 TEHSB LA T
5, %7z, FIPILI-PDGFRo RO BRI RBHIOHES. BENCEFARRLIV A ~F =7
OPRB{ONDLZ LikEhL Eibhb, FBEKBEZORERN, (vF=7BEPHT 28
BFERTH-EE. 4 vF=7 400mg/ B ¥ 5 LBORBBILESHTHY . 3 ARL
WICHBIREPEERCEET 5. LR#BEhTHS,

Chronic eosinophilic leukemia p.1358-9

BRCETAECBNT, [BEDOEXBHTH S5, FIPILI-PDGFRe BEORE, &
¥ 100~40mg/ B DR EIZ LD . BVHRETHRIBELND, ZOREFZ A7 OTFa s
FF—VIEND, AEICHT HEZMHIE, BCR-ABL DERMUETHSB, LALAREL, £T
DBE T 400my BIZ THFREENERRE LN BT TR, RBRO T— i EH
DZBLEBEMTHZI by, BEGEIFRIT 400mg/B & L, B2 PCR TOE=F Y
TEITOZL LTD, AROEEIRX., K TREFNERBBLNRP-HBEICERT 3,
Fi, AEAO0my B ORGFIZEVERRZEHERANEL, BEBHELR-HEESTH. CML
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[BE LRy, BEABHRIELN D TRIEZA, | LEREATNS,

T, RBROTFHOBECBOT, IFEORGHURBRET, B4 LLBEOHE. MKF
R BEGME. IREANE. RERE. ROBEY A AOERL. SEREBOBRERS S
nA, Ul WEEH, XHOBLOS IERLLEVLOOEERT S, F, KK
IO BRI R TRIC OV TIE bATIEARY, L Lass, ARk 24FHM0%E
L, EEERCEATENTHY . CORADENST2ET 5 BERVTEOTEEX
B ET 5, LEHRESATVS,

4) World Health Organization classification of tumours 4th Edition, WHO classification of tumours of
haematopoietic and lymphoid tissues, Myeloid and lymphoid neoplasms with eosinophilia and
abnormalities of PDGFRA, PDGFRB or FGFR1 p.68-73 *¥
2008 EHFTEE 4 JRD WHO S8 Cik. FIPIL1-PDGFRA BEFBIEDFBRIRIBESEERIT,
[T EEERIE £ E R ) PDGFRA, PDGFRB, FGFR1 Bi=TFRE LM 5 BHR. U v BRRIEE)
DED S5 H O, TPDGFRA FBEFIEZ S FEHR. U BRREE) CTHEILTBY.
PDGFRA BEFIZ M5 BER. Vo RREBOEE, BROKH, KA. F&. R o

FREZOFESICOVT, GENCARINTWS, AECETIERICOVTIE. K |

FIR O (FIPILI-PDGFRA BEFIZBIET S CEL B4 v F =R LT, FRIGET
H5,1 EOREL, TETFHEFOEIZ TFIPIL1-PDGFRA BEEFIZBHET 5 CEL IZX$ 5
A= F =T OHRITONTIE, 2003 FIZTHTRE S, RRFRICOWVIR, EEHLMIC
Ko TWAEY, LaLASS, FEBICE S MREEAERLTELT, 4 vF=7HRER
BEtsTENE, TOTFRIIRGLEILND, ) LONEPERIN TV D,

5) Z#HMEHRFE 53 EEERS  IV. B.2.b Thypereosinophilic syndrome] p.1311-4 %%

RO, #i%i:o’u\t M—%, ko X 512 HES %< OEFNTH LT imatinib 2%
X9 B, HES < HES OBRUZRT 5 imatinib IGROBE R R IV-B-13ICF LD BH5. CML
T 400~800mg/body/ B @ imatinib 5 2 ME LT A0 L, HES D% < DEEFTIX
100mg/body/ B DB CHRAED 55, Imatinib ICEZEEZRTIVDRF+H2BETH
400mg/body/ B ¥ CORBTHATHB,] LERIN TS,

6. A TORMRKR (E)) RUEHEERIIOLT
(1) EENBRIZHELFHBTOMBKR (B2 Fo1T

| memmsL

(2) EEAFICRAFHTOBRKAERFIRR VBKRERRBIZONT

AT CELMES BE #iif L Uk BRRBIIEE S h TV 720y,

5. (1) WEALEBRER, EVBERREOAREIL L LTORERI OBZEHD
LRV, AR HEHEERAERIZBEL TIX 1995 £~2000 £ il S NS HERAEIIC
X % &, FIPILI-PDGFRBIED 9 FILHICAEORER TN L OB|ERDH Y P, Fiz
FIP1L1-PDGFRoBEHED CEL/HES BE~OAEOHESICB LT, 2 HOEMBRENRH T,

UEEY, AR COREDOEHIIBENEITEZEZ NS DD, FIPILI-PDGFRaBED
CEL/HES BE~DAEDHERAERIIDZ LEL 5,

7. DHHEBEOZHMEIZONT
(1) BEHRBIEINEACEFZTETFUOARVAFACE T 2E8HHEORSFHEICD
(AN

(4) BEXIEBZOLRNS F74 o ~DRHERR

1) National cancer institute, Pysician Data Query (PDQ), Chronic Eosinophilic Leukemia %

BROEIZRBWT, [{ERORRICED Th -7 HES BE T, A vF =7 NEY LI
BENRDB, FrirFr—EHEHTHSHA vF=71I. FIPILI-PDGFR BEXT—E%
BRE4 %, FIPIL1-PDGFRo[EMED HES BF 2BV T, EREDA ~F =7 CHRBA LN
TW3,] LEHEhTHS,

CEL/HES Tit, #6R L 0 BMERIRHES T, ERESEROTLThoT, £k, B
PTARABIZH L TERB SN TV S ERILRY, &Kz, —850 CEL/HES DRMEOFE & 72
% FIPILI-PDGFRa®#EH & LIcF u v v % F—EHEF TH VD . RAD S FRBICH LT
AT 3EFTHD L5 AT, FIPILI-PDGFRaBED CEL/HES x4 5 AEOA ik
FINndLBEZ3,

INETCEBH TERINZAED CELHES BEERTIRERREN L.,
FIP1L1-PDGFRafE0> CEL/HES BE I L. &K% 100~400 mg/ B D AR TR E LI/ E.
95%5L L DEBHET CHR A%, 80%LL EDBE T CMR ABBNTVWS (75, (1) EAESILILER
B, EMHERREOARBIT L LTORERIR OESHE)., ¥k, EFCRLIERT
DBETIIH DD, SECOEIPROFHEVBRDONTVELOMELHS Y, &bz, &
BEHTORETIH BB, BARAD FIPIL1-PDGFRoFFIED CEL/HES B L THES L R
WO - ARTHRE LAXBZ, £4CCHR BRI TRY | —EOADHEIBDH LT
% (Is. (1) [BAA HES/CEL B COABOGHMER VR BT 5 8] DEB
A, :

ARBEBLZRETHY, BEARBRERCIBMBELIRON TS bO0, ERONER
UERNAOHERESORBAF2EE X, ER LOLERORKRARE - IS RRNS
B (T, RANE® Tik. ARED FIPILI-PDGFRaBBED CEL/HES XX T A%k, B
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(2) BEE2RBICRINBEAICB T I T EFUOARVBAALE T 2REEOBRESFMI=D
Wt

EANS & b IZAIKD CEL/HES BE AT AHEARRIIBONTE Y . UHBEEELR
HELIEEOZEMITHOWTHEREEZITO ZLIZRETH S, YRR EEE L. AK:
CEL/HES BHFIZHRE LEBOZ2MKITH>WT, UTORFETo7,

SEANCBT BELMEICONT, T4, BEREICOWTREN CER L i/ KRR AR
IZoWT) DOIETHR LT, CEL/HES B 14 FlE 3 ic B S iziEsh STIS71B2225 RR T
i AEORSPICESEEFLIMED, FFRIEOHE, TR, BB XORUBD
M1EIT, FHFEEMN 1 AITRDLIL, Grade 3 YU LDHEEHIIQERE, A, FPERE
D, TEHEBE, SHBTE, BE. RNtEEn, £nkOHETEERSRE | BT SEEDS
i, ¥, BEICE-EEHFSR CELHES B TOREECH bNEEEER b A2N
27, _ ]

EBiT, 15 (1) BEACLBERR, EVBBERREOARRLL L TORERR] OET
R UIHEAMA TR, ELHICETAMEDHD 2 8 INTBWT, Grade 3 LLEDHEEE
&2 UCHPERIRAEE, [/IMERAE. B - g8, BBRUSSRENED O,
REFL 0%RBTHY . VPN b AROKE, Bl UL P CERAETH T, £,
RE L EEFRIT, CMLEOMEE CEADES TH- 1,

AAABEICHT B EAMCE LTk, CEL/HES B COARGERFICHEL, 4 HloRse
MERBERHD., WTNLEBLH SN, TOARR. MEEME. BRHLRE G
%%, GIEFRABEROOLAL, BAD 466 FChofz, MEMMEOHFEL ORRER
Bgebh s, BEFIECLVEEL TS, '

% 7. FIPIL1-PDGFRaf&HEHITIZH B b DD, ERICEICE VT, CEL AE CTEEZIESR
HEBEGRD 1| PIREShTEY ., YIESMIUBBRIBERRCEE ) 2HFREBOBILIZLY
%ttfvémmnE%%ﬁfﬁﬁLOWTH\mnﬁlﬁu%ﬁiéwrik&ﬂﬁﬁL
D [16) EEREERSE BERH) | ZERL, EEBREZT-TWA®, HtiE
EMEERELEX 8, EETRELELS, '

hd. BEEERARHAEICHS V. CEL/HES 8% COBMITRD b T iRd -k,

FEorBY ., BRSE bIC CEL/HES BEICHER L BIC BEXAR LM EORIEIIHRE S
nTWAY, %72, EREARABEICEN T, CML, GIST R ALL 2533 400~800mg/
HCOREMBRIIZER/EN TS, UELD, RENSHIL, SAHREBECHERLE
Effic Ly, EHCEERSTESh. LECSCTRE - ARSSBENTOI DD ThH
iE. BAA CEL/HES BEICxT 54K 100mg/ B (BLAEE) ~400mg/ B (HE LRAE)
DR EITERFELEX D,

L, BCEOTRMIE TG, LEHELZE T 5 FBRESERBRSE TIX, AERER

MR BEVDEEY s v 7, EZEBERERH LA Z EBH Y. CEL/HES BELZ SO TH
BN BEEZ T RECRERSLETH I EOREB R ENTNS, LEX>T, AHET
HECK & FRCAEBIIATAERRBAILELEXDbODO, YHEEREORIL 25
BH VERELELT, FEOBRCEBWTREEREOFRIIS VTR SIS Z L 82
FLWEEZD,

(3) EEZRBICHRDIOHNBHEORHMEIZONT

KE R UK T, FIPILI-PDGFRa BE¥E? CEL/HES udvcgse IR S, EREEIC
ESSBERRENEERESh TV 3,

AEBIL, HMPRERBTHY ., FEOBEKRBEICOWVTIL, mﬁ%{bm&ﬁﬁﬁuibﬁéh
TWRWNE DD, FIPIL1-PDGFRa B> CEL/HES BHIZAE 5 LI2EE, 5% Lo BH
CHRLHELEM (CHR) BRHLATEY (7. (1) BEENFCRZAEACBT 5L
FUARTGBRAAMCET B5EHEORSEMIc VT OESM) . AROBEBHIII/FTE
BLEXD, T, BEMIEOVT, BCELEEENERL T\ 5 M - AEGENTO
FERALRBZ &, KU FIPILI-PDGFRa (B CEL/HES B CEHRE2HEFRIIINE
TRPEERTVWRVWZ L ZBEE L BIEROEBIXTREELD,

UEDABRUEBRERCHA FIA LV E0RBANELZHB I, RESBIIAED
FIPIL1-PDGFRa BBt CEL/HES WX 5 FAIIEFEFZLEAMTH D LT5Z LIiXRE
LT3,

7233, FIPIL1-PDGFRofB#£ T2V WCEL/HESEFIZB L T, AMESRD 6N D L o@Ex
BENTWD, —F. FAEEREOLEEOEBVREARE - BN ERHNESBCBVTRE
Lz & BY . BRIFSBIIFIPIL1-PDGFRoBESBETRAEDEN S FTHY . /EABRF»L
%z 72384 . FIPIL1-PDGFRa[BIEFVAEOFHENYFCE IR LEBLZ LI, k7. #H
HBHE A FFARUARIRICIHV T, FIPILI-PDGFRafgE T2V \CEL/HES B E 125
BEAROREIZETHRNRIKL THY . ¥RBFITHTIEREOREITHONTIX, BRS
BEBREINARRTHE L EXD, M T, WM TIX. FIPILI-PDGFRafEMES TiIeflT
CHRBHFH LN TWBD—F T, B TRVWAE TIXCHRIZ40%IZE E - TH Y |, FIPIL1-PDGFRa
F%ﬁf*f;u\CEL/HEs%%‘ CRITAAREREDY R T+ RRXT 4y MZOWTEHEBRORHE
HY, T—FHRTR Lﬂ\é%@ﬁaa T & Y FIPIL1-PDGFRofFHEFNZ X L T DL ATBLDREA
fFEhTnad

( http://www.ema.europa.eu/docs/en_GB/document library/EPAR - Scientific_Discussion_-_Variati
on/human/000406/WC500022211 pdf )e ZHBD T &M, BEAIZHT, FIPIL1-PDGFRa
BB TR\ CELHES B (K 3 AR O HAMIC OV TRESES LAMTH B bDOL LT
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8. M- BHRRVAE - ARFORHOBHKIZO>VT
(1) 288 - PRIZOVT -

(2) B - ARICONT

ZheE - FHRICOWVTIE. $HEE - SIRICEET AHEAEOER L L LITUTORESEY &
BNSBIIEZLD, TORYUKIZOSOVWTUTRET.

(206 - 2R
FIPIL1-PDGFRa B D Tiosk S
IFERERIE S REGRE, BIEAFERERYE B %S

[2h6E - BHRICEET AR LOEE]
CFERERIE S TR B UL B ERER I B R I >V T, BRAAREITEREFREICLY
FIPIL1-PDGFRo BB TH B Z L PR SN BEFIERT 3,

[BREDZEHEIZOWT] :

FIP1L1-PDGFRa 1%, AEDEMNSFD 1->TH Y, FIPILI-PDGFRa BHED CEL/HES D5
FRENDL., YRERICTHIAROFTMEIIFTE S, ZhE T TERINTE
KRBEVEFAREICLS L, ZEBISH L. KEE 100~400mg/B OFBETRE LERER,
BUWESERTRENTWS (15 (1) EEAHLERR, EUBRBRREOARRIL L L
TOHERER] OESR), T, RETFREFMLAREICLD L., SFEITOESBROR
FERRDLRTVA Y,

kXD, #h8E - $Eix. FIPILI-PDGFRe Bt CEL/HES BEORBEELRETH I LA
WRLEZS, £/, PHEE - 2R TRE L [FIPIL1-PDGFRo. Bik] ZHET A7 ORE
FHEIZOWTHERRERSKEL EX 5720, 3 - HRCBET 2R LOEBEORERTT
HZENEBLEZD,

723, EEPEE - $%iT FIPILI-PDGFRa B&BETBIEOLTO CEL BE| Thi—
F T, BREREOANSKRKBIL, TFIPILI-PDGFRe & &G THED CEL RN HES] THY,
i ORBANBITR RS> TWD, YiZERIZ >V T, FIPILI-PDGFRa BBt DB CEL <
HES (EZONTWERBOFNLHBLTERLER LD Y, RXPEREFSE T,
| FIPIL1-PDGFRa BBtE® HES & OEHEBBMREIND, LRREPEKKTORBAE L DES
HEEE L. CEL KUHES Z{##5E L7z [FIPIL1-PDGFRa fd & BZF D CEL R TN HES)
LOFTEETAZ LI F WHO AECRBEFNREELSEE, BERRERTIIRNELE
b3 bO0, BRATIEY ST L,

Mz T, BAREFOMNREMRO FIRILI-PDGFRo BABETBME LOREICHOVWT, &
WCERERRRETHI L b—ReELBNDA, [FIPILI-PDGFRa BtE) 2 RIETHZ & T,
BRRBB TR, AROBRERNSBELZRBRTHY, o, HRRBETEMLIOT VLS
Z B,

FE - BRSOV, Ak - BRCEETAERLOEEL L bICUToRBSEL
BRNRBRIEX D, TOREEITONTUTIZRT,
[RE - AE] . .
BE. BARRA=F=7L LT A 1E 100mg #BRCBEORET S, 2B, BEOR
Bizky, BEEET 52, 1 B 1[E400mg ETHETE S,

R - REICHET 560 EOEE] (FRSEMES ; SEOELICIHET 585 OHik
) ,

(4) M L AR , ;

AR E RIS, MR BB DB TR BB RYWET D
ck,

BEEAnE (CML),
HCEBEEE (GIST).”
4 TFNT 4 T Ra B
Ay AME0LR (Ph+ | PR I/MRE BE5ERE
ALL) ., FEBRELIEGE
(HES) XidBHamaRitn
My (CEL)

OFFPERE 1,500/mm® L E R T

FFHPERE<1,000/mm’® | AMRE 75.00/mm’ BLEIZEIE 5
Xix FCHRET S,

/M%< 50,000/mm® | @PRSERT (B O BIfER OFEBEN)

AR TR ERT S,

HESR&CEL (ERE
100mg/H)

O&FFERE 1,500/mm® L kK TN
/RER 75,00/mm’ S EICEET S

F TCHKRET 5,
IBHEEICML. GIST. HESX BRI < 1,000/mm’ | @400mg/ B THEEZ BT 5.
! : Xix @B CHFHERES 1,000/mm’ 2T

{$CEL (#IEIAE 400mg/RA)

/MBS <50,000/mm® [ Bl 5 A, X & /s iR A
50,000/mm’ % FEl->=HE1x. @
~RY, 300mg/A CIHEEZHRT
%o

EEES ;47

[(BEDEEHITOVT]
ZhECOERAOBRERE TERSNEREOBBARIL. 100~400mgBTHS (5.
(1) EEA L HERBR. RYBERREOAKH I L LTORERE DES M), 43 100mg/
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BEEBARL LIEMCRB O TADMESRBD O TS Z &, AE 400mg/ A TR TE
BEANTVS = &, RUECKEEIZHV T, FIPILI-PDGFRafg D CEL/HES i34 5 ik -
&L LT, 100my B ZBHEAEL LT 400my BE THEMEL ONETERREA TS
L, BAAEE 100mg/H & L, 400mg/ A E THBMRERZRELTHILIAELLEX D,
i, BEORBIS U TREBLERD, NEEHE] LT3 LAEYULELD KRE -
BEDOBRIZOWVWTIX, BAORENBRRCZTORERNMEER L, 1HIk - ARCHEETS
FEHEDEE) CRETIVNERHDLEXD,

9. BUARICRIELIGEARER/ETZIOHLERICONT
(1) BEREFEICODVWTHREBEACERADIET v AEIIEREREEAFREL TS A
DEEIZDONT

BOBREBTHLIZEMLBLNTWAFRIIBOLNATHS, LIAL, ZThETITARE
RS D & OFH TIE, RZEREZ S I iz FIPIL1-PDGFRa BB CEL/HES BHITHRBW
T, B3 isF &b, /. FIPIL1-PDGFRa Bt CEL/HES BE TiX., ARICBWT
BEEND CML LY b 8D 100mg/B (BEMERED 1/4) TREMBRB SN, BELE
BEDOREKAE400mg/ A T AREARILEEY CML BE TR T2 HERARLA-—TH S,
CML BFIx LT 1 BRK 800mg E CORENARENTEHY . FRITHBWVT, 400mgy/
ARERORZEMBERIE/ SN TS, BEOZ b, BEAT, BMTERTER
BXRREIRRRNWEEZD,

(2) £8 (1) TEEEAEENAFELTNSBAE. BEBELIWIERREATEOR
HIZDT

| 2L

(3) Z0ih, HREICEHHBEAICONT

EX
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ERLODEROBVRERE BLNERNEE
DHBPE~OZ LR LIBEER (B
9 LA F FEFRRIE
HIVF/ 4 FEEDS S, BERKEMN DUIRTREGEBILES

1. EERNBFO/BIZHOINT

BEEh | —B4E A7 MU T FEEERE

NF ) A4 FEEOBRE THSEETFRIITCTE RV, BRES S & L THRFRESL 2

| o BTN T, SEATRITANRE L FEICRRL 2D,

(2) ERELoFR%E
PFOBRICLD, [V, BRIZBO CERNIREICNEST Dh TV WY 5,
2009FIC AR EN T, BERFEOFMAREKR (PROMIDEER, J Clin Oncol 2009; 27:
4656-637 ) ITBWTAY b LA F FEBEGREMRAITHS Y FAF FVLAR (BT,
AH) OEBEHE (TTP) EEDEIF|E SN ThHEHIE, REDNCCNY A KT A OHET
BREN, BBEIALTF ) A Fiow LCAROERBZ#ER SR THSY,

TEER | RFE4L YV RAFFU LARGHEM 10mg. M20mg, FI30mg

&L 0 ) RAAVTF 4 R T r—<iRAit

BEES | EARBRFRARBHE EHAERBRBHRER
ThREIRT 3 SRENSWEREODRERBR L 2 7 L RCES<B
FRIGEr OYERL) AFFEEE

3. Bk 4 HEORBRREIIONT
(1)  EXANEORBRERVHERKEOHRI-DONT

1) k@

BENE | 2 - R W) INF 7 A FIEED S B, BERELOTBRTERED
il ]
Q) Fnnhd)—< (I ELEER)
@) AVRY /== (FVRY VEAER)
) AN TS EXOWHR_ETR

A - B BB RNEVEABBIZNT 5 AR TOERBANE
BEE.BRACELZ FLAFRELT20mg 2 4 BEIZ3I 2 A
R, B AARICENT5, TORIERIZLY 10 mg. 20 mg

RYBREF+DRBECELRNI L0 b, FHREMCRS

Xix30mg % 4 BECRET 3, L. OIEESE 28X |

LTWrR—RAEDI 7 b vFF FERB KR 5,
ZheE - HRR T )

Rk - REst
DEENE (H
TEME)
£ EREFL. (V) AT/ A FEED S b, BEGRENSURTER2EBIEHE

whes - HE Sandostatin LAR® Depot (42 b L35 FEFEIE RSB ES R R B
X, Sandostatin® (42 b LA FERRE) BHEIC X 5 FIEEHRNE
L. BEEFRDONEBEICBOTESRSNS,

SR E EE :
ERME IR RIBROSR IR T4, b L RARBORET
SOTHONBIE SRR & 2 B2V AE O RYIMERRIE., GH BT
IGF-1 BE#* EX@HAE CETIEZLHAETHB,

INF )4 FIEE
'E@ﬁﬁw%14FE%K%ﬁi&@Tﬂ&U@HE%@E%%&O

VIP AR

VIP EABIZHE ) SR OARETHORIIBR,

AT ) A4 WEEBRROVIPEABBOBFITEN T EEOAX &,
AR E R CEBERICH T 5 Sandostatin® 55 & U0 Sandostatin
LAR® Depot DZIRIZH & iz SR TWVi2Y,

Bt LTiITbhTna,

2. BEEZRBIZBTAERLODEEITONT

(1) BEREROBEEE
UTOEBIZLY. (7. SHEEALREERD IR (RAOWRER) | 4% T5,
RS THNLTF ) 4 FEBICT 3R bREERISIEIINFEERETH S, REEY

k- AR - Sandostatin LAR® Depot (47 | L FEFEAKIEBTER FnF8UH))
B h—= U 7RI EEREERC Lo TRESR2TNIER [
L2V, SFEICAFA TV AHABEOERICELS S ZLREE
T 5. Sandostatin LAR® Depot iZ4 8 Sz BT &S L 2T hid
TRBRYY,

BEETICEEARB L ER L TIR LN,
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- Sandostatin LAR® Depot ¢ 4 BECERRHANICRES TS, 4 8M%

B2 5HECAFIORSITHE IR,

IR R BT D7, REBUERAUNCEL S LERDS, =F |

B~ DR EITREEAITH2 Y ORRBEES ed, Z O~
BERITAZ L, '

- Sandostatin LAR® Depot i3#3f1z . #IRMERVCE FIcRE L TlaR s
R, }
UToREESHERINS,

SR E KA

REF 7 VAT FEEBEDOREEZ T TWARWESE

REF 7 b VAF FEEREDR 5 251 TV ARV EBEIL, Sandostatin®
(A2 b L AF FEEAE) ESRIC XD BEN LB L, YRR S0

pg & 1B 3 ERTRET S, BEALOBETIIRABRIIYL T

100~200pg @ 1 B 3 ERERUETHSH, S00pg D 1 B 3 EREE

TRLELRBBELND, 47 MAF RICHTEEREERHET S

7-®HIZiZ. Sandostatin®iE5tik % 2 BRI LR FRETAVER DS,

GH B U IGF-1 RE2> LR LARD 45 THELBExbh,

BEEPRYD b= BEIL, LLTO [HE Sandostatin®EHEORE %

T TV BE] ICFERT 58 5EICH 5 T, Sandostatin LAR® Depot

WD ELHZENTES,

HFE Sandostatin® (2 F LA F REBEE) BRHBEORELZIT TV

| B

BIE Sandostatin® MWK DEE %% TV 581X, B Sandostatin

LAR® Depot 12810 &% T, 20mg DAE% 4 ABEIC 3 » ARBRSBGHA

PR ET 5 Z LR TE S,

3 p AERE LT, L)T@ﬁ&t:ﬁdb\f)ﬁ%%‘éﬁﬁﬁ LTh Ly,

- GHS25ng/mL, IGF-1 E¥fb, BRERS =Y Fr—ASh T3

B4 : 5| Xt & 20mg O Sandostatin LAR® Depot % 4 BEIZHEET 5,
* GH>2.5 ng/mL, IGF-1 LB R WIXBERERS = bu—LEhT
UWRVNEE : Sandostatin LAR® Depot % 30mg IZHE L, 4 BEIZH
543,
* GH= Ing/mL. IGF-1 EEL, BRERR 2 ho— 1IN T35
4 : SandostatinLAR® Depot % 10mg (Z)BE L., 4 BEICHEET S,
-+ 30mg PBETYH GH, IGF-1 RUBKRERZETIc= Fa—n&
CRBRWEFITIX, 40mg DB LT 4BBICRET B, 40mg 28
%5 AR I hA2, :

EYES ;82

TEECHT HHERERE T LB TR, RAOEBIELFET
Bz, &% 8 B Sandostatin LAR® Depot O & &L+ 5%
B 5,GH & IGF-1 O LR-ER B BERD b /-4 Sandostatin
LAR® Depot IZ X 5162 B L THEL,

ANF ) A PERERU VIP ELEE

BAEA 7 LA FEBEOREL ST TORVES

BIEL 7 b UAF NEEBE DR 522 T2V AH I, Sandostatin®

ERBEOR TRECLABEI BT AINERS D, IVF /A F

EEOEREAMSE, &Y 2 BHOHSE 1| ARARIX, 2~4 FRET

100~600pg/ B CH5 (FH1 BHEIX 300pg BTH D), BEILL-

TH. && 1,5000/ AORERNELTHZ ERH B, VIP ELEE

T BHELE 1 AR 2~4 HFIHRE T 200~300pg/ B TH S (150

~750ug DHEE)ERE 2 Fr—AT 5 OBFICEPETHES

WS 575, BEL Soug BEBL 5 AERBLEL RS Z LR,

Sandostatin® TEHRITD 2 < & b 2 BENGR 5T B UBERD B, O

%, A2 oA T FEBIBICRT S [EHHL LB b FEICE

RO ShE, FRO IR Sandostatin® AR OB 5521 C

WEBE ) ICE#HT R EEICH > T Sandostatin LAR® Depot 12819

BB LRTES, ;

B7E Sandostatin® (F7 |k LA F FEHERE) BHEOBRE 22T TVS

BE

B7E Sandostatin®EHE OG5 Z i1 T 5 BAEIL. Sandostatin LAR®

Depot {810 B % T, 20mg DREE 4 BHIC 2 » A BESBHANICE

E4BZLNTED, INTF /A FIEBBRERVC VIP EABERET

i, Sandostatin LAR® Depot D #IEHE 4217, MIFDA2 + LAF R

ESRIRADREICET B BERD DD, FANCH D B2 B LI

RBED Sandostatin®EfHiE 2 72< &b 2 BEETRETALER

b5, ZOBBKETRSEMBELAVE, EROB(LEE LTI

BdHs (Z0XIBRERI~BARNELRBZLbHB),

2y A%, UToLBY AREFRHLTHEL,

CEROFSR I ha— BB L NEES. 10mg OEE~ORE
FEETD L, ERPERLEZGBEIIE. 20mg IZHELT 48
BIRET S, BEDOEL I 10mg & 4 BRIEETHILICLY,
BIFRRIER ST 52 LN TED,

CERAEEC 3 b a— A SR TWARVES, 30mg ICHELT 4
BEICRET 3,

HEHEE ;82




20mg DABTRFZREBOBEIL., AEZ 10mg ZHELTLRW,
SERAER LBE., 20mg KHEL T4 BABICRETS,
< 30mg BBXOBBEITOVWTIE, BERSRR2N,

BAF ) A FIEBEERC VIP EAEERE T ERRLENICR
Fizary pur—ArInTnTh, BHENICEREBELERRTAZ LB

£\ (Sandostatin®7E§ ?‘&Xﬁ: Sandostatin LAR® Depot DFIZIZEIRR |

VW) SERMEAL LI BIRIL. SandostatinLAR® Depot 12800 %% B8
DR T, Sandostatin® TR L AMBE THE LT XV, BUER
By ba—A ST, Sandostatin®EHIROK TR EEDIET S Z
LMTES,

BEOBRYE - BikEE
B ELELTOBMEEELETEE T BEAEYL 10mg &
L., 4 BECRET S, MOBHERELTT58E Tk, BHERE
ERFERVBELREOMBARTHrEDRY, (FIHRAES 20mg
L L, 4 BEIIRETS)

WEORE : FFEETEELE T 588
FRELAT58E TIL, BSEAEY tomg L L. 4 BECRSTD
Ze,

ECOUEHRT OBEOWBE

WS RNV EEEE
Sandostatinf F#5i= & W EEICERB T b — A N TWEBE
IR 2 TROWMLEANVE VEABEBIC S BEROME

AT A PEGHOREERTAINT ) A FiEE

* VIP ELES
< P IR
Sandostatin IZ RFREEERIR 2L, BETOLOEZERTI I HOTR

/4N

) EERNFICRDIBIIITHR

ARER (Fimixk
BB 5RBE0H
1)

(1) THAF A FBEO S b, EBEEEHOUBRTEREBIEE
Bl @ 7ahd)—<) RO Q) T4 YRY ) —<] OWTHho
e - BRLABER TR, .

201141 A 11 BEE)

&%

(1) {Z2WT, 20104E 9 AT FDA X BEERITAAROSEM & h, BEAA
BOBEREFEORESRO SN EEREEE X, ARRBOEMN
TTHDA, ARFHEFHRCOVTIL RETH 5.

@ RO 3) Z2VWTH, $v FAYF R TERARARREED
BET. AottE RT3 ILEAKS LR LTS, AR E
nixpot,

2) #E

SIREIIERE DR ¢

EMEIERED D b, ROV Fu— A RBRERLE Y, IGF-1
D> D7 ¥ Sandostatin . TR FIZE DV FEDC =2 be—AEhTn
BEWMBENERED I b, FHRUIMNREESENE 252V,

Rk - AR

| Sandostatin LAR i, ¥EOBRBHHAOLIEETE 5, BEHAN

~DBYIBLEEZHE>Tik, EEREICRETRETHS.

SERBEXE

Sandostatin [ F# 5% BEICF T TWRWAFICIX, Sandostatin
LAR DR 5 & BiET 5ENCH EELLBE L 2M 5, Sandostatin 2 T
#&5 (50-100pg) BHEEXND,

Sandostatin FZ T# 512 X 5 F1HVEHR % 21 /- BE K 1} Sandostatin T
BRECIVERREEICT Y be— L IR BEX, Sandostatin
LAR20mg % 438 3 » AR, BESHAMNICESNT 3 Z Lo
4%, Sandostatin LAR D% 5-1%, Sandostatin DEEKE FHREOZA
BT B Z LR TE B, FOBROARIE, WFPRESRLE Y (GH)
BE, ARV UBRERT 1 (GF-1) /Y= FAVY CBE, RV

| BBRIEERICESERET D,

BERER B UEALRB/8F5 X —F (GH, IGF-1) B4 ho—
AERTWRW (GHBEREAL LT 25u/L{5mULI B2 5) B
AiTiX, BE%T 4 B 0mg ~MEBTE LB TR 3,

20mg % 3 » ARIREORIC, GH BESEFMIC lugL (2mUL) *
T, miEPIGF-1 BESERKL. BREXEDAIHEHN2BERG
TERDIZEAERBE LB, BE%S 4 BE 10mg ~RETS
TERTED, LALRRL, 20k RBETCIAED GH RV
IGF-1 BE., BABERVEREZFICEELAETILERD D,
Sandostatin LAR 2 #EL TIRE LTV EBE T 2 y ABICGH K
T IGF OREERT5 - L, BRERRTCEMPEH AT A—FDa |
o —ABR+DRBETIE, 6 1 ABORENSLETH S,
FEEEIROITE 5-6 BRICBIT Z2ALWHREL ERIZIT S 72D,

BRI LW BEORE, NiIEHBRIEORADRBELND

5
EEES ;82
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Sandostatin LAR QBB S IWTRIONP2< &b 34 Begdil,

HEE RN E L ELIEE

Sandostatin F TR G IC L D ERBFYWIC a2 v bu—NEh ik
. Sandostatin LAR 20mg# 4 BB ZHFRARET S - L 1 HRAT
5. Sandostatin LARD IR E# 2 AL, ThETCOFEHTHo%

JH & CSandostatinf? T 5 T B NER DD, 3y ARER AH |

Ikt 3 R i 5 & TH B,
3 2 ABOBRER, ERBEOBICLIASY bu—Eh TWang

&i2)X. Sandostatin LARY 30mglc i | 4 BEICEET S,

3 Y ABORES, ERREUAREN~—V—PBEFIZI Y he—L
SN TV BB AL, Sandostatin LAR%Z 10mgiZ BB L 4 BECHRET

Ba

Sandostatin LARD# 5.4 PIZ I LR RV L EEA TR £ 5 SR AS
B LB EiE, AFR G V7 & TSandostating L T & 0
B HREND, '

BREET L BE~OER , '
BHRAREEIL, Sandostatin D TS L FHkICA 2 b LAF RORIE
B (AUC; iR TR L EBERIEE 2V, L5 T, Sandostatin
LAR OB ERBILSLER,

FAREEE 2 > BE~OFA
Sandostatin % B2 T R UFHIRPIR S L REBRICBWC. IFRERE CHF
MEESET T3 MEENRENTVS, EBFERE TR I0L I RE

| B ey, FSERELE S AFoPiciL, ARRGSILE

RBEBND,

mEE~OER

Sandostatin % fZ T 5 LIz ABRIZKB\W T, 65 B LOBETHEL A
W+ BMBEI ol LB, 65 LA L TIX Sandostatin LAR TH
AERESHIILER,

INRA~DREF
/INE~® Sandostatin LAR S RBRIZFEE TRV,
(BEABFKRAELIITR)

BT 5B%0H
%)

ABEhThRn,
Q) TFZnHd)—=)
1998 £ 7 AR
Q) 4Ry ) —=)
ARBERTVARN,
(201141 A 11 BERAE)

w*E

(1) {Z2WT, 20104F 12 A 7 BiZ PROMID REOARIR? #E
B LEEE 2 RIKREHENThh, BE, EEPThs.

3) oV THE, ¥ FRZF LR TEARSOAREEDBRIC
BT, AMERCERMOBA» LEBS NPTk,

3) #E

1. FRROME AT EATBR O RYE
- HMREEOTRHE Vo VT 4 FERROBBERTE |
B LT ) A VER ’
- EEOKEETREMD VIP ELER
- BRI L D REMREREEES I h T
EAER ,
2. AFRHABRHERRIER O F— 33 U EB R S IEHIE O %l
BEXEREICRBT A EREE. LFPRERLVEY (GH) KTA
2 Y UERERATIREDQET
P FRFF L LAR BEERA (BARE) X 2ZIEHIE. KRE |
FEBRED > B, ABHLBOERS L 252V, HEIVEHFLELRN
BEOEE, XIHNRIEEORXDERB LN S T TOREHM D
DEBEDOIER ‘

) BRI D B TR

ARER (FhidE

() THANTF ) A PR 5 5, BERME>- OB R REBEL )

7
HEEE ;82

Rik - AR

¥ FRHF LAR BEMENE (EARE) 1T, ESOBEHAN
BEDLYL L, BAHCHIRES L2 BRY, #9RLEBEICHE
> TIIAERDBSHGRIIREIENT D &,

FIRBEIE

F 7 PrAF FRTREOEREZIT TS BEIL. b FR¥F
LAR SR (BARE) OERCBITTH LN TED, $UF
A& F v LAR BERE (BARE) 11 20mg @ 4 BRI CREZR
L. 3 3 ARULERETHORER: LV, ARFAMIISECRUT,
MEFFEEFANVERE, 1R VERRET-1 ORERUREHE
REBRLUERT S,

3 & BRI LR A CERERPERREMES Ity br—

BEZEEE ;82




TETVARWES (REFNVEVRER 250/l #BXHHE). F7
ML K 30mg (B2 KR F Fo LAR BRHHERF (BARE) 30mg
ITHEY) ITEL, 4 BHRTRETSZ LB TE S,
¥ FRXZF LAR RIEHERME (BAHSE) 20mg % 3 » AREE,
BREFRVEBEDN lpgL KB T—EBIHEB L, 1R Y VRERRRE
FIRENEREE TEEL., o EBREEDCTEEODH S E
FRERRa Y br—AERTWABE, &7 FLvAF K 10mg (v
FR & F L LAR REHERA (BAKE) 10mgiCHY) 4 AMBT
BETHZENTES, ZOXSICERRECHETABECHLT
1Z. BIBEERLVEVERE, 4R Y VERERF REROBEE
REMEICRET 52 L e iET 5, ‘
¥ FRFZF v LAR HHEERA (BAKRE) O—EORARIZLY =
VR ERTWABETH, MEPRERNVECBERTA R
VUBRERTFIREY 6 vy ABICAET ILERD S,
FHH U ITHREESFER, XTI b ORRTHaRBER
BoONRPoLBE. HDVITEARREREP LHRPRADNEF
CORMEETHRETIE. 47 FLAF FOEDRROE LM
BB, VP FAZF U LAR HREERA (BARE) oBEY
FEOEBYRSLTIEICY Y FRAZFURTRARSOEHBO
BEED BT B = & 2R B, '

BLE R E LV EAER
A7 b AF FRETHREOHREEZIT TV RBEIE YV FREIF

LARZFHERS (BARE) OBERIBT TR TES, TV F

AEFLARREMERS (EH1E) X 20me® 4 AMBRTERES %

BT 20BEE LV, ¥ FRZF ULARBRIERE (FARE)
DOBRERBBEDND 2BEE, ThETED ThotHARTAZ PV
FAF PR TERBKORE FRkHET DL, .

A2 b LA T FOREFBECZFTORVBRICHLTE, A7 b
VEF ROESER LS TR T D7D, v FRFF LARER
R (BARE) OERY FROLBYBEET A, A7 L
AFF0IlmgT1 A3IEOETERSEZEHE #28) OEE»LEH
BBl L EHRTS,

P BRZFULARBIRERA (A RE) 20med 3 v AREHE, &
EERREOEMET—I—BRFIKIV Pu—AINTVWSBHFIC
BOTHE, TOEFRELHETS - L BTRETHD, BEIZIG LT,
A7 v FFE 10mg (v PR ZFULARBBMERA (BARE)

10mgi2f8Y) KREL, 4 BB THRELTH L,

BV FAZFULARBHMRH (BAHS) 20me#® 3 » B#RED
EERRCEAE—I—Day b e —ABER+ARBHITBVT
i, A7 FUAFE 30mg (Y FRZFULARSBRKEHREA (EAH
5) 30mgicHY) B L, 4 BB TRETEZ LR TES,

Fv FRZFULARGBHMESES (@RS B LMD L TEKRE
Rz pu—A & TWRWIEE, A7 b LA FETERRRA
REMBETH I L EWRTS, ZOBAOREE, VY FRAZF Y
LARBFEMEK (BARS) OREFMBIMCAVWCABE TS, BT,
A7 b LA FETFEANAOBIE S, F2 b LT FRERE
PEEICET S COM. o FXZF U LARBRRIERS (EA%E)
ORERMPLRANDO2 P ARETRELRD LEZZBND,

FRURSERE ;
ERERECTRERELET5RF N LT, ARRAMIILESR
AN

e
B R LT, AEMMSIITSNERG,

N
/N~ Sandostatin LAR fERRERITFER I D72,

B EFER OB S :
¥ FREFL LAR REHRA (EARE) REMOERE T TS
Feik L LTRET 5 RERD B,

) EENEICE DB TR

ARREA (Eidm

EioBi5HROHR
1)

(1) THAF ) A VBB S b, EEFEREPSURAREREBIEES)
AEShTwin,
Q) TZnhg)—=)
1999 4E 12 A &R
3) Ry )=
ABERTHARN,
(2011 421 A 11 RELE)

HEES ;82

5

(1) &=oW\T, 20104 6 A 14 Bz PROMID BB OARITHR ? 25
L 7oE s BRI AR BERT bR, BECBRR T, BERARD

RIBREFORMEZRD LM, ABPFS—ERY TFoR TV,

10
HEER ;82



(3) WOVTH, ¥ FXFFUR TERARKORREEDBRIC
BWT, 1) BRIZB 3RBBEOEFRB PRS2 ES
HRBRCE LMotz ., 2) AVRY ) —< 3 HTHEETIRIE
EE B SERRABHH I &, BEE L LTARSAE b0k,

4) L8

Zhee - R

B REDEE

~P BRI FURTREIC L VEIICRRSA TS BE

— R, MERREXE F— S EREREORS L 2 DAV, b
SR N EBFH LRV AE, NIHFSRREODRIELL B E
TOBEHNMP0BRE

YRR FETEARNABEICL V@EIca fa—AShT
W5 FEROBEE SV L EARE A 5 BRERAEIR DR
—HINF A FiEE -

—VIP EAES

—INH I ELAER

P FREIFURTEAMABREC LY B Pe—AERT
W 3 BE O RS RIRRE D Rk

—ABHEILE, HEHBRREUIREORRETTES CHDI 0D, i
BRERTTHE
—ARHULE TSR RERER L R o R WRE
—BEHEBREOBRPTHY . BRVERENTVRVEE

) EZNFICRIBILTHR |

Rt - BE

Y FREF v LPREERAITER OBRSHRNEREDL LT3,
BURLREC S > TREREOBREBHAICREICEFTIZ &,

SIRE R

P FREZF 2 LPAHIERA 20mg OFEIX, > FRFFUERT
BEASABELPIE LEBE»bBAL, 4 BEARTI » ARST
3, A7 P AT FOLEWHRHEER ISEDRETERT 5720,
Y RREFUETRANMOEMMISEE 0 BBT 5 2L pikig
T3, .

ZOROAERREGIL. DEPHREFLEY (GH) BE, Yv AP
v-C (IGF-1) BERUEKREYEE L CERT 5.

—3 % AR LR ClREKER., FTUBE (BSR4 |

DT PR ATETHRWES (B2 GH BENR 2.5ug/L 248

ZBBA), FV FRFF U LPREMEERIORAES 30mg \THEET
BILBNTESD,

—GH BEN Ingl R THS L, IGF-1 BESEEMEE CEEL. »
DERGME KEDEKERE 2 hap— L ENRTHHEE, v
RAREZF LPAREEBAIOHEY I0mgiCBETHZ LB TES,

VFROBETH-Th GH BER R IGF-1 BEXEECBAET L

EiH D,

E0F, BERRRE, F—I U EBRTCHORIRBE LN ol

BE. INOOERBERTIR, bV IHREHRRIERNE» b2

ERELNDETCORMZETSAE TR, 7 FvEF Foeabh

RiEER RN R LR T DD, Y FRAFF R THEANA

OEHREBRL VRET 5 Z LR RT3,

WAL VT v AR ;
P RRFFURTERARSROREIC L 0 BEREERS TSI b
B ERTWSBFIIH L UL, v BFRFF L PAKIERA 20

| mg#E 4 BERCHETE - L RHRT S, U FRFFULPAKME

BH OB EBEBENO 2 Bk, ThETEHTHoLBRETYHY
KR & F R TEANMORE L RkET 5 L,

P RASFUETHERBRORESS TR LORVBEICRL
T, EROLBY, A7 FLAF FOBKHRR IS HNRTEE
FEMET ALY RAFF L 100ugT 1 B 3 BIOE TS & EHA
(02 HB) EMLTHD, FAREFBREToI L,

B5 3y BEORR CHRRIERROESE—V— RS EF L

ERZCBVT VY FRZF U LPAKEERNSOBES 10 mglz g
L, 4 BB TRETE LB TED,

i, BE53 3 ARORECREERO 2V b — A RTA5iBE
ERLT, S RRFFULPHREHRAORES 3omeillEL . 4
BERBCTERETRZ LBTED,

P RS FULPAHRERARE I b ED S TH{EE RV EVEE
BB EROBESED SNBSS, YV FREZFULPHRKHE
WA OBSEBIICRVEABRTY Y FXFF VR THEARASE
MG B L EHERT D, WEERNVE L EABEICAE S EROB
BREANIE, 47 b AT FRESHEERIRICEL TWARVWES
D2 s ARFETCICERTALEZOND,

R RR IR IR

11
HEEEE ;82
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Bv RARFZFV LPAHERFIC L 5EE. 3 » AR 4 BEBT
20mg FW’ETEB, A7 A F FOLEHRHEERUERDE S
BRTBILD, Vv FRAFF U R THEARAOEHMIER L VAT
L EHRETS,

BRBFEE ATy, FRBRAE L ORIGICE> TREZRET
%,

AR A TS & 5 B ~0R S  HEE T AT
WHEEMBIBRT - 2b, Y FAFF U LPABERFIOARRE
BER,

BRE~ORE . ARAHIISLER,
PRA~DEE  MNRITBT ST —F B3 20kd, MRIZETHV R

B F v LPHRBERERIOBRESHIET D Z LI TERY,
' ) BENEIEABHITHR

ARFER (Eixb

(1) TANT ) A FIBED > b, SEGMEN DU RSB IEELRE)

EHiepi 2lEOCH | ARBRFEPTH D,
41E) Q) 7 —<)
1998 ¢ 6 A &R
@B) T RY )—=)
AR EILTVARWN,
(20114 1 A 11 BEAE)
& (1) &oWT, 20104 6 A 11 BIZ PROMID RROLAKIR Y 28

HLI-EE 2 RICARRFERMTDh., BE. BEPTHD,
B) KHOVWTR, v FAFZFURTEARAOEREEDREIC
BWC, BRMEROGEZEHDOBA» AR IR T,

(2) BX4HEOLXHERRBRMEOEARRIZONT

1) KE

B HRBHE

ARBERERHE |

(D) BT/ A FIEED 5 b, EEGRE SR EREBEER)

{The NCCN Drugs & Biologics Compendium™ | Neuroendocrine
Tumors-Carcinoid Tumors 2010] #V

[—#24) Octreotide acetate (A2 b LA F REHAIE)

[8#14] Sandostatin LAR Depot

(AR] TR (FhiE)

(38 - $h52])

* NCCN disease indication :

“Neuroendocrine tumors-Carcinoid tumors (FHEPIDWER-IVF /A

FES)
* NCCN recommended Use :
Management of distant metastases (FREOE&BEANLTF /A FEFIZE
iJ D)
— for asymptomatic unresectable metastases (IEFHEIOPIRTRE/2ER
BUEER)
(R - RE] T&ERL

B TRy /—=)

( The NCCN Drugs & Biologics Compendium™ ., Neuroendocrine
Tumors-Carcinoid Tumors 2010] # " ,

[—#4]) Octreotide acetate (427 bk VA F FEEERER)

[®1#/4] Sandostatin LAR Depot

(FIE] EHA (B

(508 - 20R)

+ NCCN disease indication :

Neuroendocrine tumors-Islet cell tumors (@ﬁﬁﬁ%ﬁ%—%%ﬁlﬂ»ﬂﬂi
%)

* NCCN recommended Use :

Preoperative management for insulinoma to stabilize glucose levels (£ %

Y 7 —~ OB EIZ R 5 M LS ORE)

+ NCCN disease indication :

Neuroendocrine tumors-Multiple endocrine neoplasia type 1 (FHEPI S AR
B-SRIENTUIRE type 1)

» NCCN recommended Use : Preoperative management to stabilize glucose
levels in patients with  insulinoma only if octreoscan positive (f >R Y /
—v OWIEBRICBI OB LA ORE 7 A RX2 VB
EBNZIR D)

(R - RE] t#R2L

(DRUGDEX (Thomson MICROMEDEX) ) 8”
[—#%4] Octreotide acetate (A4~ b LA FEHEEE)
[fAR) 28 2L

[AI2] md#izL

[%h88 - 3] Insulinoma. (f ¥R Y ) —=)

EEES ;82

14 ,
BEET ;82




[Bik - RE] Optlmal dosing and timing not yet defined (EERELE
5574 IV TIEBBETRNY,)

B BREHL. (1) ThAF )4 FEED S b, BEGEIOUIRTEE
REBEEE] XL TIThh T3,

2) EE

DHERRBRBEC | 2L
BT SEHENE

e

3) ME

LHERFBRBIEC | 2L
BT HRBAR

Uik

4) {LHE

AHERRRBIEC | 2L
B HERAE

%

4. BEERFITOVTREAITRE LB BRERABRREICOVWT

SRIT L0 EHES A BRREIL 2, - ]

5. BENEICFRLIERNOARIER - RBZZOLT
(1) BFALLRRE, ENPERRTOARBILE L TORERR

REM AR TROBIFIZOVT, BUTIRT, 2388, WHO BROEBRH DT, I
F/ A4 FIBE IR WEE - LTt Shie XRICESHTERET S,

i) 5] ‘ ‘

1) Placebo-controlled, double-blind, prospective randomized study on the effect of octreotide LAR in
the control of tumor growth in patients with metastatic neuroendocrine midgut tumors: A report from
the PROMID study group. J Clin Oncol 2009; 27: 4656-63 2

AFER (PROMID 8 X, EMIFEOBRRRTHY . EAN L SREEXRVBITH
PRARLIEBEORS I EHENFBERBEDO S L, PBERE (RREITHTHS
BHBLEZLNDBELED) Pl LT, ﬁ%’]@ﬁxﬁﬁﬂzvﬁéﬁ%ﬁ‘ﬁ‘é &
FEME LEEEA L EERT T RN BENERER CH S,

AH Jomg RO Z2RR, 4 BRESCHEANEE S,

ARBRICIE, 8581 CRABE 241, 7T HRW 43 ) BBEEIh. IAF /A H‘E‘{ﬁﬂ?k ‘

B EN-BEONRIZ. A 17/42 6] (40.5%) . 7 F LR BE 16/43 Bl (372%) Thot=,

BHYHIZOWT, TETHHER @ Time to progression (TTP) . 2B L THRRER, FFHT
143 3 B, 7SERETG6O » A, "NF— FHIZ 034 95%FEKM (CD [0.20,059]) TH
v, FEENRED LN (p=0.00072, Mantel-Cox log-rank ) (conservative ITT £ : ITT
E£FO 5 LEBEOBICET 572 b anhbOBERRENH - TUEFIS 2 BEALER
TITE Y Fl L L), ek, VT 1 MERBBERVBERIEERREOY T 71—
TN CIE, ARBRCT S EREICEIT S TTP ORRIEITE L, INVF ) A FERHEE
T143 3 ARG5S 5 A (AF— FH=023), EEGEHEESE T8 3 A, 5948 (N

| — F=0.25) T3 -7 (Per protocol analysis)e —7, BRRFHMEEE Th2LAEFHM (0S)

B LT RAEiL, AKIBET 774 % ALLE (Notreached) TIh-o7ebD D, 772 RBET 737
 AThote (ITTER. T, BEHEIPRCHAL TIX. RRBROT T EXBEOWTH
ZRNWTY | IS RDPIBBD SN b OO, FREHFUIRD bNT . REHHF 4 28/42
BIR N 16/43 Bl TH o7,

REMIZHOVWT, ARBYUBFICRCE B> FFERITRL . TOMEBLEEFRIT
AFRBET 1 HIROT T ERET 10 IR bIT, FAMTIE. BEPLIZESZFESF
B2 s FICED Sz, NIRIZ. GEIRME) EHERER, &/ B asRED /i MRER
L, BEREE., Bk TR, RO LT F=VEO LS 1 FITH) . BESEICOVTIE,
FHE ORBEEREDN L (F : YMEEFRIE T BRIARITIEREL TV
DA, BRI X B EARSEORRIIE S bOL LT, @IV HESIE,), T ER
HTRAEFRZLA3PUMATRD Lo, WTFNLOBRERTHEESFRIZI VIR,
EREBOBRBIZE - EFITBD bAR»- oo MBEIRY GNIcBEOHEFRIIL,
BBEE (FHBEcH. 77 REEsfl, LITHIR . ShBRAEE . 18). £FEF

(EFROCRE; 861, 281 Thol, HBRELORREBEFEEZMPDARY WHO EHED Grade
2~4 DR BRRIIFAFHCTLENZBH b, THPLEESBO bk, i, FARC
BT, sHC 6 HEOBEERBD bR, £, Grade 3 LELOFEFRIILTOLBITH
of (F: YA EFRICET A ERIIAR SRR SR TO RV, BRIC X BERS
HEEOTBRICE SIS bOL LT, £¥IVHEINEL,), AT 2 Al LB D b
Grade 3 L EOHFFBERIISMG, BE, LFL EERUERTHY . TOMOFRIL 1 HF
DORRThHole (FNEXTBIE. TH. FFEB (REBOET). BEA LY X, B
e, BOE, RIR, BFTR. DEMAE., BIERE, BEHT VLAY —, BER, BEL
A, BEAE. BEOBECET., LSRR, BES, K, ER. AUSPROERELE
B, ThHOFEERDOY L, S22 6, BEX, BERSR. RARUERE 1 BliconT
. AF E ORRBGRSRDbNE, 77 AT 2 FILL EIZRY bk Grade 3 LEDFER
ERTARVEBETHY., TOMOERL 1 AT ORATH-k (Ky b7 Tvia, B
D, BLEM¥SOKME, AURETE, FRBBORT, WHZE BEHR. FFREREOR

B FEBORV. BEOET (RREHE L BBE) « HHETEIRA 2k OER, REEEE,

BB S oW, SKREMHER, BHE, KR
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B, ARBITOWVTOF — & INER UM study group MM B ICFEHE L. £FIIMAEL
TVWRWB DD, EIIZDRBROFT—F_—R, EAREBIZT 7 EXTRTHD,

Fio, FRASWERBE 2 ARICATE L BRE S Lt BoEESR RN LB IHE
RBRL LT, 12 BOXMPERRENTWS Y, ZhbORB TR, FABFLIRETE
A (SC) SV, XREEASBVLNTEY ., bTh iR oHoBHFNED
NTEY | E/-RELEF (stable disease) BHLRBHOLNT NS,

(BB 5 HE] ‘ 4

2000 ELUEOBHFIC DV THRRLERR, BRITBWT, VT /A FEEICHT2 32
FLFF FOBERBROBEITRZ . | FIFOOEFREN 12 4H-7 D, 2H0RRIz
SOWT, LB TH BHEN 6 fl (EBERVEBE 2 Fl, +ZEBRU/NGRER
14D, BEES16) ThHh, FFEREN 3 F. ﬂﬂ%lﬁé&&(ﬁﬁﬁ%ﬁiﬁ% 1Bl Cholc, H
{LEIAF 7 A4 FIEBED 7 HICOWT, EEER CEEGEESE 3 6. REX 1HTHY,
FOMD 5 FHIMRRD | flxREERETH . 47 b AF RIZAHOBREGEO
Bt - BETHVOR, BV bn B, SCRAE L AR, UIFF ORETh ok,
A7 FVAF FOBBHASHRICOVT, BERIRVIRE LD, EREE, FERMEC
o, BEOBE CEEEENRDRE IO TP REER MIRBRD T,

(2) Peer-reviewed journal D#EE. * 2 - 77U Y AFOREKR

RFH AR IROBRIZ OV T, LTI T, 2B, WHO BEOEERH D7D, N
F A FEEIHRENSBESCET ARAAELZSLIXRIC OV TREEITI.

1) Gastrointestinal neuroendocrine tumors. Ann Oncol 2010; 21 Suppl 7):vii72-80 *”

HLERRADWEROBE LIBRICET 28R Th 5, HRASRERONBORED
HEICBWT, A7 AT FoERa Y ho—AHRCETAERCoTSE . AREHRIC
SVWTC, UFO L3 IBHERL TS, '

F7 b UAF Fidsst2 SEECERT S Z LIk V EENROCBEN2REEHR AT
BAREMRH DI ERTREA TS, T, ZLOBKRRT, 5 FECOBMEOLEL

(stable disease) PIME SN TVWBZ &, R PROMID RROBME L HBRBTLHIN T3,
PROMID RERIZEB VT, #EASWEFICN T 547 b UAF FIRFITK U CTHRER/FEiiRE
f, ZuESF=1 A L~UL, Karnofsky Performance status R OMEBHIFE L2 Z L &R L
o, LEBENTVS, &5I12, PROMID RERDRERIZESE, NCCN HA FF A V2B
T, BRI ERESE O SERIEMRNSWERRE O D OBRRBRE L LT
7 LA FLAR BBMEShEZ L bERSN TS, '

TEETOVTIE, Bb—ROZBIERR., ERTRECEHNETH Y, BE, BETT

7 b LAF FRERMEO 1 BEOMICAREET S Z L. BREREET 0D THIRE
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HEOBTHBHLOD, BEOBERAFBDbND 2L, TRICERNMIERARE STV
ZENEREINTWS,

2) Carcinoid tumors of the gastrointestinal tract. South Med J 2009; 102: 1032-40 **

R B SR LA DB ASWEBICERAZ Y TERRTH 5, FOBRBRBIC >\,
V2 NRBEFYTIRY, A ¥ —T7xuy o, BEHREE, L2RERUCARBERED
D, AR/ ABT e —FORRIIBRESN E EBROFELERT & LEH ST
Wb, =5, BNF /A FEBICHT SRS LTI, OBRgOBRCRBE CHRTER
RECH L TABRSESRIED—0 L LTRBIhTW3, Y FAFFUTHasic
X3z Lo T, BERED (0~9%) BFED S, BEOETHHICERT 2 Wil b
HLRBELINTVD. Th, AFFRORBRIFEFCORVZENG, ERE Quality of Life
DRBICEN R — DEYRETDH B LRBEA TS, -

3) Gastroenteropancreatic neuroendocrine tumours. Lancet Oncol 2008; 9: 61-72 °"

MWRENQWEBOEE, FEERBRT — ¥, HE - BRZE. BRCHTIRBTHD.
WRHOIRIEDTEICB WV T, Y= FAFFUTFaI It W TERSR TS,

BIE. BRbRREMZRY < PR ZF U7 u ZHANL EREMEREA Y F VAT F (10 mg,
20 mg &R U} 30 mg) KK Lanreotide TH Y, $ 75%DBEDER =2 bu— A ROLEERE~
— A —ETFIET 5 PRIFEN TS Z &, BHRECBIIHBEENRETHD Z LA
BRIN TV S, BB 3 BRITOVWTIE. BRI IRIIRES (%R0 RE)
THB OO0, BEDORE( (stable disease) 130 S0%DBFIRBDH LN LREFEEI TS,

4) Biotherapy. Best Pract Res Clin Endocrinol Metab 2007; 21: 145-62 %2

Ve hRABFUTIulRefrF—T=u a DX 57 biotherapy DER= Y Fu—d
HEBSRIC OV TO L E=—Th A, [Antiproliferative therapy) BIZ, Y7 FRFF T F
B LY | EFTHEORENSWBEIC R SMBLEIL (stable discase) 4% 37~45% CTHRW
ENTWADZ LBERINTVS,
5) Current status of gastrointestinal carcinoids. Gastroenterology 2005; 128: 1717-51 %
CHEEBEANT ) A FEBEORBLEROERICET IR THD, VY hREFUT I

-TRAINTF T A FEEOGRE OBRLEBE CURTRERDRELA T B8FOEREFRIC

B THDLERINTVS, £, F7 FUAF FRD Lanreotide DSBROARRIITE
DWTHEBHRCBLTL Y a—ShTEY , B U TEERE/NERIXE,N -T2 D0 (0~9%) .
EEOEROBKRRRL ). Vv NAXFUTF a7 BB L V5 L EEEEE(L S
HBLEBINTWD, Tl Yo bRFFU7Fu JERORREIR . EERERYE
EHRERLTOAZ L, B - IR, ISIHE, WHERIR. DEERE, RER, NORR
BREEOEEEEN/RIAZEBHY., T2V U /2 ETA 2 LRBHRENT VS,
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6) -Consensus report on the use of somatostatin analogs for the management of neuroendocrine tumors
of the gastroenteropancreatic system. Ann.Oncol 2004; 15: 966-73 9 )

V2 bPREFUT RSB 5 HRENSWBEEDORX VAV bOaE L FAVE— R
TdHB, Y7 bREFUTTRIBROBMGRHOEICEW T, ERESRNSBEROE
Koy be—MERT2 2 L YOI EEREHEADBERIIERSILETH S HOO,
BB 0 b HETEOBERIEHENSBBFICH LT b ERAZEAT <& LERSA T
5o : :

(3) BHEF~OERMERL LTORBRE

1) DeVita, Hellman, and Rosenberg’s Cancer Principles & Practice of Oncology 8th edition Vol.2;
2008: p.1722-35 l ) ]

HNF ) A FEEBOIEHED [Biotherapy) HIZU T OREREH I TS,

Z7 b LA F FR Lanreotide DRV = FAFF L T7hua ik, EBROaY Pa—1=05-
RP e Faxi A v P—AEREROHL 2_7F FELOMHICMLZ ., FEESRICO>VWT
bRETEN TS, BxRBEARRTEBEINT /A FEBEBREITBWVT, 30~70%0DHA
HCEBORELHBD bNTHY | AFHIMOER bR STV 5HERER S b7 L
HEhTWwa, HEL, Ve b REFFU7 e S BERCLAEREEIC L 0 AGERE
BTAIL2NETEI AT 4 TRBRIIZVI L HHFETERIL TV S,

(4) FEIHBEFOBREA F5 1 o ~OITEHBRR

1) National Comprehensive Cancer Network (NCCN) Clinical Practice Guideline in Oncology/
Neuroendocrine Tumors V.2.2010 ¥

HNTF /A FIEBOEIZBWT, BREXIITRTEREDRIAV FELTUTOLS

ERSh TS, |
- SERME CHRTEOBE ; 36 » ABOBE. 47 b LT FIERTERRE~
DB .

- BRRBVIEBIY K (clinically significant tumor burden) . 3 LWETARD bz AXi
Bifar hu—LEBHOBE . 47 FLFF FIEE
- FEREINT ) A ROBFE ; T2 b AT MK

A7 FvAF FOREMAE
27k UAF F150-250pg % 1 B 3R FESN X477 b AF FLAR 20-30mg
# 4 BEHEER., SERELT, BRay be—Ar0kbiz, BERUEBSHE
BEE0T I EATRE, AFBETHERD L ORFE-CERERENICUESES
T2, EREERRAS FLAF FEFZ PLAFF LAR &HHETHZ L BT

s
HEo

7z, PROMID BREEBBHEh T3,

2) ‘Neuroendocrine gastroenteropancreatic tumours: ESMO clinical practice guidelines for diagnosis,
treatment and follow-up. Ann Oncol 2010; 21 Suppl 5: v223-27°9 -

LRI R SEEORROBICUTARRENTVD,

T hRIFUTIRIRA VE—Tzu o DL D REWFHRER, "EVEED |
SN BIET 5 HNF ) A4 FIEREE, VP BABBRUS S D) —< ERERICE S R
VR MCESTHD L ERENTV D, FREEEER T 5 AMFRIIEICOWT
RS DITWAER, BFORBIC T, BietERR UEHEEEBROR S IZRd 5
V= P REF T 7 OEFERMBES RS (PROMID ®8), Y~ b REF 7R
IREA =T =0 0 DVNTFANETIEO BECBV TR, FAOKRSAZ TS
hra

3) ENETS guidelines/Consensus guidelines for the management of patients with liver metastases from
digestive  (neuro)endocrine tumors: foregut, midgut, hindgut, and unknown primary.
Neuroendocrinology 2008; 87: 47-62 " ’

HIEMENARRIZ IS 1T DAEMENIEORIUTAERSh TV 3,

IR RREFUTIRY A rE—-Tznr XEIhLEAOTEEHRICOVT, &
FEOF—FZIT L5 L BRI 10%RFBLENLOD, 40%E CORBRELBBESNTS
., IRODERIT. BEEYTEA T2 EREALTWS (Thbb, Yv  RAFFUE
B FTT7 4 —BHED) BEEEOEBVESEEBRASIEREEEICY L TERAR
WS H 5. BRBEOILTF /4 FERBICEL T BIRTE MIBWTY v RRAZF
TR Y SRR EE TS L LIRS TS bOD, FEBCELTIEF—# |
BELN TRV, BBECENLRBRIZOVWTiE. TOREMICELLYP, V< hX
FFVTFOTFERIEIA 5 —7 = v AREHER S A2, ‘

.

6. FRTORRKERE (B4 RUERARBICONT
(1) BEERBIZHFIFABTORBEE (BB SFonT

ENBERL L

(2) BEABRICRAFATOBRRABRBRUBRERREIZIOWT
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FATR, BRRBREEShTORY, ‘

5. (1) EEALLEERR, EPBBRRARSEOARRIL L LToRERE OBEICERD
LBV, INTF A FIEFEICXT 2 ABICR T SBEERAERIC VT, BEAROHE
RObOD, 12 FIOREFIEE “PBbHol,

i, A7 PUAF B (SC BHIRUAER) oEANCOBERTEHREC BT 2 HERERIL.
LTDEBY Thote, '
SC MA K AR ENEFRIT OV THIEE ST VEABEICH L TER SN RERTE |
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BRECBNT, IVF ) A FEEITHET AL, SCBHIT21 6, FHT 14 HITH-

7= (F& .
Y PR 7 F U HHOENTORERERENE

A oy 53] AR REESR
LG {Z’J F RS 21 4
N \ EDIHLANVF /AT 214
sc ’;{ég*’ VEZE | 19801110~1999/3130 | —WALERRIAF /A FIEE 105 (753 B)

~TLIRE R VT ) A FRE3 BT (2 B 45%)

— 207 8 ] (8 Fiio Fl)

B 23—

. . : D5 HANTF I A KR 1451

A | BEEFVESR | qomens~2000630 | —ICERII AT ) A KIS 6 B G G )
—HILRERINLT /A VEH23 6 Q Fin F)

— £ D" 5 FI (5 Filro 81)
1 : IO RIL. VER/IEERE) O, <2 . FXIEERER, 3 FRE. BRXUITH

SC MADMILEFNT LV ELEBBICRT 5 HRT HERAGIE -
BE, BACEAZ FUFFFELT1 AR 100 T 150pg LY BEERIZCH, %%zh*-i—ﬁ&i%“li 1 EI
E;wgirmﬁb 2~3 BT TR THRET 5,

AR OBCERNT L EEREC T HIEET DHAHE -
W, BRARIZAZ FLAF FE LT 20mg % 4 BEIC3 » AR, BESHRAICENT 5, %O&ﬁﬁﬁk
" 10mg. 20mg Xik 30mg % 4 AHEIRET B, LU, AEREGE 2 @ﬂﬂei%%ﬂ§ﬁ+9mﬁm_§ L

VI e, ARSI RE L CWER—AEOAS P AT PEEMEEREY AT S

BUEIRFERRE TIX, BEERCEEREOHBEEE L CEMMEZHEIZ L LT
W T DIEERE N RIZRER LT Wk o 2, FREEDICESHR/MIEET 2ERENH -
EF bW o), FEFICR T BB MR OB OV T FIZR T,
SC MANT >V TIIUTD LBV TH D,
EBENELBEINVF /A VEB 1RO S S, BER/ID RO LBE 26, LTIk
RN 3 FITH ok, FEEMMLEILF /A VBB 3 FI05L, BEHE DY, B
ERFENH D ) ROCKERRE 1 fIThoTx,
FEGHEILIR I VT /A WIS 2 B, ROFEEGHEMILIRI AT ) 4 FEE 1 flik, v
PThbRkERTH >,
FDOMDINVF /A RBECONTC, BEMEIH 1 H. BEEREM2 LS 3 AIRUEK
EEB 4 THoT,
FEEFFNCONWTIRUTOEBY TH B,
FEREEMLEI AT ) A FEH G105 6, BEEENHS Y526 (55 1 Flidfks
WER &AL QW2 D RFOBESIENPEPTRBTERY)  BERRZLE 1
HlChotc, FERIEHLEINT /A FEE 3 FICOV TR, WFRbRERTH -
7o
FEEMEWLIB I LT 7 A RIBE 2 BHZ OV TO TR GREERTH Y, FFEEEBLERY
NF 7 A FIEEO 1 FITIEERE M L Thot,
ZOMDINTF /A FEETOVWT, BEEHERENHH Y 2 1 fIRUSREEY 4 fiTh>
7. : .
¥, ARGERFEHFEICRIT A ELHBFRIZOVT, UTITRT,

SC BHITIX. AAF /A FIEE 21 FlD 5 5 8 IKEFEFRSRD bhviz, NI, FFE
. TH. ENBADORME, ENSAEE. BR/ 2HERR. RAE, FHgRREE,
EURBEENE 1 fiThol, ZD5H, FFEED 1 FIIREPILIZEY, F7 FLFF
FEORRBPEHY LHEBT SN TWS, 2B, AEFRICL I ECEE-EMIIRED L
hotz,

AFITIZ, INVF A4 FIER 145D 1 FICEFERRAO LN, WRIZ. BEH
AMHEAT 3 ). BMERIK, WML RO IERE. MEMRE. BERSLEw
TR/ AR/ BRI E, USRI, &l i/ ek A RIR, /R
B, FASHEIRIE R/ T EE /_EMEERTE SR/ AST #I0,/ L v Y A v M, B
PESTAEMIELT, RRNESMBILIRIE, SRR R A, AREERLY. ROFRE EHEN
EITE 1 BThoTz, Z0 5L, BEFAEYET 46l MEEMERS, B8Rk SMEEEZE,/
BHERRARE, ROHAE, B EWETSE | fIOFH 7 Blix, &5*&&U%tu£ot
B, WTR b AR & ORBBRIITEINL TN D,

7. AHEBEORSEICOLNT
(1)%iwakﬁéﬂlkkﬁwélE?yxhwﬁxkl&w%ﬁm&wﬁA#ML
WT
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FRURORACIE, FEASTIEEX ST/ A FEEE L CRESNE bOE, BE
ENTAFDLBYEMLTER, L L, HBRAAIE WHO SEOEBIC LY . EHES
BB TD. UTCIE, SENSBEECE LT ) A FEBbEEAD b0 & LTRET 5.

WHATIE, 5. (1) EERLHLERER., EpBERREOARRKR I E LTOHERR] @
TR L, BRI X 2BRES 2V RFTNTBR R E BBt TR (RREIITH
THAIRPBLEXONHBELEL) OBRNEMRENSWIEEEE LR L LTEES
N7 7 e RAROBMBRRTH 5 PROMID REREEHE S 1. TEFMEI O TTPIZEL
T, HREREFBT 143 3 A THoLOIKH LT, 77 ERBTIL60 »ATHY , HE
ERTBHON (~P— FH=034, p=0.00072), £, ERERCEERHEVTHhoBET
b VYT TIN—TEFORR. ARBOT 7 e RBICHT 2 TTP DERBBHLATNE,

—%, BARBWVT, 37 b AT FOFEBHHRICE L TR LcRERRBRIT AR X
DERENTELP, TERESHTWARVLOO, EFSER VSRR AEDESRD |
b. WREASBEEEE IR LT, 37 kLT Nk 3 BN ESUIEEE N
%ﬂﬁ&@ﬁ%?ﬁ%énrwéo

DLED LBy | MENSWERIIHO2ERETD VBRARBEISE O TW RV DD,
ARAEASBEBBEICBT 547 b LA T FOBBRAMEERICET 5 REd
B, LHL, WEASUEED 55, PROMID B THMESER Sz, BB AEX

BB FBRBEEMCN T S ERLIMIERICB LN TRY ., ER EOLBEHDOR R

22
EZES ;82




R - BRI ERAEE UUT. BER3) 11 372 FrdF FOAMMER. PROMID R

BoxgEE, RUAE - ARICTH/FTE S L5 3,

i BB, AR A7 FLAF RO LAR BFIOHBBEZ SN T H, PROMID FEATIT LAR
BHOBZBBOBATED . BREZBY YEMACOFRAKITEFRF LAK L AIHT6E L

Zx2% (7. 2) BEENRZRINBEACBT D ETVARUBARAZBIT R EWHOR

BFMICOVT] DERABR),

(2) EBABIZRINBEBAICETI3TET Y ARVBAEANCE T HREEOBEFEE=>
WT

PTTR, 17. (1) EERERRAABACBIT B2 F Y ARVBRACBIT 585804
DA FTMITOVT] DEL FRRIC, BENFWERCIINTF /A4 FEELEEIR b0
& LTRET A,

<HEARTREADESMEDRA ST >

BARABREANSWBEREN L TAZ Pt F FERE LEZBEOFRIIRLN TV AR
MTHY, BN TORLHBFRIC OV THBERLREIT) Z L TERY, BRRRIRER
F 2. ERSTOREHEITHOWVT, UToRNEETo1,

BEFTHRRENIIEBEO PRREREOSRADWIEREBE 3R L L7=PROMID RBIZk
W, BEEKRDONEEEOREFRIT. BBRE, CLBREERVEEEETHY.
UTHEBRIL, S¥EPET ¥ —F (CCDS) REICRBHEADOHNETH 5,

Tz, BB 3RERFEEREN OB LN AHLESARASWERBRE IR 524
HEFRPBIL, PROMID REATH® BRNEFAEERORBRR L KEBRRINFIIRBDL
NTWRNEELS,

UEDLBY, ERSE bICRBHAOERORREBO LA THRY, Ei, BIAK
B A - AREEAROBEA TS Y . ARATORSMICET 53— BRI ERS
NTVBZ 255 b BANSBNARWESEBE KT 557 b LAF FOREIZOVTIER
ATRELELS,

<EZHEROFESNDAE  REOREMORATHE >

BEARRENTHS EREKE - TREEEME] RU HLESVEVEEER) ©
ZheE - ROV TR, BEEERFAFRENBBEERET DI, TTSCHAZAN
THIMRUZMERR L, TORICAROREEHBT I L LR>TVD, Thbb,

TS & b 1T SC BA CHHERG 21818 L Ui A SRR S et KA~ O8I X 54T

bhs.
BEEG TS5 FESND A - HBOREIZ. PROMID RBCHW LWk - AELT

B ESEY L EXTRY . SCHMDOREI L B AMER RS ORRELET. FARE SR
IroTbhs (11, (1) BEERFCRSAEAMCRT 3T EF v ARTRFACST A
DRATUBICSVT] DEBRE) , Z0kd, REMEZETIAAEEN»LRE LBOR
2TV T, PROMID BB R DBUERE REFEOLLEFEREEIUTORREZIT> 7
PROMID 3B (GREIBE : 42 81, 75 &8 : 43 6], SUFRIE) CRASERIC X585
BT, ARBRTOS S FICRD I, FRBICBVTEEECRD b EEEOETES |
£i3, HBEE 66, 8 H) . EOBREE G G, 1 F) CLHEEF EFRORER S|
B, 2 Bl) Thot, FRBRTHREShEAEHSRIZOVT, B CCDS IKRBEH»THD
Tiib, TRETRBESATVIERL K CTHBORESEED LR TVARVEEX |
5., .

—%. BRCBVT, BlEShk 2 2ORAORERTEREOEEMMITHREE 200

Bl GE{eE RN T EAESE 33 6l BREXE - TEHEXEAE 1676, UTRIE) 055

AR EBRA»LRE LI BER. 76 2 Bl 5B THY. TRSDBED S b AME A -

TEREMENERED 2 PICARNC L 5BHER (1 Blik, ARSI 1 FERICHERE

DELHRRD bIIB, AFOBEEBNT 5 LR BIRLE, o 1 flik, FAORSE
Bk B I FARCIEREE ( \Fh bl - #EE) SEDLNLE, 2 BEOREETS
T LR BEEROLDARORETPIE SN, BRIITH Tho ) BERBSH TV,
BT, SCEAITREMBENT. ARZRNH 5 RE LEBOZEMERIC VT, B
EEBERIT DR BEBRICEE S LEX B0, BRROBILILAS O FE 2 < BEHR LT
BY, FEEOMOBERITOVTIIETHENOBIERTHS, LieiisT, RENSHIIRRF
ATALNTWAEBRTIL, FBASNIBHERIZRD b TVRNEEZ B,

HELD . SERBOBRECHE L EFOEET T, BOREIEROER, RUAAID

Bl - BEPILFOBWHORAEN L GNDDOTHNIT, Ei?!i)\ﬁﬁﬂﬁm}ﬁ%@%kkr}é

ARIOREL, BEARLEL 5,

(3) EENBICHRLIANBHEORIMEIZONT

DT, 17 (1) BEZRAREBABACBIT Bz BTV ARVARACBT 28940

RETBIOWT) OELRAKIC. BRASBEFZIALTF ) A FEELEEh3 0L

LCRE#d 3,

BEOBT., FRERVOIA R4 CLREEBPBHD LB, Ziﬁ‘uiwﬁWﬁw}E%Lﬂ
LTERI Y Pr—A2EAME LTERINTERLOO, R LY., MIBARBRAE
HICESE, EEHEEMNDR VAR INER ST TE L, YHRRT. BERREIILL
PROMID REBRIZ X V. FBFRE OB LEMERNSIER I T 3 AR OFHENR S,
NCCN HA ¥Z A Cik. PROMID BRBROGERICESE, BEEE. BRXITRAREDY
nF ) A FIEE (B :NCCN HA RIA L LT, IAF /A FEBE LTRRESh TS
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W R Y & Ui, ) 108 LT, FRNABERISRE & L TIE ST 6 TW5, £z, ESMO
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ﬁ A FT 4 U TRELSHENLWIEE (Neuroendocrine gastroenteropancreatlc tumours) (Zx
THHMERIFI N ERER SN TVS, .
e, BRSOV TR, EENFRBERBORE - RERENTH Y, FRORERTE

BRESLECAAATOREHBERNEBL TV LD, BARADHBRBIIHNT S

FRIOFEIZHOWTIHAEFAELELS (7. 2) EZAFKKRIMABACBIT2=57
ARG RAAANCET 2REHOBETHEIC>VT) OSSR,

PEX Y, BRELEIL, HeOHA KA L SHBBICBT 5EERER. ROAROAS
MBS & N 72 PROMID REDORES THIRTREE X IH Bk 0 BB R DR WIES) ©
BB L RBE R, ORFREULEBHE O LEENSRIEE] (3 L TORFOF At
IERIEE FAM LT EX S,

ECEDLHBIIREEND LS ITHERRBEOLESNH D LELD,

2T, BATORMTEDOBE - HRICBIES S M EOEBE T, SCBANT X 0 AR
RUEEESRRShEBE R LTARERETS - L, boT#EAREATHE, Lk
L. SEOBLESICH LTIE, ARZ BN bRETIEL TSI LRITERTHD LUK T
%= (7. (1) ZEEABRCBRINEACBIT 2 F Yy ARVPBARACBIT 5 EHEORET
fiicoVwT) R 7. 2) BEERRICRAABACET 3 EF v ARPAAANCRIT 5%
éﬁ@%AﬁmkowTJ®E$W)Aﬁmﬁrkﬂbfﬁﬁﬁamﬁéﬁizgu&w&
Z25,

(2) A% - ARITDOLT

8. k- MRRUVAZL - ARSORHOREHIZIONT
(1) Bk - HBIZONT

Ee - BRI OVTIL, UTOREL THZ LBRBEY L RFTEBIIELD, TORYHIZ
S AN -t o '

(%h%E - Z0R]
BRI A RIS

[REOZLHIZONT]

AFiX. PROMID RBOREN S, EEMERCEEEEEMDLT. PBER (EREIF
ATHABFBLELZLND E‘%“b"é‘ﬁ)& DENRRRE X TS OB LR R AR IEE
BEITH LTASMESRD LN TE Y . AF ORI IIES T O MLEHENSBES

T AERERESEE FAMTHEEE25 (7. 3) BENAICRIAMEENRY
HZDNWT] DEBHR),
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Zhee - R 1.1 Adjuvant Breast Cancer
: Herceptin is indicated for adjuvant treatment of HER2 overexpressing
node positive or node negative (ER/PR negative or with one high risk feature
[see Clinical Studies (14.1)]) breast cancer
« as part of a treatment regimen consisting of doxorubicin,
cyclophosphamide, and either paclitaxel or docetaxel
»  with docetaxel and carboplatin
« as a single agent following muiti-modality anthracycline based
therapy.
1.2 Metastatic Breast Cancer
Herceptin is indicated: »
= In combination with paclitaxel for first-line treatment of
HER2-overexpressing metastatic breast cancer
« As asingle agent for treatment of HER2-overexpressing breast cancer
in patients who have received one or more chemotherapy regimens
for metastatic disease. ‘ o
1.3 Metastatic Gastric Cancer

Herceptin is indicated, in combination with cisplatin and capecitabine or

5-fluorouracil, for the treatment pf patients with HER2 overexpressing
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metastatic gastric or gastroesophageal junction adenocarcinoma, who have

not received prior treatment for metastatic disease.

B - B

2.1 Recommended Doses and Schedules

Do not administer as an intravenous push or bolus. Do not mix
Herceptin with other drugs.

Adjuvant Treatment, Breast Cancer:

Administer according to one of the following doses and schedules for a

total of 52 wéek_s of Herceptin therapy:

During and following paclitaxel, docetaxel, or docetaxel/carboplatin:

» Initial dose of 4 mg/kg as an intravenous infusion over 90 minutes
then at 2 mg/kg as an intravenous infusion over 30 minutes weekly
during chemotherapy for the first 12 weeks (paclitaxel or docetaxel)
or 18 weeks (docetaxel/carboplatin). ‘

«  One week following the last weekly dose of Herceptin, administer
Herceptin at 6 mg/kg as an intravenous infusion over 30-90 minutes
every three weeks. K

As a single agent within three weeks following completion of

multi-modality, anthracycline-based chemotherapy regimens:

 Injtial dose at 8 mg/kg as an intravenous infusion over 90 minutes

. Subsequent doses at 6 mg/kg as an intravenous infusion over 30-90
minutes every three weeks. )

[see Dose Modifications (2.2)]
Metastatic Treatment, Breast Cancer:
« Administer Herceptin, alone or in combination with paclitaxel, at an
initial dose of 4 mg/kg as a 90 minute intravenous infusion followed
i by subsequent once weekly doses of 2 mg/kg as 30 minute
" intravenous infusions until disease progressioh.
Metastatic Gastric Cancer )
o  Administer Herceptin at an initial dose of 8 mg/kg as a 90 minute
intravenous infusion followed kby subsequent doses of 6 mg/kg as an
intravenous infusion over 30-90 minutes every three weeks until

disease progression [see Dose Modifications (2.2)].

2.2 Dose Modifications
Infusion Reactions
[see Boxed Warning, Warnings and Precautions (5.2))
«  Decrease the rate of infusion for mild or moderate infusion reactions

-+ - Interrupt the infusion in patients with dyspnea or clinically significant

HIEEE 19

hypotension
» Discontinue Herceptin for severe or life-threatening infusion
reactions.
Cardiomyopathy
[see Boxed Warning, Warnings and Precautions (5.1)}

Assess left ventricular ejection fraction (LVEF) prior to initiation of
Herceptin and at regular intervals during treatment. . Witkhold Herceptin
dosing for at least 4 weeks for either of the following:

o > 16% absolute decrease in LVEF from pre-treatment values

+  LVEF below institutional limits of normal and = > 10% absolute

decrease in LVEF from ﬁpretreatment values.
Herceptin may be resumed if, within 4-8 weeks, the LVEF returns to
normal limits and the absolute decrease from baseline is < 15%.
Permanently discontinue Herceptin for a persistent ( > 8 weeks) LVEF
decline or for suspension of Herceptin dosing on more than 3 occasions for '

cardiomyopathy.

2.3 Preparation for Administration

Reconstitution .
Reconstitute each 440 mg vial of Herceptin with 20 mL of Bacteriostatic

Water for Injection (BWFI), USP, containing 1.1% benzy! alcohol as a
preservative to yield a multi-dose solution containing 21 mg/mL
trastuzumab. In patients with known hypersensitivity to benzy! alcohol,
reconstitute with 20 mL of Sterile Water for Injection (SWFI) without
presewative to yield a single use solution.

Use appropriate aseptic technique when performing the following

reconstitution steps: ‘ ’

«  Using a sterile syringe, slowly inject the 20 mL of diluent intd the vial
containing the lyophilized cake of Herceptin. The stream of diluent
should be directed into the lyophilized cake. ' )

«  Swirl the vial gently to aid reconstitution. DO NOT SHAKE.

»  Slight foaming of the product may be present upon reconstitution.
Allow the vial to stand undisturbed for approximately 5 minutes.

«  Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration, whenever solution
and container permit. Inspect visually for particulates and
discoloration, The solution should be free of visible particulates,

clear to slightly opalescent and colorless to pale yellow.
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«  Store reconstituted Herceptin at 2-8°C; discard unused Herceptin after
28 days. If Herceptin is reconstituted with SWFI without

preservative, use immediately and discard any unused portion.

Dilution 4

« Determine the dose (mg) of Herceptin [see Dosage and

Administration (2.1)]. Calculate the volume of'the 21 mg/mL
reconstituted Herceptin solution needed, withdraw this amount from
the vial and add it to an infusion bag containing 250 mL of 0.9%
Sodium Chloride Injection, USP. DO NOT USE DEXTROSE
(5%) SOLUTION.

» Gently invert the bag to mix the solution.
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4.1 Therapeutic indications

Breast Cancer

Metastatic Breast Cancer (MBC) .

Herceptin is indicated for the treatment of patients with HER2 positive

metastatic breast cancer:

- as monotherapy for the treatment of those patients who have received at
least two chemotherapy regimens for their metastatic disease. Prior
chemotherapy must have included at least an anthracycline and a taxane
unless patients are unsuitable for these treatments. Hormone receptor
positive patients must also have failed hormonal therapy, unless patients
are unsuitable for these treatments.

- in combination with paclitaxel for the treatment of those patients who
have not received chemotherapy for their metastatic disease and for
whom an anthracycline is not suitable.

- in combination with docetaxel for the treatment of those patients who
have not received chemotherapy for their metastatic disease.

- in combination with an aromatase inhibitor for the treatment of
postmenopausal patients with hormone-receptor positive metastatic

breast cancer, not previously treated with trastuzumab.

Early Breast Cancer (EBC)

| Herceptin is indicated for the treatment of patients with HER2 positive early

breast cancer following surgery, chemotherapy (neoadjuvant or adjuvant)

and radiotherapy (if applicable) (see section 5.1).

Herceptin should only be used in patients with metastétic or early breast
cancer whose tumours have either HER2 overexpression or HER2 gene
amplification as determined by an accurate and validated assay (see sections
4.4 and 5.1).

Metastatic Gastric Cancer (MGC)

Herceptin in combination with capecitabine or 5-fluorouracil and cisplatin is
indicated for the treatment of patients with HER2 positive metastatic
adenocarcinoma of the stomach or gastro-esophageal junction who have not

received prior anti-cancer treatment for their metastatic disease.

Herceptin should only be used in patients with metastatic gastric cancer
whose tumours have HER2 overexpression as defined by IHC2+ and a
confirmatory SISH or FISH result, or by an IHC 3+ result. Accuraté and
validated assay methods should be used (see Sections 4.4 and 5.1).

B RE

4.2 Posology and method of administration
HER?2 testing is mandatory prior to initiation of therapy (see sections 4.4 and
5.1). Herceptin treatment should only be initiated by a physician experienced

in the administraton of cytotoxic chemotherapy (see section 4.4).

MBC |

Three-weekly schedule

The recommended initial loading dose is 8 mg/kg body weight. The
recommended maintenance dose  at three-weekly intervals is 6 mg/kg body

weight, beginning three weeks after the loading dose.

Weekly schedule -
The recommended initial loading dose of Herceptin is 4 mg/kg body weight.
The recommended weekly maintenance dose of Herceptin is 2 mg/kg body

weight, beginning one week after the loading dose.

Administration in combination with paclitaxel or docetaxel

In the pivotal trials (H0648g, M77001), paclitaxel or docetaxel was
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administered the day following the first dose of Herceptin (for dose, see the
Summary of Product Characteristics for paclitaxel or docetaxel) and
immediately after the subsequent doses of Herceptin'if the preceding dose of

Herceptin was well tolerated.

Administration in combination with an aromatase inhibitor

In the pivotal trial (BO16216) Herceptin and anastrozole were administered
from day 1. There were no restrictions on the relative timing of Herceptin
and anastrozole at administration (for dose, see the Summary of Product

Characteristics for anastrozole or other aromatase inhibitors).

EBC
Three-weelkly schedule
In the adjuvant setting as investigated 'in the BO16348 (HERA) trial,

Herceptin was initiated after completion of standard chemotherapy (most
commonly, anthracycline-containing regimens or anthracyclines plus a

taxane).

The recommended initial loading dose of Herceptin is 8 mg/kg body weight.
The recommended maintenance dose of Herceptin at three-weekly intervals

is 6 mg/kg body weight, beginning three weeks after the loading dose.

Weekly schedule

In the adjuvant setting Herceptin was also investigated as a weekly regimen
(loading dose of 4 mg/kg followed by 2 mg/kg every week for one year)
concomitantly with paclitaxel (administered Weekly (80 mg/m?) or every 3
weeks (175 mg/m®) for a total of 12 weeks) following 4 cycles ‘of AC
(doxorubicin 60 mg/m* IV push concurrently with cyclophosphamide 600

mg/m’ over 20-30 minutes):.

MGC

Three-weekly schedule )
The recommended initial loading dose is 8 mg/kg body weight. The
recommended maintenance dose at three-weekly intervals is 6 mg/kg body

weight, beginning three weeks after the loading dose..

Breast Cancer (MBC and EBC) and Gastric Cancer (MGC

BYES ;19

Duration of treatment
Patients with MBC or MGC should be ‘treated with Herceptin until
progression of disease. Patients with EBC should be treated with Herceptin

for 1 year (18 cycles three-weekly) or until disease recurrence.

Dose reduction

No reductions in the dose of Herceptin were made during clinical trials.
Patients may continue therapy during periods - of reversible,
chemotherapy-induced myelosuppression but they should be monitored
carefully for complications of neutropenia during this time. Refer to the
Summary of Product Characteristics for paclitaxel, docetaxel or aromatase

inhibitor for information on dose reduction or delays.

Missed doses .

If the patient misses a dose of Herceptin by one week or less, then the usual
maintenance dose (weekly regimen: 2 mg/kg; three-weekly regimen: 6
mg/kg) should be given as soon as possible. Do not wait until the next
planned cycle. Subsequent maintenance doses (weekly regimen: 2 mg/ kg;
three-weekly regimen: 6 mg/kg respectively) should then be given according

to the previous schedule. -

If the patient misses a dose of Herceptin by more than one week, a.
re-loading dose of Herceptin should be given over approximately 90 minutes
(weekly regimen: 4 mg/kg; three-weekly regimen: 8 mg/kg). Subsequent
Herceptin maintenance doses (weekly regimen: 2 mg/kg; three-weekly
regimen 6 mg/kg respectively) should then be given (weekly regimen: every

week; three-weekly regimen every 3 weeks) from that point.

Special patient populatidns

-| Clinical data show that the disposition of Herceptin is not altered based on

age or serum creatinine (see section 5.2). In clinical trials, elderly patients
did not receive reduced doses of Herceptin. Dedicated pharmacokinetic

studies in the elderly and those with renal or hepatic impairment have not

' been carried out. However in a population pharmacokinetic analysis, age and

renal impairment were not shown to affect trastuzumab disposition.

Paediatric population
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Herceptin is not recommended for use in children below 18 years of age due

to insufficient data on safety and efficacy.

Method of administration
Herceptin loading dose should be administered as a 90-minute intravenous
infusion. Do not administer as an intravenous push or bolus. Herceptin

intravenous infusion should be administered by a health-care provider

| prepared to manage anaphylaxis and an emergency kit should be available.

Patients should be observed for at least six hours after the start of the first
infusion and for two hours after the start of the subsequent infusions for
symptoms like fever and chills or other infusion-related- symptoms (see
sections 4.4 and 4.8). Interruption or slowing the rate of the infusion may
help control such symptoms. The infusion may be resumed when symptoms

abate.

If the initial loading dose was well tolerated, the subsequent doses can be

administered as a 30-minute infusion.

For instructions on use and handling of Herceptin refer to section 6.6.
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1) XkE
ARBESEBRBIEIC | (NCCON Drugs & Biologics Compendium] '
B RENAE
(—4]
Agent: Trastuzumab
(R4 ]
Brand Name(s): Herceptin®
(#i#]
Route(s): IV
[#h8E - 2]
Indication: Breast Cancer - Invasive
Recommended Use:
Preoperative chemotherapy in combination with paclitaxel followed in
combination with FEC/CEF regimen (fluorouracil, epirubicin and
cyclophosphamide), for patients with human epidermal growtﬁ factor
receptor 2 (HER2)-positive stage IIA, IIB, or T3, N1, MO disease (ductal,
lobular, mixed type, or metaplastic histologies) that is node-positive or
node-negative and 1.0 cm or. greater, who desire breast preservation and
fulfill criteria for breast-conserving surgery except for tumor size; or for
patients with locally advanced disease (stage IITA, IIIB, or HIC, including
inflammatory breast cancer)
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4. RERBIZOOTRERTERE L-BIMERRBAMICZONT

LEIC L0 ERS LR BRRRIL R, |

5. BHAEICRIERANDLERXE - HESHI2OVT
(1) RELHELERFAR. EVBEARSOLARAE LTOHERR

FEMESFTIE, THER2 BRFEHR) & THER2 BB o#Fe LT, THER2 B W5,
REARAKRTOWRGITOVT, BTILRT,

[Esawes]
1) Significantly higher pathologic complete remission rate after neoadjuvant therapy with trastuzumab,
paclitaxel, and epirubicin' chemotherapy: results of a randomized trial in human epidermal growth
factor receptor 2-positive operable breast cancer. J Clin Oncol 2005; 23: 3676-85 ¥

HER2 BBHEFMBAE &R, (LARRCAEE O L RO sk s LTo
FPERCREE LR 2 BIERBRRER S h,

A - AR, (CERER T, 2 ) ¥3En (225mym’ @ 358/ 1 BIRE) & 491
7 VERHIZ FEC JiE (v T 500mg/m’. =EAE S Y Tsmgmd RO 7 ok

A 77 2K 500mg/m’ OPFRERE) 4V ZAERSh, ZEFARTIHMESRERIC S |

TAE (PH 4 mghkg, 2EBEEE 2mgkg) © 1388 1 BHREXS 24 BRTbIE,

34 I pCR BB B NIRRT, FEGARODRSEBENTES LD, MIF—FE=
2 Y IERROBMECHEVCERRATLESNE,

BRIEITOWT, EEFMEEA THD pCR Fik. (LRRER T 25% W16.6l). FAEHH
HT66.7% (12/1841) Th-oto (P=005), 728, SBREH] 42 10 pCR Tid, {LSRERE
©263% (519 6l) . AEPABET65.2% (15/23Fl) Thote (P=0.016).

REMEITOVWT, Grade 4 DIFPFIRIBAER, (LEEFIERET 11/19 61 (57.9%) ., AZEHFHARE
T 21/23 B1(91.3%) IZ583D BT, e BT PERIBAEED (L IRIERE T 8/19 51 (42.1%) .
AROABET 823 61 34.8%) RO BN, BET, (LEFERTS19 6] (42.1%), FFE
GRRIBEC 13/23 B (56.5%) TiThil, 205 b FPERKBAEIZ & MBI LRFERT 519
Bl (26.3%) . AEHREFET 10/23 61 (43.5%) Tholz, J > LRI VFhoRZB
THROLLAT, 10 A4 2 MU LOEERME (LVEF) OETIX, {LBREET 519 4

(26.3%) . RIEGERAFET 723 $1 (304%) WKEDH DR, 7T VAF KRN, (LERERT

419 Bl (21.1%), AZEGERABET 423 61 (174%) TSROSO, BERIFREThoT, £ |

7. FBL LVEESRICL 3ETHBD ORI T,

1
HEAET ;1%

2) Neoadjuvant therapy with paclitaxel followed by 5-fluorouracil, epirubicin, and cyclophosphamide
chemotherapy and concurrent trastuzumab in human epidermal growth factor receptor 2-positive
operable breast cancer; An update of the initial randomized study population and data of additional
patients treated with the same rejimen. Clin Cancer Res 2007; 13: 228-33 9

AHEIL, BR 1) ORBROBMBETH Y, FPERVREMOFEOVTE, 1) O
FEEHOABTLEENTV 5,

1) ORBROBHPIEE, 1) LRRONKEE 22 Blic. AEFABLRA—-LIAVOEE
BATbI: GRMAIEGHED, ‘

AIHEZ DV, BIMARG AR pCR Hi 54.5% (12722 81) TH Y, FEHABEELBM
AIEGHABEE AW pCR H|iX 60% (2745 §) Thote, BRiL, {LERERO 3 FIZFHE
BBN (ED Db L FHIED) . AR TR DRED T, LRRENRD | FEER
TR 94.7%, 3 FEEERAETE 853%ITH L, 2R GHAB LEMARIABLEDE 14
RUS 3 AEMEERATERIT 100% & HEE Shie (L3RR R UK OB OB b iy
36.1 0 B, BMAEMAROBEHMMTRIEIL 163 VA THD.),

BRI OWT, {LBRIEFED 1 F1C LVEF 2 35%IZET L. SLHEERBD LN,
WEHBEIL, BOE, BERRROCRERSIEE L TV, BNAEGRRTE. BEM0
LERTLEEAEREVERT o v 78R bhic | FIT, 1BEHETH, New York Heart
Association (NYHA) 2¥EDFEMGIZ L Y Grade 1 & ¥EEh /= SREREEARD b, KE
GRRAB R UCEMARGBBROEE 45 Flici T, BIRHZ 5 - AL R EERED bhT, i
JEIZBEE L 2B CIRO b o T, 28, REREo A EFRICET 5 BRImR s
TV,

3) Neoadjuvant chemotherapy with trastuzumab followed by adjuvant trastuzumab versus neoadjuvant

chemotherapy alone, in patients with HER2-positive locally advanced breast cancer (the NOAH trial) :

* | a randomised controlled superiority trial with a parallel HER2-negative tohort. Lancet 2010; 375:

377-84 7

RFETHLBRE ERBIC, (CPRIEICRE R0 L BRI MB LML LTo
HPUR RS LRI 5 BEALLBRBIARR (EMIHRR) SEMENL,
Rk BRI, (CEREREE. FEYAELY (0mgm) BURZ Y & %20 (150mg/md)
O3 A 1 BRER 3 A 7 AERE, 2T FFEA (175mgm?). @ 3 B 1 BREE 4
FAZNVERL, B2 7B AT7 7 IF (600mg/m?), AV FLFE—b omgm®) RG
TAFAuT T (600mgmY) O 1RV HEREE 4 BREIC3 YA ZAEBTEIE L
Ehie, Eio. AEFARE. ThoOMBRKICARE (FE Smg/ke, 2 B H LK 6mg/ke)
RALEREORSHBICA DY T 38/ 1 EXiL4 80 1| BORERIET 10 %1 7 VHAT
B bl &, ki BEBRECNZC FAEYLET S -BROBRETEIS TS
v7 =y (Q0mg 5 SEMERBE SN, $ik. RELHSRREOBRMI L IFARIC,
AR BREHES | ERL R ETRESNE, '

HEEE ;196




f:iﬁo\ #ﬁﬁ’ﬂi HER2 BB RFTETHILBEE LA AN D LERERBE S his
. EEHAMIT HER2 BEBREI BT 5L BREH L ARFRAFOUER TH LD, UTD
?ﬂu:t HER2 BHEBEOT —Z ITRET 5.

BEHEIZOWT, FEHMBER Th 5 EBRAFEYMIC OV T, HER2 BHEBEILRBITS 3
EMFEFREIT. (CRRERTS6%. ARGABRTI%THY . ARIFFAR CERETIRN
BEECHEENE (YP—F 059, P =0013), ¥z, pCR FixThEh 22% (26/118
#). 43% (S0M7%H) Tholz,

BREMIZHOWT, HEESIT. [LERERTIE 13 5126 (100%) TRH LI, AEHA
BECIZ 113/115 Bl (98%) TEA b7z, Grade 3 ® LVEF DIET (5 - iR 4, NYHA class
m) 3. AEGRETOLR 2156 2%) C@BYbhiz, Grade3/d OREERIL. {LFHE
B, ARSERARETEN SN, REMT PERBAESERE L BIC 26 Q%) FRERBDES 5
%l (4%). 3 Bl (3%)., THRCBERBE 445 (4%). 15 (1%). Mz 061 (0%). 141 (1%).
BEEEA 3 B (3%). 06 (0%), HAEAERL LIZ 16 (1%), K== —aF—3
240 2%). 161 (1%) TR BN, FERRICI 5P PRERO 28 (E:F
EEZOMMIIAB) , ZEFARO 1 FlICRO LN TEY .. ZEMHHAFED 1 S OREES
RIZLDHDTHhHoTz, B, ELIKES f:ﬁ%$£u:§§f51‘%i&&ﬁﬂ%ﬁénru\f;u\e

4) A multicenter randomized phase I stﬁdy of sequential epirubicin/cyclophosphamide followed by
docetaxel with or without celecoxib or trastuzumab according to HER2 status, as primary
chemotherapy for localized invasive breast cancer patients. Breast Cancer Res Treat 2010; 122: 429-37
12)

BRI 5 R, 7&%%ﬁmﬁauﬁﬂb{b%ﬁiﬁ@%‘%ﬁ&tﬁﬁéﬁ%&ﬁfr5 &
TEBLE L BRBS RS e,

- B RRR. TEAEYY (mgnd) RBYZ akAT7 7 F (750mgm’) © 38R 1
B 5% 4 A4 7 AVERE, P23 (100mgm?) O 38F 1 BREY 491 7 VR
L (BLTF. {b3ik) . HER2 BHEBE 0 5 LAREMFAR (K& F e L) TR ()
[ 8mg/kg, 2 1518 LU 6mg/kg) 233 BR) 1 Bk & Shie, 2%, HER2 RIEBED S bEV
AT 7HRABCIEELaX YT (800mg/day) BEREISNTWER, SROBELLIZRRD
BERERO D, UTOLHIX HER2 BEREOF —F IZRET 5,

BREIZOWT, TEFHEE B 0 pCR RiX, LBREOHOBREBE (LBFIEH) T 19%

(11/58 #) . AFEHFRBET 26% (16/62 ) ThoTz,

REHWIZONWT, TRFEFRE LT, {LPRER (58 F) . REHBE (62 ) TEh
F, Grade 3 DIFFIRBAIEN 9 B (15.5%). 9B (14.5%). Grade-4 DIEFHIRBAEN 19
Bl (32.8%) . 28 4 (45.2%). Grade 3 DREMELTHIRBATES 761 (12.0%). 11 & (17.7%)
Grade 3 DELE R UYRA 0 5 (0%) ., 2 1 (3.2%) . Grade 4 DB & VYIS 0 51 (0%) . 2 Bl (3.2%)
\ZRH B, Grade3/4 ICEFESNWIEAEFRELT, BEHEB 28 (3.4%), 061 (0%).
K545 (6.9%) . 281 (32%) TFBD b, RIEGFHBED 1 HIT, LVEF @ 50%LLF (45%)

ECOETHRDLNE, WThORERCBOTLAEFRIZILDIETORNEBLAEE
EREIBO NPT,

[BEREE]
AELWIRBEEREL LTHVTEBY., »oRELV YAV OEMPSHRETH D BET
108 GEFIRE. L beax~r 70 TRBRFEED) bolz. UKI0FIBT BHTATHBIb
BREOVCAVIIUTOLBY ThoT,
- A (#1E 4mg/kg, 2 BB LARE 2mg/ke) 18R | BRERUVIZ D Z3E4 1 BRI 1
B E i 3 EE 1 RS, 29070880
- ARFE (PIE 4mg/ke. 2 BIE LU 2mg/kg) 138M 1 ERERT FES % 3 8H 1E
BE, 4#4&/» 28D

EFRThDO LY RA L DRBRIZONT, REFIZUTIORT,

1) Neoadjuvant Weekly Paclitaxel with and without Trastuzumab in Locally Advanced or Metastatic
Breast Cancer. Anticancer Research 2009; 29: 517-24 19

T UTEBHEOLBRE ERRIC, A7 Y ¥ X LA ORMBEMLEREIC AL (A L
T BOEER VRS & B 5 8 IERBRAEE S i,

FAE - A&, HER2 BBHED 32 BliTiE, 32 Y & %0 80mg/m® o> 1 @R 1 [BHREH3 49
A 7 WERE ST, HER2 BHED 17 5ICi3%7 U # %20 80mg/m® D 1 3B 1| @G0 4 31
7 v & R CAEYE 4mg/ke. 2 Bl H LA 2mg/kg A3 1 BRI | BEH16 Bl 5 Sz,

HER2 MR T HER2 B CHREZHICERIS Th ot BE TIX, FEC Kk (5-FU
500mg/m’, TEAETY TSmym? B Y ol A7 7 I F 500mg/m? 0 3 @R 1 EHRRE)
BEME SN, FRASWREERNV T EEEBEEROBFICER SN,

BIMEIZONWT, TR, X7 Y FXEABET65.6%. AEFAFETMI% ThHol, ¥
7o pCRIIAZEGABETOA S FITRD bR,

ReEIZOVWT, MEEHREORVOEDERISNIERR | flbo7B (B : BASh
e DEFMIITHRTHIHM, XMEBYORREBTHD,). REMIBIBREFIVELTH
FaEn, TCEELE, ZRLAAEFBRIILT Grade2 UTTHY ., Bl (N7 Y &%k
MVEE 124, AREGEAREIH (BT, RIE). RmkEE (54, 760, m/MRRSE (0
Bl 1B, BB (29 #. 16 B). KitE==—uF— (16§, 9 #). HHRBER

(6#l. 5@, B (126, 78). BE O, 74). 5 6H 24), TH @&, 2
#) . B (76, 36D, REEL QB 26). BFFIE OF. 2 6., #EX 0F. 1
i), WK (Ofl. 260, Mok (OfFl, 14D, #HT (6. o). BEE 1 #l. o #)
ThHoiz,

2) Phase Il study of preoperative sysiemic treatment with the combination of docetaxel and

13
BEES ;19
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trastuzumab in patients with locally advanced HER-2-overexpressiong breast cancer. The Breast 2010;
19: 370-6 2" )
RFTEITHE HER2 BBMERBABE (stagelIB or TC) #&ic, WAMBMEFERIELLTHR
EFFEALERERE LEROBAMMER RS RN 2B IERBREE SN,
I - AR, ASKITOE mg/kg % 2 EIE SIS 2mgke % 138/ 1 ERE, REF %
BT TSmg/m® & 3 1 ERE L, ZhE 1 YA 24 LTINS A 1 2 VB S R,
BT OWC, EEMEER TH 5 EHIL 68%., pCR FiL 2% Th- 72,
BEMIZONT, LEMI SV CIHEREO CBRBEEELIT e ok, Grade 3/4 DFES
BT BIMERBAE 10 5 (40%) , FPEREE 12 51 (48%) . FEEMELFPERIGAME 5 51 (20%) .
Bl BRI, B, BEMERRL, Bk MBS, ROERFES 1 %) Tho
7eo WEPILICE > A EFSRRIT. MEENRO 1 GILBAEMNED BEFED 1 Gloct2 4
Tholo, BHEEMKTIRFEORR (ZHLBRREOCS) CHRELE,

(2) Peer-reviewed journal DR, * 7 « 77U S XFQHERR

REBERAR RO ONT, LLTFIEART,

1) [ncofporaxing trastuzumab into the necadjuvant treatment of HER2-overexpressing breast cancer.
Clin Breast Cancer 2005; 6: 77-80% '
| RBFRTIL. 2002~2004 ST AR Sk HER2 B BFETILEIC ST 5 R EOH AR
BACEERIEDORER (TE) 55, Medline R KR TR ASCO & SABCS DFFLMEDESHENS
WE - LEa— &SNk, ZOBR. VW OBOHIERER L —>OBIMBRRICBNT, &
EESDIERV YA VIEBEERSY . BROUIRBRENC BV EDERBONE T K
RENEINTWDS, ¥o. BREIFERUREMEOT —F BBERATELLTELT, &
EE RO LEREORSIOLDIZ, BLHESNEBERRROZHSLEL BT
HLEnTna,
ARE ST LRI O (20022004 )

BER WECEREL V2 N
| ( BHE (%) pCR (%)
1) W | we A
Hurley 34 DTX+CDDP+H AC ;ERL 21
) [HC3+ : 84
Burstein 40 PTX+H AC HC2+ : 38 18
. ) . AC. or
Harris 28 Vinorelbine+H ACHPTX 93 29
Schiffhaner 16 DTX+H | HEET 60 i 25
Bines 33 DTX+H BEET 70 12
Van Pelt 22 DTX+H | AC+H 77 WERL
Coudert 33 DTX+H 2L 73 41
19 PTX—FEC 2L 23
Buzd =2 I¥
vzdat 23| PTX*HFECHH AL # 65

FEC: ZAAuvu I + ALYV + YZ7ukAT77 2 R, PTX : /\? V#xtEN, DTX: Fz&# %
A, AC: REVAEL Y + ruakA773 K, CDDP: YRFTFF, H: AE

HEEE ;1%

2) Integrating trastuzumab in the neoadjuvant treatment of primary breast cancer: Accumulating

evidence of efficacy, synergy and safety. Crit Rev Oncol Hematol 2008; 66: 31-41 *¥

ARFFRCRE. 2000~2006 4EITAR Shi- HER2 B0 BETEITILBIT T 5 KO HAIHE

BMEPRIEORBRE (TH) 2. PubMed RIRKT ASCO, SABCS, ESMO DRLHEDES

ENLRE - v a—&hi, TOKR, FIERR, FIARERO 23 @, 7 585 flizku
T, AREZELIER VY A VT ) BROUITREZH BV EHENE Bih BIFRES
HTa 77 A ABRRENTCLEIHTWS,

ARE TN EREDORM (20002006 4F)

BEE BILFREL VR - BHE o
BEE | w o W ) pcR (%)
Steger 9 H+E+DTX 22
Wenzel 14 H+E+DTX 7
Carey 22 AC—PTX +H ) : 32 22
Mehta 8 AC + GM-CSF—TCH ] 71
Untch 119 | ECoPTX+H H 37
Buadar 19 PTX—FEC ] 23
23 PTX + HoFEC+H 65
Buzdar 22 PTX + HoFEC+H 54.50
. AC IHC3+:84
Burstein 40 PTX+H IHC2+:38 18
Schiffhaver . 16 DTX+H 60 25
Bines 33 DTX +H 70 12
Van Pelt ] 22 DTX+H AC+H 77
Molucon 18 DTX+H 67 28
. . . . *breast : 39
Limentani 31 H + DTX + Vinorelbine 84 breast and axilla : 45
Jahanzeb 31 | DTX+ Vinorelbine + H . 65 - bma:f;:s;aﬁz 30
Griggs 18 DTX+H AC 33
Coudert 26 DTX+H 5 47
Lybaert 13 Capecitabine + DTX + H FEC+H 54
Fenton 18 Carboplatin + PTX + H 78
DTX +
11 DTX + Carboplatin + H Carboplatin + 364
et
Chang OTX +
11 DTX + Carboplatin Carboplatin + .9
H
Hurley 30 | DTX+CDDP+H AC ‘ bre;‘t':::s;x'ﬂf:’: "
Harris 28 | Vinorelbine + H AC. or 93 29
AC+PTX ;
Gennari 11 H - 9
Torrisi 30 H + Vinorelbine 73 10.7

E: TEAVYYY, FEC: ZAFu®wI i + TEAEY Y + YI7uRAT7 IR, PTX: A7 Y F3¥
Ao, DTX: FEZFVN, TCH: R Y #FE) + AVETLTFY + AF, AC: REIAELY + ¥
BHEAZ 73K, CDDP : ¥AFFF, H: AE

*: NSABP D%

HEEE ;19




3) Trastuzumab-based neoadjuvant therapy in patients with HER2-positive bréast cancer. Cancer 2010;
116: 2856-67 2

ARFZETIL, 2002~2008 £EIZ A & vl HER2 BB BETETILE ISR 5 AROHTATE
BLEmEORER (TH) 25, PubMed RER CELHEOESENORE - L ¥ a—&hi,
FORR, W OPOBETHRREVCESOBMARRICBNT, AL FLERLIA Y
I & D BRNIDREENICEVEDERB L, —EORSENERTE TSI LBFR
EhfckEhTws, £z, ERZRABRICL Y. AEZSTHMETELEREORKIE B
HIEETZTHA S EBERSTh TN,

FEES0WITELERE SIENRE) OR# (2005-2008)

BER HEMEEREL VA B39k
BEE | o i i w | PR
Busdar 19 | PTX—~FEC 2L 263
223 PTX+H—-FEC+H 2L 60
115 A+ PTX—-PTX + CMF 2L 77 23
Gianni A+PTX+H :
113 _PTX+CMF +H H 89 43
EC+H-DTX+H-X+H
EC+H-DIX+X+H H + Tamoxifen 317
. 5 EC+H-DTX+H
von Minckwitz 445 ECoDTX =X
ECoDTX +X H + Tamoxifen 15.7
EC-DTX

A: FEIALEY Y, E: ZENVEYY ] FEC: IAFRTTFIIN + TEALED Y + VI aEKRAT77 I,
PTX : X7 Y # X &N, DTX: FEFFEL, CMF: V70 RKAZ77 I F + A M PUEY—F + 70730
DTV, EC: TEARYY + Y BFAT7 IR, X IRV Y, H: AE

(4) FRXIBBFOBRI A F5 14 O~ORHBKRR

(3) BHEFF~DOFLNHRE L TORERR

1) DeVita, Heliman, and Rosenberg's Cancer: Principles & Practice of Oncology 8th edition, 2008

WSS IAEAEREE  (J Clin Oncol 2005; 23: 3676-85) . RUMZ DOBIMREREAR (Clin Cancer
Res 2007; 13: 228-33) S (15, (1) BEALLERE. ENBERREOARRIL L
LTOHERR] OEBESR), AREMLMAEEREL AVD Z LT, FHTRE/ HER2
UM BEOLERFEREZED I LEIOND, LEBESNTWVS,

2) WEERIEEE BT 2R (2009 8, BABRKEEZSR)

HLIBOWBREEOEICH T, THER2 BHERLIRIT)T 3 /N2 5 > & MMEHBRRER T,
WRMEPRIEICAEENZ B 2 Ik, AZKEGHARED pCR = 263%IC8 L. SHABD
pCR i3 54.5% L ABICHEE o T, WHAROEPTRICET 27— 513D THEHR,
24 L LUBEREROALIIFST B EELONTVS, | LEHRIN TS,

3) ¥ERREES®S (ASCO) 2007 =Fab—Yatnr o ®
HER2 SBHESLEE OWTRTEBML ZREICR VT AR E EDRBML U A VBRI T
%,

1) UWBHRIA T4 (Eppk) 0104, HALESESR 2

ZV=IANTTAFar 120 1Q2) REBIRTO FFAY X< OEIL, UTDEEY
REHIh T3

M. D. Anderson Cancer Center T HER2 BB 1%t ﬁ‘éfﬁauﬂﬁ%ﬁ?ﬁkl’i%%iﬁﬁ‘?é
S v ¥ MEBTHBLERB ATz, /X7 Y #X¥N 4+ 7 V4T FEC4 A 711/%:1&
BL, bFRECAEL BT IR LA LARAVEIIE >V TRE &, PRTOBRK T,
EEFBECHEIRERENRZLEME (PCR ZE ; 65.2% vs 26.3%, P =0.016) BEroT
b, BRI IEICE > TONB K, ZO%MES I RBSART b ARMGAIZ L) A%0
PCR BRB LN TWDS, 27F L FECREDT U ATHA 7V VREFNCAREZ ML DIBE.
B LEREOR SISV TIER SR TRy, bBRETIThbh 7 v ¥ AMLFEIHE
HERRTH, TVRIFFA 7V BOFZF U EEREHATAIZLICXY, 463% L HN
pCREB/ LN TS, :

2) National Comprehehsive Cancer Network (NCCN HA K3 ) Clinical Practice Guideline in
Oncolbgy/Breast Cancer V.3.2010 ¥
HER2 I%ﬁ?l.ﬁ BT BRI LERIEICS L TAREZ SO BB LU A VMR SN
TwW3,

3) St. Gallen EIBE= > ¥ R£&E 2000 19

IHRBTRB L ERECE L Tk, £ LTARERTFEOTREE &S 5 @0+ 7213
WHRRENTVDEEZ NG, KREFDO/ KR Y R R3S, BECTHIVIHRTEB LRSI
FEXVORERLET DIV A TV CRBRBEENDETHY, £/, HERZ BitEH

TP HER2 FHERSEINBE_ETH B, LORBIRENRTND,

6. EMTORARBKR (B RUEAREIZONT
(1) BERBFICRSEHBTORRBRNR (‘P‘ﬁ) Zi2o0vT

ErRFEeL

(2) BEERBEICRDIEFATOBRABRRER VBEREARE(ZOLVT

HEEE ;19

AT, THERBHERIEICIS T HINAIRBMEERIE] 2 LT, %I & 5 BERART
EREN TR, EMEEBZRE LT NCCIDCOBRBRAERENTEY ., UTIZER
BB ETT, )

1) NCC-IDC-003 35 ¥
HER2 BHEILEICX LT, AEZ2ELsiwHsbBREL DA L OF DM %&%ﬁ%kﬂ:&&
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RT3 E8CERBINE,
i - ARI3. CEF RE (7 uERR 77 2 F 500mg/m’ /< £V E Y 100mg/m?/ 7V
A 7520 500mg/m?) % 3 BRI T 4 1 2 AMERE LB, ROV THIENE Sme/kg
(k®E) |, 2 BB LRI 6mg/keg 23 3 BRI CE 4 BAEHES Rz, FEER2 Y F3¢
NEGAUREE PTX-T B CRARICMZ, 7327 Y #%E)L 80mgm’ B | BEBERBT 12
AR, FesFe AR LR OTXTH) TRARCML., FE#%EL I5mgm’
2 3 AEERT 4 BARSEIS N, BREST LBERgBREE L TRIFRER OIS
DBBIIHERIRE. WOREE ER L, SO TURERERE 2 EELE,
B OWT, EEFEED TH D FAS MR O pCR i PTX-T H2 46.9% (23/49 ) |
DTX-T 343 44.7% (247 §) THY ., pCR RiX PTX-T HThFMIEmM o T dd, 1AHEERN
W2 10% EOERBD b ofl Ehh, BEZRZVLO LTSI,
REMIZOVWT, AEER (EMERAZCHL THESRIAMERE v30 BASER
JCOGNSCO JR)  (CTCAE) & FWHAE 2 2MThhi, ) it. CEF Rk EmHR cims
AL D 100%, PTX-T * DTX-T $if Ti% PTX-T BT 91.8% (45/49 ) . DTX-T BET 95.7%
(45/47 B) WRESRD BNz, PTX-T - DTX-T B CREERBMORRRICE b K& 2%
BROONEFEEERIT. WREE BB PTX-TH: 89.8% (44/49 fil) | DTX-T # :
48.9% (23474 (EATF. FIE) ) THY, ®WC TAMKR")  (61.2% (3049 61}, 21.3%
(1047 B1) ) | THREEESS OPIZE (R /IR BIR 02 (18.4% (949 ) | 55.3% (26/47
B ) OIETHIHIGERBEBOENKE o7z, Grade3 PLEOHEERIT. CEF FiLERPHM©
PTX-T #£T 49.0% (24/49 ) . DTX-T T 38.3% (18/47 #) . PTX-T - DTX-T #ifI i,

PTX-T BT 12.2% (6/49 ) . DTX-T BT 21.3% (10/47 #i) @D SRz, PTX-T-DTX-T‘
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DTX-T # T 2z Y b, WRIZ PTX-T HTRBRICL3FE T, BHECELE 1 4,
| DTX-TBECIE, 2 B12 bEFHR BRI Th o1z, .
FETHNL, PTX-TED 1 FlOHIZERD b, CEF ik 4 2— KT EE O PTX-T IRILB%
FERICAEROBMENR Do, EYEMIT, WALEHE L OREBRIT IBEREDLS )
EHE LT,
AEREICHET S LELONIEEES (PTX-T - DTX-T i) TH 3 Infusion reaction
TRLERESEPoLOL, FEREFL b IEERIE) (PTX-T 8 :143% (749 #) .
DTX-T #:21.3% (10/4761) ) & V. 2T Grade 1 TH-oTr, 2B, ZHLIFD Infusion reaction

H&T Grade | XiX2 Tholk, Fic. LBEE (CTCAE XHED [UBRER RO IFE |-

v}ifu‘u ) ORBHEIX, PTX-TEH T 163% (8/49 ) | DTX-TH T 17.0% (84784 ThHv. E

BARAEERIE PIX-T BOEZHHETER T DTX-T B0 [ EEER OREETETER-

SRR T oF 1 BITH T,
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@ T1) NCC-IDC-00338] DESBR), Lo T, FED HERZBBHEILIE OINATHBILEIR
B A EAERIH I LEL D, ~
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DEBHR), 2B, FEOBREFER., ORCOORBRTIIIBRBIEREER, QRUVODR
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3676-85"), :
@ OORBROBEHPIEEIZ, BIBGENT-AEFARED pCR RiT 545%TH Y, ODRA
B & DA EHER TP pCR it 60% T o7 (Clin Cancer Res 2007; 13: 228-339),,

®. HER2 BHILBREICBWT (I : ARRICIT HER2 AL b BRES N TV 5,), [F
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FIBET 43% pCR EAB B (NOAH 388k ; Lancet 2010; 375:377-847),
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¥, BERE - ARGBEMIERSETCHIH, FRWTH, "2 ) FFEATREF X
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- 4> FELE®D LVEF OETFIL, [LZHRERET 26.3%., AFEHF AR T 30.4%Z3B 9 b e,
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® iAo (J Clin Oncol 2005; 23: 3676-85 %), '
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133 Bz o = (Clin Cancer Res 2007; 13:228-339) ‘
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Cancer Res Treat 2010; 122: 429-37'2),
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