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BB BRI, MR E R AT 0 A KA E5W L T 5D, 1946 4E, Merck & Co.,
Inc., Whitehouse Station, N.J., US A DOH% L > k « Z—7 N7 4F T a—LfgEly 30 2
Ty T ORIGERTANT Y O AR Lic, £k aLFV oo Cll i kv
DA 7287 Fl2 L0, 1952 4 Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.
MHE R aLFy oan3Ese S, 1958 4 Oliveto X° Merck & Co., Inc., Whitehouse
Station, N.J., U.S.A.® Arth 5128V, 16~ A FNVEWEOT 5 2 4 U RERI LT,

1984 46 H 1 H, FiHllcB T, BAROFEEDOA TIH/L, ERELELOVLEM,EDH 5%
AE « VR K OB GIEIZ W TH AEOREI B Thh, ARFEHO—HNEEITL ST,
1990 4 12 A 19 B, HFMIZHWT, e R0 9 b HHEHREHE] I2oWT, #HEh
TGN S ITAEIMENTHGE TE o oo ORI SNz,

W AME A STV A PUEMEIEIE A O AR A HEET 572012 2004 F 1 A XV @RE ST
THLS AR RIEIC BT 2 Ete) KOWEO FElichH iV —% 0 7 7 —712 k0,
PUEMERE A B G2/ 5 THILSHERICH T2 T XY 2 % U F 52O W TRER T
(V=% 77 N—TI2BW T, JUBMERREA]O#E S /ME 12 £% 5 2h6E « ZhRSEM E S 3K
FEARTHLET DT VARNEL, BN 22068 - 2%, AL - HEORIL
LR DWMEER LIT WG #EFER)) ZfElk L, i AROERREICET 2 MEa it
HT2ZEaNTW5,), ZOREE, 74 R 881% 200549 A 15 A, [HUEMERREA]
(AT T F L) BEITHE D HLERER GO - R ) OZIEE - W R OVHTE - F&ER
BINARE STz,

2008 /-3 H 7 H, EFEFKBHILRRICESESWEELZ [T Ka gl o 7 ke
#E 0.5mg | (ZHRIEAH L DORBEET,

2008 -3 A 14 H, EHFRFHSIELXRICESEHwEs%E [T ke o 5
TR XL 0.01%]) ITARFEAEE OEKRE ST,

[Fh R 0.5mgl KON FH Rerxml 0 0.01%) 1 XEARERAS I - T
IR5E X CU 223, 2010 4F 11 A 6 HIZ H E TSI BUE R TE AR &Mk S 7=,

[0 a8 4mg) 1%, BETHRASHEDNBEEEZEE L, KLU GELZRTE, ©F
PEERER, AW R SRR 2 M L, 2014 4F 2 H 14 BIZ&RA S, 201446 A 20 H
WCHRGEZBRAG L=, CGEAFE 0331015 5 (CFRk 1743 H 31 BH) 1THEES & &R HGE
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T, HARANEE2EFREROBEMNE, ZEMENHERINT-Z 0D, [T Fa 6 0.5mg) &
W R U8 4mg) 1£20214F 8 A 25 AT, T2 AL 7 I A R— X ) IZx7
% DCyBorD #iEDZNEE « R K OVHE - HENBIKR I,

k1 ARFIZEWT, CyBorD BIEIFAGR I LT aLY,

2 X T A TIIIAREERA] (X7 Ly 7 R) EERTEREMA (XT7F%a—nm) 2B

HY, EHVEAL 7 I 0o R—3 AT THREGERADOLARBEN TV D,

. HROBRENEYE
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) RIBEOEHMEAL 7 IvnA R—vABREFEEXNGE Lz, Y7 akA 77 I RAKY,

RNT I T ROREER (FFH A2 0) LEOPFHEE (CyBorD JEiE*) ~D X T
L=7*2@_EFed L7z DCyBorD LD E B SR EE S L7z,
- EATIZR VT, FEEFHMEE E CH D Mk FH5EeZR%h (CR) 1%, DCyBorD #
53.3%, CyBorD #if 18.1% Cdh -7z (4 Xtk : 5.13, 95%CI : 3.22~8.16, p<
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(I'V.5. (4) KAEERER) OESH)

%1 AFIZEBWT, CyBorD JEIEITAGE I LT 20,
%2 TV AT\ TIIAEEERE (X7 Ly s R) LETREMA] (4T % a2—

n) BAdHY, EEMEAL T I oA F—Y AT FTRE[FIOLAR SN TND
3) BHERZREIEM BHEARH) & LT, FIEYYE, BYYEOMEE, FedsrkalE g
A, BERRI, HEMERS, WREZIL, BER, RERRZSEH, 5 ik, K, BERE
KR E K O ERiE 55D %ﬁﬁﬁﬁﬁ%,iﬁﬂv—,ﬁﬁEﬁ%ﬁ,ﬁﬂ®r%ﬂﬁ,
FENEE, BEANE, MARERENSHREINTWDS,

D BFIF M
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£ 0.5mg IZER 6.3mm TH®, $E 4mg IXEL 7.4mm THEIREOD LA DEEA|T
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I. AFRICEEY 51EE

1. R4

(1) M4
T H R u ®8E 0.5mg
771 R % 4mg
TH Rr e XL 0.01%

(2) ¥4
DECADRON® Tablets
DECADRON® Elixir
® : Registered Trademark of Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.,

Whitehouse Station, N.J., U.S.A.

(3) AFFDHEE
DECA (77) 1% 110) OERERSEIEETHY, 7L R=Y 1O/ 10 fFOM =
L, ¥/, anAF Y ro 10 ERICHABESNIZE W BERPIAD LN TN D,
H|Z DE-IZ dexamethasone @ de-TCT% & %, Z FAUZEI'E KB 4 /L > #84| (adreno—cortical
~ho-rmone) % &>, DECADRON & m# 7,

2. —#&4
(1) & (F4iE)
TXY AL (JAN)
(2) ¥4 (W4E)
Dexamethasone (JAN)
(8) RTL (stem)
TV R=Y /7 R=Y 1 UFHEK  -methasone

3. EEXXIERERX

4. PFRRUSFE
572 : C2eHaoFOs
sy 1 392.46

5. {24 (4% XEEXHE
9-Fluoro-11 8,17,21-trihydroxy-16 o -methylpregna-1,4-diene-3,20-dione (IUPAC)

6. {BFR4. A4, KBS,
Hrizze L

EEHS



. HMESIZET HEE
1. YEEFEHER

(1) 48 - R
o~ TR L Ot i TR B ME DR TH 5,
e BB H LD,

(2) BfEE

AR ) =), X ) —) (95) NiET & b ARz <, 7' b= MU mzEEFic<
<, KiZFELEBT IR,
(3) Wimt
MR L
(4) @R (HBR), HBR, BRER
Al %9 245°C (43f%)
(5) BRIEEMERETER
M ER L
(6) SEFRH
B R L
(7) ZDHDELREME
JEXHE [l 3 +86~+94° (¥f#%, 0.1g, A% /—/L, 10mL, 100mm)

2. HBRSOEEEHTIH SRR
BB L

3. EMRSOERERE TEE
(1) HEERIABRE
1) EMERIS
A KB T U D AFIE L UK OIRIR ZWIR & LR 7 7 A 3 RBEEIC L D 15
TR E 7 A D EVER S BT 5,
2) ERANATHIOL BE R E VA
Kiwzm X ) — WL, R 7 ==k RT V=0 ARIKREINZ, IG5, 14,
ZOWRIZDETZ ) — /& W TRBRIZEAE L TR AR E L, INA~R7 h Lz
HEL, REFEDART MV ERFDOSBIBANRT "V XT W A X AR O A~
MRS 5 & &, lE DAY MUVER—EEDO & 2 AIZFEEROTRE ORI A 7B
%
3) AR A N VRIE
BALA U 0 AEERNEC X VR ATV, KD ART ML ERBOBALY FLVE
TXY AL ARG DAY NV ERT H & X, WHE DALY FVILE— D &
Z AIZIAIER DO FEREE DWW 2§88 5,
(2) BEZX
ST SRAE
k7~ 757 4 —
T« SOOI LR
BEE K, T F= b U VIRIK



V. ®FIEHYI HEE

2

1. HiR

(1) FIROREH

¥E 0.5mg, #E 4mg : FEH (8D

= U FI L 0.01%

U LA

(2) BHDNER TR

HR7E4 77 Rua 8¢ 0.5mg T R u U8E 4mg
:ilhiz HIAY O HAFEDOFEE HBAY O HAFDEEE
x| =R} IR
) = D =
E£ (mm) 6.3 74
JEX (mm) 24 2.8
g (mg) 93.5 150
ZNN=E n 535 n 545 4
piEa— R @ 535 @ 545
R 784 FH R F o0 0.01%
pailpi T U F 3 LHF|
i ROERHDK T, = PEOF = ) —HEDIZBWAEAH L, JROHBEN
PR
H5D,
(3) #FAa—F
(Mv-1. (2) WA OB OMER ] OESH)
(4) BEFIOMH
HR7E4 FhH R Fr0.01%
pH 3.0~3.4

(Mv-6. WHOHFSEM TIZRIT 2 LEM] DHBH)

(5) TDih

A L2

. HFEIDHRL

(1) BRES CEERS) OEERVFMH

Hx7e4

77 Ka 8¢ 0.5mg

F 7 Ko U 8E 4mg

FhRar=l
0.01%

R

1 &g+
FXY A XY 0.5mg

1 &+
TXY AKX 4mg

1mL #
FXHY A XY 0.1mg

Nl

HpEAR Y, VU WRAKSE
TV LK), b
ToaysrSy, AT
TV~ TR T A

LB, U KSR
T LK, Y
TnavrrSy, AT
TV U TR T N,

= Rk

JVkvV, =X ) —)L
(95) *, REEFmE, Vv
1V MU UK
Y, 2%, HE

% 100mL ' 5mL (5%) &FfH




(2) BREFORE
M L7en

(3) B8
B E R L

3. BRBAREOHERERUVERE

A LR

4. AHif
BN

5. EATHAIHENMED & 5 5HMM

Mg L
6. HEDBEEHTICHITHREMLEY
(1) IEFAER
OF 1 Ru g 0.5mg IERER 40°C, 75%RH [Ii&EiEHEE (PTP &%) ]
BRI : 2011/6/6~2012/2/20
PERIE H = PRAFHIM
<> &5 B Ak 1% A 35 A 65 A
PR 606011
< THYERRAD O HAED 607011 T A TE A 1A A
Mo #bE > 607012
. 606011
ZkE
(%F&jﬁifi7 —y | eoon Ee - - iy
wH g 607012
e (o 606011 88~99 95~99 94~98 83~94
e (%) 607011 91~98 94~97 93~96 92~94
<90 %y, 70%LL >
607012 94~99 96~99 94~99 90~94
) 606011 1.9 — — 5.6
LK) — P EE
ijfi;l/gfi:i?% 607011 1.5 — — 7.0
’ 607012 2.9 — — 5.6
e » 606011 100 98 96 92
a5 (%) *
607011 99 98 96 93
<90~110% >
607012 100 98 100 94

¥ FRBICKT DEAR

(%)




OFH Fu U8 4mg INERABR  40C, 75%RH [Hci&al

A

wiLRe (PTP o

) ]

BRI - 2012/7/2~2013/10/18
PERIE H = PRAFHIM
< JHHE > Fr BH 4R HF 1%H 37 H 6% H
PR DEX4T-1
<HARE TIAATE DO ERR DEX4T-2 Sk HWaE HWE A
AN DFERE> DEX4T-3
DEX4T-1
ILNJit N - - -
e e [pmar2| e wa wa e
I y DEXA4T-3
DEX4T-1
MifEsBR (HPLC . . . .
LB jﬁ%(p ) DEX4T-2| w4 o o e
) DEX4T-3
- DEX4T-1| 73.2~103.9 77.1~103.5 84.5~101.3 81.0~101.3
wHE (%)
. DEX4T-2| 70.8~101.6 77.2~103.3 86.5~101.8 82.8~108.6
<90 %y, 70%LLE>
DEX4T-3| 71.4~104.1 90.7~105.6 88.5~104.6 85.9~110.0
DEX4T-1 2.8~5.1 — — 3.9~5.5
RUF ) —PER R
PR DEX4T-2 1.4~2.9 — — 2.2~5.0
DEX4T-3 3.4~4.1 — — 3.0~5.9
a0 *2 DEX4T-1 101.7 102.5 100.4 99.9
DEX4T-2 100.8 100.9 100.0 99.5
<95.0~105.0% >
DEX4T-3 102.2 101.3 99.5 99.3
%1 : RRT % 1.25 OHEHEWE ; 0.4%LLF, WHEZEWE ; 2.0%LL T

2 BRBITHTHEHR (%)

(2) RERFESE
OFH Pyl £200.01%

RS H 1 2020/3/31

EHRFERAE  25°C, 60%RH [k miEae Oh)]

REREAE =N PRAFHIH

<HiHk > x5 BRAAIRE 12 % A 24 » H 36 » A 48 » H 60 % A

pH 9XMO1 3.2 3.3 3.4 3.5 3.5 3.6

<3.0~4.0> GP0800 3.2 3.3 3.4 3.4 3.4 3.5
RAE B P 9XMO1 B - B - - .
(R, FEmEm) GP0800 "
i (%) X 9XMO1 102.9 103.2 102.0 97.3 97.4 95.9
<90.0~110.0% > GP0800 101.8 102.6 97.8 99.1 97.8 95.7

X RRRICHT 2 EHE (%)




(3) EABLRBOLREMY
AEBRESEIR - 2014/3/21~2014/7/31

OF 7 Fu b 0.5mg A 40C [, KA
RERIE B = PRAFHIM
<> K5 BRAREE 2 i 1% H 25 A 35 H
Mk n=10 TOERRAYD | TERRA D | T ERRA D | TAERRAY | ERRAY
< ZAEEAY OFAFRD | GRKO2B1 | OHAFRD | OFHMAFED | OFHAKD | OEMAFED | OHATD
A FEEE > HEOHEE | AROHEE | HROHRE | BAOFRE | AROHEE
WHIE (%) n=6
aitE (%) fl GKO02B1 | 92.6~98.1 | 92.3~97.0 | 94.3~103.7 | 86.4~96.1 | 87.8~95.6
<904y, T0%LA I >
PL=N (V * :3
=i (%) " n GKO02B1 |99.7~101.0 | 98.9~100.6 | 98.0~99.9 | 97.9~98.3 |98.7~100.1
<90~110%>
(BZE1H)
GK02B1 49~54 47~58 54~61 51~62 50~60
MRS (N) n=10
¥ KRBT IEAE (%)
OF 1 R w8 0.5mg EALE  25°C - T5%RH [, B
PRERIE B = PRAFHIM
< JHHE > Fr BH 4G IE 2 1A 2% H 37 H
PR n=10 TOYERRAD | TAYERRAD | B | A ERRA Y | T ERRAY
< ZAERBAY OFAFRD | GRKO2B1 | OHAFRD | OHAFED | OFHAKRD | OEATED | OHATD
A FEEE > HEOHEE | AROHEE | BROHFEE | BAOHRE | AROHEE
W (%) n=6
e ( )fl GKO02B1 | 92.6~98.1 | 82.0~96.2 | 89.6~101.4| 91.6~95.9 | 89.9~94.9
<904y, 70%LL k>
PR=R % Rd =3
=i (%) " n GKO02B1 |99.7~101.0 | 97.3~98.2 | 99.4~100.4 | 99.3~100.5 | 99.8~102.0
<90~110%>
(ZE1H)
GK02B1 49~54 38~45 37~43 38~43 35~43
MRS (N) n=10
¥ RRBICHTIEAE (%)
OT 1 Ra U 0.5mg MEaldE S, Bt (D65 B (K 1600Lx), KB
RERIE B =I5 FoLE S A
< JHHE > T BH 4G IE 40 7 Lx-hr 80 77 Lx-hr 120 77 Lx-hr
PR n=10 TUSEFRAD O | TAERRAY O | TASERRAD O | TAYERRAD O
< ZHEIAY OFAFRO | GKO2B1 | KAFKOBAAO | HAFEOAGO | LATROHAD | KAKOAGBO
HEDFEEE > #EiE B #EiE #EiE
W (%) n=6
miits (%) n GKO2B1 | 92.6~98.1 83.6~92.6 84.3~88.2 79.0~84.6
<904y, T0%LA |- >
PE=N % * :3
SE 06 " n GKO2B1 | 99.7~101.0 95.8~97.3 91.2~92.6 87.5~89.5
<90~110%>
(ZE1H)
GK02B1 49~54 51~59 51~56 46~58
A (N) n=10
¥ BREBICHTAEAE (%) KA - K5




ABR FEHEIR - 2015/3/24~2015/7/28

OFT 1 Fu vdEdmg HAEE 40°C DY, KUBERLE]
FRBRIE H =I5 PRATHAM
<A > Fr BH 4G 2 3A 1% H 2% A 3% A
PR n=10 WRETH | R T | WRETH | WHRATHL | R Th
<Y THMTE DEH LP1001 | fAIEOERR | AIEOERR | AIROER | AEOERR | A OB
AN DFEEE> ANDDFEEE | ANVDFEFE | AVDOFEEE | ADOHEEE | A DOHEE
WiEERER (HPLC) n=3 . . . . .
W %<;<1> ) n LPI001 | o o o o
AHME (%) n=6
LP1001 71~95. 2.4~95, .4~98, 1.3~94. 2.4~95.1
<9045, T0%LLE> 00 93.7~95.8 | 9 95.6 | 93.4~98.7 | 91.3~94.8 | 9 95
PEI=R 0/ %2 :3
= () . LP1001 |99.5~100.0 | 98.6~99.0 | 98.7~99.8 | 98.2~98.7 | 97.7~98.2
<95.0~105.0% >
(2E1H)
LP1001 60~171 54~62 48~61 56~65 54~68
WA (N) n=10

K1 R HEORRT £9 1.25 5 0.4%LL T, @~ OFFWH ; 1.0%LL T, ORBHRMH ; 2.0%LL T
2 FREISHT 5 EAE (%)

OF 1 Fu B dmg  #AEE 25°C - 75%RH [, B
ABRIE H =357 PRATHAM
<A > T BH 4G E 23 1% H 2% A 3% A
PR n=10 WRETH | R T | WRETH | WHRATL | R Th
<A THATOERG LP1001 | AIEOERR | AIEOERR | AILOER | AEOERR | A OB
AN DFEEE> ANDDFEEE | ANVDFEFE | AVDOFEEE | ADOHEE | A DOHEE
WiEERER (HPLC) n=3 . . . . .
MRS (HPLC) n LPI001 | o o o o
<H1>
AHME (%) n=6
20045, T0%LLE> LP1001 | 93.7~95.8 | 91.0~98.9 | 94.4~98.3 | 81.6~98.3 | 91.1~97.0
A= 0, *2 —
= (%) n=3 LP1001 |99.5~100.0 | 98.9~100.5 | 98.4~99.2 | 99.1~99.3 | 98.7~99.4
<95.0~105.0% >
(ZE1H)
LP1001 60~171 27~33 29~33 26~31 27~32
WA (N) n=10

%1 FHRWEORRT £ 1.25 5 0.4%LL T, @% % OFBGWE ; 1L.O%LL T, QORE&EME ; 2.0%L0 T
2 RARISHT 5 EA%E (%)

OFT 7 R U8 dmg  MEalEE =E, Bk [D65 LR () 1600Lx), XU A %]
ABRIE H =357 KBRS &
< HiKg > e B AR 40 J7 Lx-hr 80 77 Lix-hr 120 5 Lx-hr
PR n=10 RO TILAY | RO THAN | A CTLATR | RATLATE
<R TIA DO EIRE LP1001 DEFEAD D | OEFEAY O DOEFRAY O | OEFRAD D
A DFEEE> #EiE e #EiE #EiE
Wi (HPLC) n=3 . . . .
- e n LP1001 e EPeS e e
AHME (%) n=6
LP1001 .7~95. .1~97. .9~94, .0~95.
<9045, T0%LL > 00 93.7~95.8 93.1~97.3 89.9~94.7 93.0~95.6
A-E. (o *2 -
= (%) n=3 LP1001 99.5~100.0 98.0~98.6 96.9~97.8 96.6~96.9
<95.0~105.0% >
(2EH)
LP1001 60~171 42~52 47~55 47~54
WA (N) n=10
X1 HEMEORRT £ 1.25 5 0.4%LL T, O% 4 OEZEWE ; 1.0%LL T, OREZEYE ; 2.0%LLF

M2 RRRCKT D EHE (%)
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. REERVBREROREN
A% L7

fiuFl & DRSS XL (MEIEFHEIL)

AHEDHERICET HFE

ARIEZ, AFOMBUCFARVLZEVECET M TH Y, Al L BlE L THM L72BROA L -
LAEMIZOWTOFIIEEM L Ty, £7z, BLE LAl OB b e Z @M > T
FRRET LT, RAIZ A & BLE U TR BRI, SEAORMCE MRS L, Hllr
THI L,

<TFHFRrr=lFIIL0.01%>
A7 R RAEEZEOTXIYAX Y U OEEL 100 £ L, TOMXEDERTRT,
PRAFERAE - 25°C,
Fhifugk - Efbaotre s & —
FHaRFH 0 1996 F
E B BRI LRFOREAE R L TEY, BEORTBALEBRRDLZERH D,

HOE Bl o EEAIL (r4h)
A 14 A4 TARY vom ey (FRED R )
AR 90% L4 F r7 by 7 A m sy TRRRL 200 (B7 7 L¥vy)
S 0 THER=A® Oy (THFT 4V V)

NFLORT A mayT (B7RRFEFT LA FTufdxtFu)

RAI VORI Ay 7400 (RAK~YA vy LK)
Ry —neovnmy 7 (A7) LEE)

v — v 7 A OKBRLT VI =T ATV - Kb~ 7R T L)

Fodr 14 1 TARILOL R YT (PRAELT 7Y V)
FRAFEE 90%LL | TUAVer YT (T U AT AEARE)
LB L A7V revmy 7 (MU A SR —RREAKTY)

rZoHIvevmy” (K735 0 LK)
T ) N— R X)L (T ) N)LE X —)L)
TV RFeyny s (A RrrETINR)
RYTIFoenmy T (U Fa~TE YRR KIY)
K7 FVeRT A vmy T (YaTdTe—/VIERE)
KI5 vevmy” (d-Zal7==5 I <A k)
LaZfrern 7 5% LWV Ry AT AY)
AVarevny 7 (FXA A M7 7 o BALKERE KT -
TS — VAR UBES Y L)
ATF ey (FahTa— N EREKFIY)

® : BT

11



9. B
(1) BHBRE
77 R 88 0.6mg 1X, ARG HIMNERLBIEE 3 MITED DNIZT T A H Y UEED
TEHHEICE ST 25 2 ERHER STV D,
GREAW I O 7= pH6.8 DV Ut (1—2) 900mL % vy, WHIEERIES 2 kI X
v, 50rpm THREEZIT D)

T LA
RN FRE R RS
0.5mg 90 4y 70%2A |-

(2) BHERER?
<FH Fu 8 0.5mg >

kB S

HEE BAKRT WHEERE Rk

(IR 5 N OVRBRHE : 50rpm (pH1.2, pH4.0, pH6.8, 7K)
CHE]
- pH1.2 (50rpm) Ti¥, 15~3057(2F#4I85%LL FIRIH L7=,
- pH4.0 (50rpm) TIE, 3047 LARRICFEEI85%LL By L7z,
- pH6.8 (50rpm) TIE, 305312 FEH85%LL BiaH L=,
- /K (50rpm) TIE, 30 432 85%LL HiaH L7,

TH Rua U8 0.5mg (XMEFEAHEIZRIT S (%3 2 2V 5k 0.5mg) OEERFITH

2o
(Pt 5AR)
TBHE (%) pH1. 2 (50rpm) BHIE (%) pHA. 0 (50rpm)
100
80
60

40
20

—&— 7 /1 KA 0. bmg

—e— 7 KO 80. 5mg

0 16 26 36 0 15 36 45
BRI () BRI ()

B (%) pH6. 8 (50rpm) R (%) 7K (50rpm)
100
80
60
40
20

—e— 75 KO §0. bmg

—e— 75 KO §0. bmg

0 15 30 45 0 15 30 45 60
B (43 R (53

(n=6)
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<77 Fua §E 4mg>
IR EIR L DA FH MR T A BT A S O—HEIEIZOWT CER% 24 422 A 29 A
RS 0229 5 10 &)

el
1L AR wHEEBRE N RVE
[FERE N OVRBRIE - 50rpm (pH1.2, pH5.0, pH6.8, /K), 100rpm (pH6.8)

CHIE]
- pH1.2 (50rpm) TIE, FEAERIFOSFELEEEHED 60% & T 85%(TIL D 2 FfRIZIBW
T, AL O SR SR E R O SR R £ 15% O R IZ - 72,

- pH5.0 (50rpm) TIE, FEAERIFOSFELETEHERD 60% & T 85% (1L 2 FfRIZIB W
T, AL O AR ITAEERA O SR R+ 16% O FHIC & - 72,

- pH6.8 (50rpm) TIE, FEERIFIOSFEETEHIEED 40% KL Y 85% (T D 2 K RIZF W
T, AAL O R ITAEAERA O SR E R+ 16% O FHIC B - T2,

- /K (50rpm) TIE, FEAERLAIONERHED 40% K T 85% LD 2 K RIZIHB\W\ T,
AR it O SEREJ S SR AR VE R O SER Y R £ 15% D FERIZ B - 72,

- pH6.8 (100rpm) Tid, AEAERLAI L OGRERTLAI & H 12, 15 0 LANIZ ) 85%LL 1
A L7z,
Pk, RSOV 28 AR ERE L g L7265 R, 2 CoRBRIKICB O T [ERERSO
EWZLORIENERBR T A R T4 > ) OHERECEA LT,
(R HH3ER)

3 R (0 7"r“ = (Y
BUE () ph1.2 (50rpm) ‘j;';z ®

pH5.0 (50rpm)

==

—e— T kO iiEdng

—e— T/ K0 fEdmg 25 AN
oo > §20. 5mg

==\==FH K0 8E0. 5mg

0 10 20 30 0 10 2 20
B (%) B ()
BiHE O pH6. 8 (50rpm) AiHE O K (50rpm)
100 100
1 e B gemmoeATTTTTTTETTTTT
50 50
25 —e— T KO fidmg 25 —e— 7 KO U fEdng
=== Fh KO 2 80. Smg -==eFH K0 280, Smg
0 ‘ ‘ ‘ ‘ : : 0 ‘ ‘ ‘
0 15 30 45 60 75 90 0 40 80 120
B (9) B (5)
BHE 0 pH6. 8 (100rpm)

—e— T/ O UfEdng
-\==Fh KO0, Smg

0 10 20 30
B ()

(n=12)
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10. B& - 8%

(1) FEFADELGES - 8%, SNENRHRGESR - QRICET H1FRK

A% L7
(2) A%

77 K 8¢ 0.5mg

PTP : 100 & (10 $£X10), 500 & (10 $£X50)

FH K a4 4amg

PTP : 100 #& (10 ££X10 ; EZEEAIAD ),
500 #& (10 BEX 50 ; #MAIAD)

FThH Rkl ¥ 0.01%

250mL [1 i (&) ]

(3) PlREE
Y L
(4) BHROHE

7 71 K a8 0.5mg

PTP a¥t - BUHILE= LT 4 VA, TIAI =T A

T 71 Ra U BE 4mg

PTP s  RUB(LE= LT 4 VA, TILI =L
toe—@E RV ZF LI IR— M T AI=ZTALT LA
REIRAI D

TRl 0.01%

w7 A, R =F LBy AR e o fl
Fyov7

1. BRRBHEN SRS
BB L

12. £t
R L

14




V. ARICET HIEE
1. BEEXITHE

OERMRITRE#MESS (RAEKE, KAt TEAY ERM), SHIBRE#ETE R
Bo)—t), RIBHFEEE ESMRRRE PRERLSE (FRIR (&t 2V
—+€]), BFRIRFERICHS BEMERREMA, ACTH HEMRIBAE, T ERIHIGER

OB U< F, EFHEFHYUIF (RFILHREED), UITFE (VOIFHELL%E
B), VOIFHSRGE

OxTN T F—TR (25ERUVEMEARRK), £5ENERX (EREARE, BHESRD
ARz, BERMENZROER SROEXMERFEEZST), SRUEHR (REHR), &
RiE

OR7A—ERUR T O—EiEERH

OS5 -~ MmELF£

OKEXmME, MERESREXH® (MNEMEEAEXXEE2D), FFZTOMOILEMEICK
37 LILX—-thE (EF, hESZEL), ER

OEEREE (LEBRELGAT S)

OFNHEm (REMXIEEHBFORDLNASL®), ALK (R2¥AMK, BBk
AADO2ERE, B o/\Ea0R) (REBLKREZSL), FREREVE (KEK,
M), £3% (/MRELERUI/MRIERE), BEFBRERN

ORBERZ%, BEEIEXE%

OEEHREEROESREOHE (BXYE, XTIL—%28D)

ORMERF#% ERERMICEELAGINDELDEED), B S > FRA ML, BHFX G
B, SHERE, BAS-#HE) (BL, —BMARICREETH#BIEDELVLEER
BT oAt LDICES), HEE (FHE, #attlEKkEHFS540, Bit5-o%%
#51m)

O¥)Laq F—2R (BL, @EEIFFY o/ HEROADIFBEEER<), VEAMEME KR
% (MRME) (BFRAEXEZST)

Ofi#Et (Rhifs#, EERBEKICRS) iERFIE6tRT5), BtmES (sl s
BT %), BREmER (WERFEERT ), BERERESX (WERFIERT %),
BEELDS & (BRI LEHRT S)

OfERE% (N, FMRZED) (BL, —REREXDBEIIEENETELERLA SN,
M OMEFETHEAR+ oL EEZICEHMANS L), REARLE (XS UNL—EESR
#89), HAELE EEHENE SRUELE (REREMEx2EED), MERR ED
AR, SHWRAERL

OFMY VRE (U /\pHiEE @RREE ROoF R REAEE BRENE) RU
FlURE GEBER), TRENFE IFEOERER

O<sEHlOAH>BMEER (VXTS5 FURE) BEICHES HEFER (B - EH)

O %S48 M HEHE

ORETRHDFHE

ORIBHEER, M2 - HEBE RBRMKE SBREBESRLBEICHT H/FHHNRE

Ots - BRE (EENORIINZEED)

OEME#RE (Vo FHEE#ER)
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ORERBMEROMENL
ORIMIRE (MhOBELNEDLTIFE), EEEE
O*E% - ERAE (REEP, ESMES. BiEEL EMEE% BE%RES BRB
EHERER, ZFrE—KRE%, -4 - /MREP, EF—ILBE TOMOEEEEL,
IEREREY, ETHEEARE, TOMOFIEORES, BEH S VLIIIIMES, BN
BRUSNEBEEDORD - K% SMERVERFBIOES - REXG L) BL, EHEFL
HIBHBE LN E), "EBPE (MRR FOJIIR, ERSESE BRERS LS
) (BL, EEHICR D, -, BCERPIEFEINEFLL), EFRP (BHEMZERL)
(EEMICRS), *"EERVEE (SEM4EE (EE0), PSSR, BEaiE,
BAtGE BENEREER ATRENS, 544 —EER), "ERBaE (EEH
ICBR3), *REEE (EEHICRD), RESZEMELE, BE (FSKBHEMH,
HSEEARE (BL, 2B HEAHOBESIIEENICES), IgA ME 2% (FEHFICE D),
DI—N—YYRF ¥y, HEREBRERHE (BOBULAENRE, RFITVRX-D
AV VR, RBOAR, 7y RAEERHE —Fzv M (BEKDEWVNES), Uy
ToayvaAHEMESR) L1 /—%K *ARBREE (BERICRS), XEER (3%
MXRERE, EERKXAE, Senear-Usher [EEE, HMEMXERE), Ta—YVv7ESHK
BE#% (BXAEE, BiEtEAEPEST), EXERERKALE FREL (EEHICRS),
MIEE (NSRS EST), EEEERRMERE (EEAICRS), 7LLE
—EnERRUVZTOEE (AEEEHFREBRIERESE22L), AEHEERRE, F&ER
ARPLL—=
OMER - R##E - IRE - BHOREMHERBORERE (T FYER, WIRREL HELE
%, Rk BEAMAER BERIRmEPEEHE, RHHFE), SMNREER UHIIRE
DRIEREBOFERETRBARELURIIF+22IHE (RBIR%K, HiEL, AlER, 4
[E3¢, WEEHRER), BRMEBOMRREE
O2fE - =P E%, BHEDRHLE - HERPBE, A —IIBRUA-ITIVEERHE, &R
EEHEE DEEE (M) MR FUILX—MHRE EWE (HEH), ETHEREYE
2%, WREEL - RIERE BERREGHEROFHEROEBRRERE
OHAMORNRBRUER (BARRETHRELEVED)
ORBEEE, 2% -2 (REMH) EXRRE
O<$EfloH>EFMEALT7IOAL F—IR
* o AFIERAVWTERNFTT D LEBEHIVIT A LENREZHFLEBLVEHESND
BRICOHAANSC &
(fi#a0)
<EHMEALT7IvA R—vA>
RIEOEEME AL T I v A R—YABEEHRIZ, 7 aFRA 77 I KK, "LrT >/
I T KROKREER (FFH A2V ) PiMRE (CyBorD #RiE*) (ZX T Y A~ T7*2 % RRE
L7z DCyBorD JiEDHMERK N2t % CyBorD #ik & i U 7= [E B 4 R 55 A AR BR
(AMY3001 ) OfERICEDSEERE LT,
%1 AW T, CyBorD FEIEIZAGR I T2,
%2 AT A TR (X7 Ly s R) EETRERA (FT7F%2—n)
NV, EHMEALT7 I A R—Y AT TREFOBEKB SN TN D,
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2. PMREXIIHRICEET HEFE

BREEN TV

3. BERUAE

(1) RERUAEORE

T Ko 8 0.5mg
77 a8 4mg

<HEMESA (CRTFFULRE) BEITHS HIEFER (FBd - Eet) >
W, RAIET IV AZ Y L LT 1 H 4~20mg & 1~2 [Z 5 EIRE O
e+ 5, 72770, 1 HEKk20mg £TE45, ¥

<£BHAL7SIAA4 F—LR>

OIEF & DPFICIBNT, BHE, BAIZIET FH A2 L LT1 H 40mg
1, 8 15, 22 HHIC#EE TS, 28 HEZ 1 VA 7L E LT, kK6 VA
I NVETELE AR IRT,

< ERRUSDOhBESIE >

FTERYAL L LT, @FEHRALH 0.5~8mg & 1~4 [RIZ/ERE 1 # 5
T 5, 7k, Fle, SERIC KV EEHRT 5,

ThRrrx )Xy
JL0.01%

TXHAZY L LT, B@EEAL1H 0.5~8mg % 1~4 [AIZ 5 EIRE O 5
T %, /MRIZIZ 1 A 0.15mg~4mg % 1~4 EIZ B OG5, 728,
B, ERIC KV EIEET S,

(2) RERUVHAEOHREERE - HH
<#ﬁ%@ﬁﬂ(vxfi%yﬁg)&5’%5%mmrﬁ(ﬁb'ﬁ%)>

(LS AR

TRV RAE Y TR 174 1 A 21 HERfE OIS - A AR RS

E%%%:$A®$WﬂmL%0<o
<EHMALT InA F—3 2>
RIEROEHMEAL T IvnA F—Y ZABEFEZRHRIT, V7 uRA7 7 I FKY, R

VT ROREEH
Fed L7z DCyBorD HiED A M OV

(T A%V ) BEA#EE (CyBorD JiE*) (ZX T A~vT*2 % |
2% CyBorD ik & bbi U 7= [ERS 3[R 25 AR

RER (AMY3001 ikER) OfEFRICESEHRE LIz,
k1 AFRIZBWT, CyBorD BIEITAGE L TULRU,
2: X7 LTI AREERERA (X7 Ly 7 R) LRTRERA] (X T7Xa2—n)
N0, 2HMAL T I A R—T R FKE FTRERAOLAGR I N TN D
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BT h<T, YIaRAZ 7 I KK, RAVTY I7, TxF A% O HEE

[DCyBorD VL]
[E B[ 265 NAEERER [AMY3001 75k (ANDROMEDA %) ] &5 A7 ¥ 2 —1

| 1~2Hq 4 (1~838) | | 3~6H44L (9~245) |

1&47»285@ 1444128 AR
BE | 288 | 388 | 48 188 | 288 | 388 | 488

TU T B S T S
1@, 1,800mg
ET#Es Day1 Day8 Dayi5  Day22 Day1 Day15

o0KRAITFIR

Bwmm {111 r 1t 11

(EKMIRE)

Day1 Day8 Day15 Day22 Day1 Day8 Day15 Day22
$0%IZHIRA y M Y Y y Y y Y.
RLFIzI
1@, 1.3mg/m?2
ET#HSE Day1 Day8 Day15  Day22 Day1 Day8 Day15  Day22
FEYARIY A A A A A A
40mg/3#8 : i i i i i
20 X I ERARA Day1,2 Day89 Day15,16 Day2223 Day1,2 Day8 Day15,16 Day22

A TEHALJUBEOREHRNES

1 — o
ARV UEORS ;20
! L 20mg, 5 LT TRE 1~3 BRIET T TRYAZYVLEAKS - 20mg

' FEHA LY UBEORS - 40mg
(20mg FOIZHBIL T2 Alcb=5B5 )

BTV AT eI uRAT 7 2 KK, ATV T, TEFRAZYUOMHITRK6 A 7L
(24 38) #5 L=,

<70 AR D, WARE (BMI: 18.5kg/m? AKii), MIKEHEIE, = e — /L REOBERWE, X
EAT B A FRECHTHEBMER 2 0WE L IEEFLEREALLAEICE, TP AZ2Y 0%
20mg/ B THRETHZ LEF L LT,
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4. BERUAEICEET R
FRE ST
5. ERERRLIE
(1) BRT—R2/1\vF5r—
<EHMAL 7 2 oA F—3 ADKRRF>
s | HERT A /5 | ot | et | Ewwime
eI

[EI B AL [R] 25 T AR
AMY3001 35 9

FEM, T7r¥ b, FEHEXNM, LhimdtFE

RIBEOEH AL 7 I v A R— U A BH © © —
DCyBorD #f : 195 5] (H AN 15 i)
CyBorD*#f : 193 5l (HA A 13 f5])

* 0 AFRIC

BT, CyBorD FIEITARE STV, © : FHAME B

(2) ERPREFEIRRER
RZCMERE R L
(3) RERGERER
AZMER R L
(4) fRELROEER
1) AR
<EHMALT7IvoA K=y 2>
FEIFR IR AR (AMY3001 kiR, HARANZZOWINT —2) 9

BT YA

HFEM, 77, FEAMR, LhasxIkRERR

PSES

RIBEDOEHMEALT I 104 F—3 & 453880
[DCyBorD#E19541] (25, HAANEF15H4) , CyBorDEE19361 (95, HARAEF13H) ]

T B GR I UE

C FHERRELSANIC T S A R—Y R LB &= 18Ul Lo B
LUFOWTINCE D ERSNDEFMALT R a4 R—Y AORIE/RERAEZH T 5 8%
OMIEMEH=5g/L (MifHE A BERUKE) K& Oz B ERIEE)
O iE e sH (FLC) =50mg/LG /A5 #5 L < idinvolved & Uuninvolvedibiz fift#%
o7& (AFLC) =50mg/LA {9
T IvA =Y AM—HEICEBT DIRaRRE L 1oL AT 5 EE
+ ECOG performance status A 27 7% 0~2 DB

EEVAN AN i

« SEMEME R B BEE ORI T2 A1 5 R

s ERARLDMAERBOT T 22495 HE (NT-proBNP >8,500ng/L, NYHAWRHISHH 2 T =
MBXIXIVEDIRER )

CFEALRT S oA R—V A2 [T HHEE

« ARFRERO A D6H A 7 /L OISl L TE L Q0D B

5771k

(V. IRFICBET2HE 3. FIEAOHE] OBREZZROZ &,

WIENORREB28H 211 7 vk L, CyBorDEETIZY 7 v A7 7 2 F300mg/m?2 (fE/K
WML, B0 SUTFRFIRN) , AT Y 27 1.8mg/m2 (2 F#E) R ONT 4 A X V' 40mg (f%
0) ZLAEMFBE RS L, k6 A 7 /VE ThifT L7-, DCyBorDRECTixCyBorDIZ F3FH L
25 h<71,800mg (ZTF) VA 7 1~2I1EENE, V1 7 L3~61X2 [, V1 7L
TV T4 R 5 L, BR24% 4 7 0V F CliifT Uiz, AN U T Lz,

* 0 ARFBIZBNT, CyBorD JEIEIZAGE S TR,
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Mmigr57ea28%) (CR) = EEET I v A F— A IGRAFHE LT CR O b
T BFEOEIE
*  [HERT I oA F— 2 AR IR A E HE

FEN DM FEME
CR FLC BN HOEF, SEEEHEICLIMETIIFLIRTO M EBEEANE HIC
Tk a
VGPR N—2Z2Z A b dFLC 7 >50mg/L : dFLC &7 40mg/L A28

_—2F A4 b@D dFLC 23 <50mg/L : MfiF M & H & 90% B L, 7vo, &
M ZE F 7S 100mg/24 FE % FE 5
PR _—2F5 A vD dFLC 78 >50mg/L : dFLC {i2% 50% L4 L

FEFHnIE B N—2F A b0 dFLC 78 <50mg/L : IfiiiE M & H &2 50%84 L, 7o, 24
REfHI PR MR A &0 90% 895, XiE 200mg/24 Il & T IEID
No response | PR i
Progression |CR 7»5 OEfT : 8572 FLC It (GFLC 28 2 fi5) O
CR/VGPR/PR & OHEAT : 1 M & 2 0.5g/dL #8, 7>2 50%LL L, X
RS M EE2 200mg/ HilR, 730 50%LL ¥ GEREMICHER TE 56—
DIFAET D)
iFLC 7’ 100mg/L #8, 7> 50%LL _Esin4 5
a ;i FLC 23RV LIRSS, KR OYRZEEEIEIC X 2 MG & IROBEZBRBEMETH 25513,
CR D% & L T uninvolved #EEfEE S K% ) FLC O EF LTV T H L3720
b: R—RA T A MEOERIL, IBREOPEEL A LENIRIE Lz, BEEOIEXRMEE Lz
T NRE AR AR T — A F R (MOD—PFS) *1, FZE 2Rt re(X T — 1 <o
T (MOD—EFS) *2, 24 F# (0S) , 65 AKRESOCRE, VGPRE EOFEZZRD 5
Nl BHEOEIG, BREHN, ZE2hErR S
*%1: MOD—PFSOEF ; 7 v ¥ LMEDEREENHLL FOWT O ESERHRIT 5 F TOHME
a) BT
EEE AN b) FEZRlRaRHRRIR T

ARG H

< DAREOERKIER  OBAE, =M A T OBOSUIBIIRAN SV — o S B 7R LB
Wi oo h L EFR
- BAROBRARIER « MENT LB B2 M2 L 2 R REORBL & E %
c) EET I v A F—3 A —IHHh S E F I D < ik AR BT (IRCHIE)
%2 : MOD—PFSOEFRICMZ, KIEH & L TOIEREMEDOHIEE MIIEREtEE A < b
ELTEDD

cBRBENDIRLEL 6 A I NADOIEFEEET LRI EE M 2 R+ 52 L & L7z (CR
FIZOWT o Z ] 0.04999 THIE),

- FEFHIHEE THh D CR (%, IRCHIEIC L 274 AT, Mayo Clinic Cardiac Staging
System (25 < DR H] (stage I, I, IMa), &FM AL 7 In A R—Y 2ABAEIIHT S
T AR A oD Fe ki (SEHa3 2 [E, 25 L7e W E) K OVE R (CrCL=60mL/%y, <60mL/
4y) ZJERIKF & L7z Cochran-Mantel-Haenszel (CMH) 12 X W #iE M OMig#dT L 7=,

- EEFHBEER TH D CR FIZHOWT, DCyBorD #f & CyBorD #f & OICAEENRD LU
7o, EERREIKEHIEE Td 25 MOD—PFS, OS O CHEHFIEZ AV CIERBE S
DT EEFANTHE L (e l3FEBEDOA X FLIZIS U T O'Brien-Fleming @ o {H 2 B %

FHWTERIE),

* @ AFNZEBWT, CyBorD BEIIAR I LTV,
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TEEHIIE H /
A REFAG I H

[20205E2 A 14H 27 UV =k v b A 7B 4]
FRBT X %5 & BRI

SEREH
DCyBorD #f CyBorD #%
ITT 4, n 195 193
RN GER, n 193 188
. 9.6 5.3
BTmERE (), A (0.03~21.16) (0.03~17.33)
Be 59 A 7 VK gefil 11.0 6.0
FHHF SRR B R, %
I aRAT 7 I KK 85.8 86.1
RLTFVIT 96.6 97.4
FRY R 100.0 100.0
VAN 100.0 —

- FERHMEEE - MRFH5E2ZES) (CR) F

- FEARBIKIHMEER : VGPREL EOENRD S BEDOEIE, 61 HKHOCRE
AAREMIZHB WO TCREIIDCyBorDEE (19561) 53.3% (95%(ZHEXM : 46.1~60.5) ,
CyBorDEf (193%) 18.1% (95%(SHEIX[E : 13.0~24.3) TH YV, WEERIDOA v XX
5.13 (95%[5HEX M : 3.22~8.16) , p<0.0001T& Y DCyBorDEE AN KEEHHIICH E I @M
-7~ (J&B]Cochran-Mantel-Haenszel#ii &, A= /K%0.04999) .

HARNY T 7N —TETIC BN TH e L REROMHEN Th - 7=,
SREF
DCyBorD #% CyBorD ##
(N=195) (N=193)
CR, n (%) 104 (53.3) 35 (18.1)
[95% EHEIX[H]] *! [46.1~60.5] [13.0~24.3]
> Xt [95%EHE X [H]] *2 5.13 [3.22~8.16]
p fE*3 p<0.0001
VGPR LI E, n (%) 153 (78.5) 95 (49.2)
[95% EHEIX[H]] *! [72.0~84.0] [42.0~56.5]
v Xt [95%(FHEX[#] *2 3.75 [2.40~5.85]
p fE*3 p<0.0001
6 #» HE A CR, n (%) 97 (49.7) 27 (14.0)
[95%EHEX[H] *! [42.5~57.0] [9.4~19.7]
v Xt [95%(F#HX[#] *2 6.09 [3.70~10.03]
p fE*3 p<0.0001

CR : complete response,  VGPR : very good partial response

* 1 : Clopper-Pearson Efif CI

*2 0 ARERIT OB (stage 1, I, Ma), WAL T I v A F—3 ABFITxT i
IR OHESE (HELE 2 E, #E5IL7eWE) ROBHRE (CrCL=60mL/47,
<60mL/%y) #%JERIET & L7 Cochran-Mantel-Haenszel %

* 3 2REMITER Cochran Mantel-Haenszel #i7E, HASAZEM T Fisher’s exact test

* @ AFNZEBWT, CyBorD BEII/AR STV,

21




EEGEHEE E /
ARG H

- FERREIREHEEE - EE AR T — S E AR (MOD—PFS)
MOD —PFS®Kaplan-Meier i (£ {&£EM)

(%)

100 -
80
=
)
E
7 60
P
(A
&£
g
% 40
12}
|
=
20
=%~ DCyBorD# =@ CyBorD#f
O i T T T T T T T T T T T
0] 2 4 6 10 12 14 16 18 20 22 (B)
) 1
at risk#
DCyBorDEf 195 178 166 147 86 60 44 27 10 1 0
CyBorD#f 193 163 134 111 44 29 20 10 7 1 0
ERE]
DCyBorD #% CyBorD #¥
(N=195) (N=193)
AV b, n (%) 34 (17.4) 53 (27.5)

MOD—PFS f5fE, H
[95%15 FEHIX[#]]

NYP— R [95%IEHEX[E] *1

p fifi*2

0.580 [0.363~0.926]
p=0.0211

k1 REMIT IPCW k& FVV AR BLAE S & 3 2 IEERIEAAH & Cox AN — FE
T, BARNERNIIERREZ DA% &35 Cox il YF— KET L
* 2 2REHIZIEER] IPCW logrank #7E, HARANERIIIEER] log-rank &

% RFUZEBWT, CyBorD HiEITAGE I N TR,
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c FERRIKEHMEEE : OS
OS®»Kaplan-Meierfhfi (2{AH£EM)
(%)
100
80 1
60 +
&
H
b3
=
40 -
20
=+~ DCyBorD# -@- CyBorD#f
O -
FEFGE R / 0 3 6 9 12 15 18 21 24 (B)
Bl EEATE B at risk HAfE
DCyBorD#&f 195 176 164 131 81 42 17 1 0
CyBorD#f 193 170 161 120 74 38 16 1 0
AL
DCyBorD ## CyBorD #¥
(N=195) (N=193)
A2 b, n (%) 27 (13.8) 29 (15.0)
OS uefir, A HEE R RE HEEARBE
« EERRIREAGIE H : ZRahR e R
N 3
SR O : SRR :
S DCyBorD #% CyBorD ##
g i (N=179) (N=148)
CR, n 104 35
P (), A 60 (8.0~299) 85.0 (14.0~340.0)
VGPR LU EDFEL), n 153 95
P (), A 17.0 (5.0~336) 25.0 (8.0~171.0)
« EERRIREAGIE H : FahREre R
RER KO AANERICBWT, CREUVOPREL FoZEhRk i defii:, WwWFho
HLHEERETH -T2,
KIMIREHIE T SR EN : R—RA T AV NFA T V== THHZT S v F—V A L
ERMr S, MEMRREZE T EED I L, [RRERE R OIR—R T A % OREFT
iz W3 d1mLl B 7 B

% RFUZEBWT, CyBorD HiEITAGE I N TR,
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e AR
(HHEHS)

n (%)

SREF
DCyBorD #% CyBorD #*
(N=193) (N=188)
R e e
;zgggng&%@@ 174 (90.2) 169 (89.9)
TheEs 957 39 (20.2) |25 37 (19.7)
(W NORET E Nl EA 28 (14.5) | RAH M NE 38 (20.2)
10%LL E) | TS EBALRLEE 18 ( 9.3) | FESHBALALEE 21 (11.2)
155K 40 (20.7) | {HF% 27 (14.4)
T 38 (19.7)| T#i 36 (19.1)
GIOYI 29 (15.0) | HE.0» 39 (20.7)
R RE =2 F= 53 (27.5) | KA =a—nn F= 34 (18.1)
E=giiih 32 (16.6)| &1 31 (16.5)
U 2 RERME 31 (16.1)| U >/ BRIBDAE 25 (13.3)
MR A i 30 (15.5) | /M E 20 (10.6)
I FR BRI E 20 (10.4) | & TPEREE 10 ( 5.3)
ARIRIE 35 (18.1) | RIRIE 37 (19.7)
% 39 (20.2) 9§57 37 (19.7)
AP R 28 (14.5) | KRy 1EizE 38 (20.2)
TRTCOFERES 189 (97.9) 185 (98.4)
IR B 0D N1 = 65 (32.6) | LEbEE 41 (21.8)
(WFHDORET IDARA 16 (8.3)| R4 10 (5.3)
5%LL ) DA 11 (6.7)| LEAHE) 4 (2.1)
B 11 (5.7)| @ 6 (3.2)
I B e E S 83 (43.0) 68 (36.2)
5 BYYE R OFARE 31 (16.1) |EYYE R OFAERIE 16 (8.3)
(WTFIIORET fifi g% 14 (7.3)| Mz 9 (4.8)
2%LL ) P IMILE 6 (3.1)] e 0 (0)
N 30 (15.5) | Lofikheiss 25 (13.3)
DARA 12 (6.2)| DAE 8 (4.3)
INEAIS 7 (8.6)| MEIL 3 (1.6)
DA 4 (2.1)| LEHE 2 (1.1)
W2, MEl R O 17 (8.8) | MR ER, MWLM OY 11 (5.9)
THEERRE THEERRE
% ] 3 4 (2.1)] FRILIKEE 3 (1.6)
fim 7k 4 (2.1)] Kk 1 (0.5)
% BEEERD 15 (7.8)| & - 2HEERY 12 (6.4)
BHAAL DK TE GO TE
ZEIRAE. 6 (3.1)| Zeskst 3 (1.6)
H ke 8 (4.1)| BinksEs 6 (3.2)
TR 3 (1.6)| T 4 (2.1)
R Qe E 7 (3.6) | R R Ve E 10 (5.3)
VNGB EY=C i) 1 (0.5) AKyiBETH 5 (2.7)
PR R IR E 7 (3.6) | MR RBEE 9 (4.8
N 3 (1.6)] ks 6 (3.2)
;ﬁiZiégggwhm 140 (72.5) 133 (70.7)
B T BB 22 Dl
BRI LIERE DS b,

NR— 2T A R E
AL TV BRE

30/30 (100)

24/25 (96.0)

(MedDRA version 22.1)
1 HEFRLEOTNOORERE ORREERZ TBHEZR L), 125071, TRRetE/IN, THHE
PR, NEEMEFE] © 5 BePETRME L, Talgett g, TAfgetER), NSIEMEE) SHlrsh
7 F%w MRS ] & LT,

% RFUZEBWT, CyBorD HiEITAGRE I N TR,
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2) REHHR
(M'1) ARMERGERBR] DOIESR)
(5) BE - WEHFER
BRI L
(6) AaRMEEH
1) EABERE (—RERRERE, FEEAMEREZ, GFARBELERAE), "ERTHR
T—ER—RARE, HERFTEERSBRONE
M L7en
2) RBFHLLTEREFTENDABXIIREL-FE - HBROBE
M L7en
(7) £
NG R L
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VI. ESFEICEEY H51EE
1. FEZPNICEEHSLEVRITILEMEH
aNFV L, B RaalFVy, L R=vnay, AFALTLR=yay, XXX

2. ¥HE{EA
(1) EREGL - EREF
TEHIREST

BRI EERNVE T, RIROFEFEaNLF a4 FERUEFICLD, BERWEOAGK
il & RIEMIBR OWEEIHNC L 0 FIRIEER 283, MIIRE®H 2 WIIENITHFET 225K
RICFEAT D &, BNIZBAT L TREDOBR OB % Bthd 5 VIEIAET 5, 855036
BN TERSNDREN X X EITVFRIANF -1 THDHN, ZIUIHEAKRY R—
YA ZHEL CREMIC T 0 AEZ TP, rar RSy U8, oA a b o8
R EDORRMEDOHEAZIRT IS 9,

F2p AT =A%, OFRMAMEROE, 7540, WelZT 51EH, QRIEMEY A M1 -

TEDA O, @QRIEDIRE AT 4 =— % —DY, OMmE N HIIEE f OBER 1

DORBMEINH T SN D 9,

OFRHEEMERO, 7%, BEEITHIT HER

AT aA RENZIEEZ: & ORFRGRALIZ A S/ 5 Z LI L Ko U o REk (Rl
T U REK) AT 5, aF R ERORIEMME~DOERE A HET 2. T U >/ kD NF-« B
EHEALERHI L, YA NOA VEAEMA D, AT A RENIRA B U U /RERICT R
N—yRAEFHEEL, £72B U U ERPEGEK 7 (TL-4) (2L 0 IEHEAL- 83 2 98 o
BFEZ RE ST 5, HERDSEAHR Il kW~ e 77— b T 2 B, ~7 >
7 =Y OEERE, MEEEEALEESN, INF-o IL-1- AZ a5 A —8 -7
A ) =T I FR—=F—OEADIHI SIS, AT aA REIOU REREEGER X
U XM R MREOEME Y N EOREICRHIH STV S,

QREEYA bhaY - TEHA 2 OHH

~snu7y—y - Ak X5 IL-1, IL-1ra, IL-2, IL-3, IL-6, IL-8, IL-12, IFN
vy, TNF-a, GM-CSF 72 EORIEMT A N DA VPEE « JUWN AT aA RANZ XD IR
EIND HEOEEIZED 5 ER 7 PDGF, TGF-p 138l z 5% 72v, LIrL AT
2A RFNEYA S IA L EWIIERZLTZD, A NI A S RIROBB NI 25 Z
ERIBENTEY, ATaA REIBYA NIA CPEAZIH L CTHRRIEFE-H 2R3 &0
IEREFIETD,

QORIEDIBE AT 1 T—2—DiFED

7 7% RUBRBOMRE, 7 7% FUVBITMRED Y VIBENHHR AR Y =1 A
(PLA:) OIEFATIEREL, FIcy 7 utxo 7 —F¥ (COX) DIEMICL W RIEAT
4= F—=DTaRET T EMELBIND, AT v A RENIRIERFT O 75 Al
sPLA: TA-flE cPLA: OFBLZMHI LT, 7I7% RUVBOERZHET 5. £,
PLA: FHEER U R aLF L OEAZHENTIAI=ALLHL. 7 7% RVBENL
ODAXT Ty He e BT DY 7 aAd o7 —8i2id, [EEHICEERT 5 COX-
12y RhXo oo, IL-1I2 k0 BER, mMAEWNR, BRHEEHII I BN3 2588 o
COX-2D 2ODT A VWA LNDHDH, AT 1A FAlX COX-2 Z 58 < #fl LT, RIEL
NDTOARRTZ DV FEEEMZD,
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@1 & W 52 Hifa 3k 0 #E B F O R B H
FIMERIZAN R IC R L= 855+ ICAM-1 2/ L CINRICEES L, RIEENLIZIRE
5, AT A NANZ ICAM-1 OFRELZIHIT 5, g EEMEICEE L, 27 A Nz
Ff&\z s &, AR O BEERANHNC L 0 AN Z R Z U, 4F5EREER, IR
Lt SN D e AKX I &S L CEMNEZERELZIHT 5 Z L ixdh<nbmbh
TW FE 72, AT A N7 I V%= Bl ZRAERREREZBD L, v MNUELE S
I 4 S 1 i e RS
(2) EEEMFTHHBRAE
1) PiBHIEH -9
YUADT T VXN KD RPREEIC L, T A XV 0.15, 0.5, 1.bmg/kg Z T
B OIEISIER I HERIFHES R S, ZOMEWER X 3 %O 7 7 UVx = %5
IZBW TR RNEP R ENT,
F7z, v bhorAfa bl XA mEBHICXL, TXHA XY 015, 0.5,
1.5mg/kg % 3 FEMIRINICE FHEST2 Z L1k, FAREEFENIC IS OME VER R
O BT,
2) PUAZEIER 9
VU ADRY B VAR DI L DREFEREICR L, AH 0.35mg/kg/ H, 12~14 H %
WNESIZ LY, 277 DR/, &R 50~T0%Hif S i,
3) TRV UERMEIER (77 % NUomiERLEEH) 101D
Y XEEL D EONTHTERE T A XY 1y M TRE LT &%, fMet-Leu-Phe
DRPFT L 2DT T F FomolEhiz 32%MHl L, TFFAZ Y UK DBRARY N—F
A2 OIEVERRENRB SN, £72, ~ U AOMMEIFMIAO i 2 N2 72558 1280 ¢,
FERY AL 5X106M TUEL L= & %, PGE2 DA% 71%, PGF2a % 68%il L
oo 7 7% RVBBPINHENOG 52 ONTHRIE7T e A4 77V Al OREITA LI TN
7200,
(3) {ERRBRME - FrbibmE
BRI L
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VI. EMEREICEEY $1HHE
1. MPREDHERE
(1) ABARLEVLGOHPRE
M EE R L
(2) BERFBRCTHEAIA-LDRE
(% WS T — %)
TEEERR A BME 12 £ I CREFIAZ L HEBGRBRIC C, TP A X V' 12mg #RNES (=% 7
—/L 1.0mL CE&ME L, ABEHEI/K 100mL T 3072 80), 77 Farx= Y 20 0.01%
%Z 120mL (0.1mg/mL) KO 4 Ko 8 0.56mg % 12mg &5 L= & &, i g
BERH 2 FRLICR T, 12
BEF : 60~120 %y
T U FI Il 10~60 4y
<00 T 1 T T T T

(TW/8U) [@EE ¢\ % N B e

20¢+ -
&
S S M S S S S S
EER] (hr)
@ TV AKXV UIERND
O =%
A GEF|
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fERERR N 6 LT XV A XY Img R OFSG L2 L & oMb EE LY Fitlord, 1

$oe v I R HE PR ] e EE | T3V A XY VRE (ng/mL)
R (hr) (hr) (ng/mL) 6hr 24hr
@)(%%BZST% 1.3£0.4 3.3%x1.1 209129 5.0=1.3 0.9+0.3
n:
20-
154 n=6

(TW/8U) F@EE ¢\ W N TS

T T T T 7/ T Tt f—r
0 1 2 3 4 5 6 12 24 48

e 1 Gtk irf] (hr)

<F 1 Ru B 4mg>19

BREI SO EYFRRIEMRBR T A KT A ZO—ESOEIZ W T CFRk 24 42 A 29 H
SAFARE 0229 % 10 &)

THRa EE4Amg 1 LT I R U8 0.5mg8 8 (FX V% AX Y L T4dmg) &7
B A A — =R K0 B MR HER O F S L CTlER T R Y A 2 R EE
ZRIEL, SFon- e T X —4% (AUC, Cmax) (22T 90%(5HE X FEIC THE
FHIENT 21T o T2 A5 S, 10g(0.80)~10g(1.25) DHEIFAN TH V), liH D A8 7 AR MED R
ST,

YRR N T A —H ]

HE T A— 5 BEINT A
AUCt Cmax Tmax ti/2
(ng-hr/mL) (ng/mL) (hr) (hr)

Ay RN = 4mg 213.0+38.1 46.6+10.4 1.22+0.59 4.26+0.56
TH Rua 8 0.5mg 198.9+40.7 43.6111.6 1.06£0.58 4.061:0.44
(4mg #5-, Mean+S.D., n=20)
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{ng/mL)

60 -

50 -
% —e—FHKO§E4mg

40
;E, --A--FH KO §R0. 5mg
x
'3' 30 4 mg#%5 , Mean*SD., n=20
!
+J 20
=~
]
10 4]

0 . . . L : :

0 3 6 9 12 15 18 21 24

R (hr)

MAE IR ONT AUC, Cmax F0D/3T A — 5 1%, #ERE OBER, REO BRI - KR
FEORBRFMC L o TR D WRELH D,

(8) rhiEsE
Y ER R L

(4) BE - HRAEDOEE
(TVIi-7. #HEAEH] OHZH)

2. ¥EMEER/NTA—4
(1) BHFAE
M ERR L
(2) RIGEEEH
M ERR L
(3) HEEEEH
BRI L
(4) DUVUFS VR
(B%E T — %)
3.7+t0.9 (mL/min-kg) 19
(5) HMER
(& T — )
0.82+0.22 (L/kg) »
(6) Thith
(B%E T — %)

NAFT XA T T4 AUC
FhH R 78.0% 57.18 (u g*min/mL)
FH RRy Ty F L 82.6% 59.73 (1 g-min/mL)

(FHRYAZY L LT 12mg 2R AO#%5) 12
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3. B&H (REaL—Yayv) @
(1) BHAZE
R E R L
(2) RSA—SZEBER
REERR L

4. RN
WRANER G - W A

5. 9
(1) m%-fKEEMEE M
BRI L
(2) moif- ka8 RS P9.@aid i
(IVI-6. ¥EOEFEHTHHEEICHETLEER] OESHR)
(% W T — %)
FRA ALY 8mg AN L 8~11 BRI, FEOR L @EHRIcE T,
FEARSFRIRAL, WEEIRI, WERBIIRIE O KT, AT 59 A &2 LB R BT

WA, 16)
REARMFIRD. 2.2 4 g/dL
PR JUR . 2.9 g/dL
S JUR . 2.6 1 g/dL
Ok 2.5 g/dL

FRYRAL Y RO Lize &, B REMRELIT1: 1 TH 5, 1719
(3) Eit~DBiTH
(IVII-6. FFEDYE RE2HTLEREICETIER] OHEESMR)
(2% T — %)
AW bmg OV F=ym R OELH Lz L A, 48~61 FEUNIZHLIF 1L 2D
EHRE5ED0.14% (Tug) OBITRG T, TXH A XV AZBWTHRAF ~DBAT
MPEING, 19
(4) HE~DOBRITHE
(% T — %)
TXYV AL VEO TN aanTF af K img/kg & & MIEIRNE S L72iBRIZ B0
T, MEHER O i@ IR IR 1/2 LT, ABRBAAS 8 Befif., MEHMER & ks
DT Naa)Fad NEEITEEIC/RY, 24 FFE%IIMBHEE & 7o 72, 20
(5) £~ DZITHE
MEERR L
(6) MPERHKEEE
(% T —4)
77.4% (7T X UREREE 83.7%) 2V
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6. it
(1) KRR URBERE
RBHEBAT © TN
(2) RBICBEAE5T 5% (CYPE) ONFHE, HE5E
FICHHRHIEESE F b 7 0 — 4 P450 3A4 (CYP3A4) IC kv Rigisns, 2
(3) PEEBNRODEERVZTDEE
M ER L
(4) KEHPOEEOARRUVFSL, FELE
BRI L

7. Hit
PEEEAL « 21

8. FSVARR—A2—IZEET H1EH
BRI L

9. BWMFICLHREE
MEERR L
(B35 T —4)
7V R=Ya ATmiEENT, BEEEITICEEI NV, ATF AT L R=Y r Liikis
Hrickvipttsn, HELHEGTLI20LE NS DL L SN TND, 29.29

10. BEDEREFRTHEE
(IVI-6. FFEDHE REAT LEEICHT HEE] OHEM)

1. D
BB L

32



. £ (FRELOZES) ICH9 3I1ER

1.

BEEARLTDERA
REEN TV

. EBRRER L EDERH

2. 23 (ROBHICIIERELEWNI L)

2.1 RHIO RT3 LIEUE OBEERE O & 5 B

< GEFH >

2.2 ROIEHNZAE AT OBE - F AF 7Ly UEBE KT (BYEICBIT A EEIZRIC X
HEHER), VALY R, VAR VRS -7 2 AReL 757 2F 3
R7< Vgt - = A U ZEy, VAR VRt -7 /JREeEL Y 7afxi L
TV - AN A E Y, UL R VIR - KU T R DA, X
7 7B ACNVERRE, TAT T VEN, XTTEACNERE - 7 AT L EL - XY
7 7 eViEmEE [10.1 2

<z FI>

22 ROFEREFEHPORE : DAVT 4T 5, T FIN, TRAET UV UEREK
Y (BHECB T 2EMERICE DEBBER), VAEE Y SHEREE, Vel SRR
W7 /4N TI77x2FIRT7eARE - AN UEEY, UAEEY VIR
T JFREN VTR FUALTAEE - AR VALY, ULEE Y R
W RAVTT7IENT N UL X7 TFRACNERIE, TAFTVLVEL, X7 THR
LIRS « T AT T L EIL - XU T TR [10.1 28]

. PRERIIHRICEET HFER L TDER

BRE STV

. BERUVREICEEYT 5B L ETOER

BREEN TV

. BEGEFNIE L ETDER

8. EELEXMIE

gl | = v x|

<ZhEedtE >

8.1 8.1 AFNOEGIZ LY, FHRIEYGYE, FeRtErRlE R ERERE, THbrEE
B, BERP, HMEESEOHEERANEARNO DN Z ENXHDHDT,
AFN O HIZHT=> T, ROEBEDLETH D,

8.1.1 |8.1.1 BHAZER U TR ICES, EREZE L, OTEEIEIZ X > TH4aIC
BESENIIG TX AT, AFIZERG LanT &y,

Fio, R THaeGaliX, RPEEEITH 2 &,

8.1.2 (81.2 BHFIZEERH O MBLUIKR L, W HoRBlE & Bl 21T0, £70, B
FrARLVANLERT D XL, HH, FREOLAICIIMET S
72 EERAERZITO 2 b

8.1.3 [8.1.3 B, WHERICHIET DL, & XICRE, HE, RARE, B
B, AR, BIEE, v a v 7 HOBBERS S Sbnd Z ENHDHD
T, AP ILTHGAIE, RAICRET S0 EEEICITO 2 L, B
BUER N B &N TG EIIE, EHICHRGXIIEETDHZ &,

33




8. EEREFMIE (i)

gAY o]

<%haeFE>

82 |82 AFNOEMH DT KEHRGHORE, 5 HIEE 6 » HLUAND
BE T, AEHENMETLTWSZ RS, AU F O
XV, U7 FUHKROBEEEE IR ST BENRH H DT,
INODORFIINTAET I TF oL &, [11.1.1 B

83 (83 Bz, ARFEEREFIKE SIS ICRYT 5 &, BmiafRz iz L
L2ENBHLOT, WOEBNLETHD, [11.1.1 ]

8.3.1 | 8.3.1 AFNBE G- BN KIS AR O TR O B A2 i35 2 &,

8.3.2 (8.3.2 AIE AT DEEED 22 W BEIZB O TR, AR XIS ~ DY %
MRS LD IS RBE L BIEEITH Z &, BENRRDILLSGH
R LIZGAICE, BEHICZ2 T2 X8 L, MUR0LEZH#HT
5HZ &,

8.3.3(8.3.3 K XNIRB OESC T2 Z T -2 e RbEETH-TH,
AHNFE G- L, AR XIIMBZ2RIET D REERH 2O THET S Z
B

84 |84 HANZ XV IRETCHE, frNEE, REANELZ KT Z LR H LD T, EH
B ZTHZENEE LY, [9.1.1, 11.1.6 ]

<HhEMEREK (CRTS5FUHEE) BE5ICHSHERER (B - EH) >

8.5 PUBMEIEIGA] (AT T F 70 8) TG 2 Mg (GEG - &
M) 1% LT, ABNT TR A & R S b 720, BREARRC
T T E DERMRRICEB T, DNAALFRREI T 72 dmik - BBk
EOEMOb ETCHEATLZ L, £, BELEREEFEOBRICHT > T
& DFAPUEMIEEA O CEEZ SR L CHIERETH 2 L,

<BRRRHE >

86 |85 SREBRE ISR DMERE 7 U — P OREERIL, RIBRERLE S

AR EGEE TRV L OWMEND D, AR ZBEUERE ICHRET 556
%, MEXROCBERELZEEICE=4—L, BIEE 7 ) —EOBES
FEROHBUCEE T 52 L, /e, BREVREDLNIGEITITEYR
iEZITH Z &,

<£BHEAL7IOAS F—LRX>

8.7 RERHC xS T&E 2ERMHRICIHWT, 290 AL 7 InA F—
AN A IR G - R A FFOEMIO S & TR D Z &, £, BEIS
BEDOBPFUCH 7o » TEIAIHZEA OB ICEEZ SR L THaEET
5T &,

(i)

<FBRBUE >

TRAE R T IRIT D MER 7 V) — B ORBLERIT, BRI ERLVE CRORGBEHE TRV E
DWENRHD Z L alkE z, e - 2R C THEEE) 287 2WMmERIRE LT T A
UGTHSRIC K Y TEEAEAWEDE ) OHEIGER L, (B8 2MREESETA RS
A (ERk 22 48 10 H3#17))

34




6. RENERERT IBEICHTIER
(1) AfHE - BIEESFDOHLBE

9.1 BHHE - IEEZOHHEE
9.11 UTOBRFICITABRLOOCEZE/LTVCHEFIAIBEZREB/ELENI L,
(1) AR LEHEFHOFEELLEVEEE, 2E0EEENES
FEMHEERICL Y, BYYENHEET 2B8ZhRnH 5, [11.1.1 ]
(2) HILEEBDES
KRG HIBE DR T LY, HABMEIRE S HE T 2823 d 5, [11.1.3 ]
(3) FRARDESE
HFXARCR IS L, BMRAEET2B8EZWRH 5, [11.1.4 2]
(4) BERMERBEDORE
FIEMHIERICL Y, SEMEERENEET IBEARH 5, [11.1.1 B
(5) HiimPEAERDES
TIEMHIERIC L 0, BB EAREENHEES I B8Z NN H 5, [11.1.1 ]
(6) #EOANEDESE
e ERRHEIC R L, REANENMEET BTN H S, (8.4, 11.1.6 ]
(7) BAEDEE
RIER R L, SNESEET L BZEANH 5, (8.4, 11.1.6 2]
(8) BMEENEE
TR DL AKIFRBEIEAFICLY, SEENMEETLIBEZNND D,
(9) ERMEREDHIBSE
T RU DA - KEFREERICE Y, EMERENEET LI BTN H D,
(10) MiLfEDEE
MREEFREATCHE L, MARFESEST 282N H 5, [11.1.7 B ]
(1) BT -NBOFHBIOHIESE
BIEIRIE 2 BT A 2N nH b,
(12) SHLHFEEZTEC LESE
DA LT & OWMENRH 5,
(13) Ay FA—ILFBEOHERFEDESE
P AEREE T (OBE L5 ik, BRENMET LI BENLNH 5D,
9.1.2 BEFDNBRE (AVLTHEFOFELELLZVREE, 2B0ERENREZRKR)
FEMHEERICL Y, BYYENHEET 282 5, [11.1.1 ]
9.1.3 ERRDEE
WEFAEEEER (FEE ER) S2X 0, BERESEETIBZARH D, [11.1.25
R
9.1.4 BFHBREDESE
BIRIMEWER L O LT AMHOBELZE T2 &2k, BHRENHEST S
BEhH D, [11.1.5 2]
9.1.5 FRIREEEETDOHLHEE
I HERE O ER 3 2 B 4, BWERASE Z 0 090,

35



by

i

=

9.1 EHHE - MEEZFOHLIEE (§

9.1.6 [ERAFFDEHE
FRERHENCE L, BFPHET L B8E0RH 5,

9.1.7 IEMHEREDESE
JEERHBNCREL, IBIEREMEETLIBZNRS S,

9.1.8 EEMENEDESE
YY), —RHERNEES D Z 08 H D,

9.19BEIFRISIATY Y TFTDESE
B BRI ANVADEIEIZ L DFRDBHOND T ERH 5, RKFOEG R F KO
B 5T % I3 L CFSREER S IFR VANV A — D —DF=F Y U T EITH 72
&, BRIFFR 7 A L AR OBEIEIR OB BUCER T 5 2 L, RENIRBD LN HE
ZIE, ARIOWEEBE L, LA NVAF &GS 570 CEUIRAEZITH &, e,
#5.BRLARTIC HBs HUR RO BE IR W T, BRIFFR YA L AT X HIFRZRIE LT
JEBI NS S CTns, [11.1.1 2]

&)

(fiFa5)

9.1.9 S, A7 a4 ROHEEIZE) BREIFRTVANZAF ¥ U THEETOUA )L AHIHIZ LD
JF OFBURIUZ DN T, GRITBWTRFD 2 SNTRER, AflzE AT a4 REITO
EEMEALE LB S, Bt sl tlol,

(R PEN il TR 50 (1) @ 38-42, 2009)

(2) BHERESE

9.2 BFMEESEE
9.21 BXR£NDEE
JERPHEET 2 B8EZNNH 5,

(3) F#tRERERE

9.3 fFscEEEE
9.3.1 FEZDEE
PP R RE CIE, M PR OEE N AL, BHEANEZ D030,

(4) £IEREZXHT 5F
BRIEIN TN
(5) ¥z

9.5 1%

T STIENR LT D ATREME D & B ZME I IZIEHE EOAWRYENERRIE 2 A2 & ]l &
NAOGEICOHREETDHZ L, BIERTHAIERAHREINTEY, £z, HiERIC
BIEARAEEEITZEND D,

TEYAX L 0.8mg A~ T ADMHIE 8 BHD 14 HE TOFKBIZENZEN 1 EHS L
72, KOV0.08mg 4R 9 HD 13 HOKHEZRGHIH & LZEh 4 H R
HLIEHBRIZBWNT, OBHORBENTEO LI TND 2,

36



(6) =70

9.6 &3l
IR EOFTMER O RFLAREOARIEZZE L, RADOMKGSUTTIEZ R0 2 L,

(7) IMNRE

9.7 INR%ZE
9.74 BIE+3IATH> 2 L, NABEOREIHN S LONDLZ ENH D,
9.7.2 EWEE LI-5E, HENTETEERRD SN Z ER3H 5D,
9.7.3 {KHIAMEIE T, MMEME, —ElEOEKRALLAENE Z 5 Z ENWEINTWD,

(8) BilnE

9.8 HinE
FHEE L-5G6, BYYEOFER, BERM, BHRE, &MEE, SEANE, ENES
DEWERAR S B30,

7. #HEEH

10. 8 E{EH
AFNL, FITHHCHIEESEF N7 v — L P450 3A4 (CYP3A4) (kv #tansd, £7-,
CYP3A4 OFEERH %2 b D,

(1) SIRER L EDER

101 BFAER (BFALGW I L)

HeFN F BRI - H 1 5 1k FE Y - fE R R 1
<TZUFIINLDRH> <TUFINLDRI> <Y FIINDI>
CANT 4T A BMTANT 4 TN T F | RElF= X ) —NLEEFLT
VA A S R-Taa—ph (BEEE | WHTRD, VALT 4T A
VTR AL, IMERE T, BEREEE, | 7 R-Tra—u
VT A R PEriE, SR, D, R, 86 | ROSEEZTZENH D,
(2.2 Z/] i, KAE, TV, R FR
Wi, 1K T%) 23d bbb
5 EnBB,
TAET UL UERREKFY | KT N Y U AMGENEEBLT S | AR
(BYECB T2 EMZIRICE | BEAR® D,
B AR TEIBIR)
=Y AR
[2.2 ZM]

37



101 GFAER (BFALLZWI &) (i)

AN T

B AAE IR - 17 1

B - fEBRIA

VLY e UHERRE

VAE e R - T R
BN T 72, RT7=wL

3RV N N RV N
FTFTv 4

VAv e R - T R
v Uk T

RiE - = A N X BV
=Ny A

Uoe ey R - T
72 <V % all VAV

TV

By T KAV
B A W
TAFT L e
AR T T

2y T8RRI - T A
FFLEN e RT T TENE
[173:0)

VAT —

[2.2 ZH]

2 S OIEHK O i EE A
TEH, EHEEBIELE
FNRH D,

AHKlD CYP3A4 #FHEAEFIZ &
v, 2o OFEAORBNE
HEINDAREEDN S D,

(2) BFREE L EDER

10.2 fREE (BFRICEET S L)

HEAN 4 R NE - WaRrA - fElR A1
F12 CYP3A4 TR#EN 53 | 2 b 0IRA| o f i 2% | A#|o CYP3A4 FHE/EHIC &
7 TEE, EHZETSELIE | W, ZhbORA OB
f<=F=7 ENBH D, EINDATREMEN D 5.
sy 4 P P AV
= P R SV
Rt

HNART 7 X

HART 7 X O R
PETT2B8FN1WRH 5,

AKFNINHART 7 o F L DO
DIABEMEIBRICEL, b
ART 7o X7 VT T
AFENEZTDHEEZLN
Do

CYP3A4 #3584 5 3H|
P — U EERER
Jx /)N EX—)L
DAy VA =
D0 S A =

ABNOVER N ETT 5 Z &
WESHTWD,

IS DOEANIF v — L
P450 #3758 L, AF|IORFHN
s,

38




10.2 $FRAEE (BHAICEEI S L) (i)

HAN A 5 B AR - 7 1B D7 T Y - f A -
Tz= b A AR OERPBITTHZ & | 7== o Y BF b m—1

WEEIhTW5, P450 Z3FE L, AFORHMN
N5,
BERIC LY, 7= FA D | KEFEARH

P E D EASITE TS5
EDOWEND D,

HIV v o7 7 —EEA]
U rFENL

AHFlD AUC O 5 50N
b oHEHFD AUC MK T
THBENDD D,

F b7 a—2A P450 12X LT
MAETAHAREERD D, £,
RANNF b7 m—L P450 %
BETLZLELD, ZhbD
AN O ML XD THE
HRH 5,

TTLEH b AAOERNBERINDIBZ | 77 L EX > hoHEKRFEN
nind b, 72 CYP3A4 [HEMEMIZE Y,
AFIORBMBILESH D,
~r7u7A RREAEYE B R AR VE CEIOERD | ABRIORBNIESNDBE
TYARA LY HWIRIND EOWERH D, | 3D,

T =V R B E E A
A FTaFr—

A7a¥kx

PERNC & 0 AFIT A 7 1%
YOMPIRENEBT DB
N5,

A 7%k 0L CYP3A (I2X0
R#tEshs 2 epmmeanT
By, HAICKEEZZT LA
REMENREZBND,

I aARY v

Bl R B R L Al DR BB
BlzXy, ffHLI=v 7 r X
RNY OMFIREN EHT D
EDOHRENRD D,

raARY ORE A RE
T 5,

T U FOVEET R OFHBRHCARBI 2 ET S &, | ABNZY U FOVERT SR OB
TAEY v MiEF O U FOEEFHERD | PEiE & A2 RE L, g
WENEML, VU FAE@E | Hod ) TV EERORE
BAERITZEDNMESINT | BMETFT 5,
W5,

e A PrEtm A OVER 23855 S/ 2 | AFN T ik &k EEHEAEH 2 &
ONVT 7 UL HY A ZERHEIR TS, %,

B DR 975 FH 38 I OEBOMER 2T S | AFNIAFIR T OB E 2 2
v 7T A RRIEH LI EPHESINTND, L, KA COREFRH %
A= /L7 LTl =I5,

WA 2 A Y o
Al
a-ZIVvas B —YRHEH
PV EY S
DPP-4 [HLEHI
GLP-1 Z &R EEH 3
SGLT2 FH5EH
A LAY HE S
1fn % R Al I OB OEN 255 S | #F A
ToBENLH D,

39




10.2 $EREE (BFRICEET S E) (hix)
RN B R - H 1 1 By - SRR -
FIRA TS OB OER Z WG S | BT
TLHEENLH D,
FURAD (U 0 SERFERIR | ERIC LD, B Y 7 AME | RFNIIRME TOD Y 7 L8
A FR<) NHLDLNDZ ENH D, MIREER R & 5,
K)o AFTUR
FATEZN
VMRV & N (S RS MFH N0 MREMET S | 2hboFEFRomF oLy
TR NLE b LBEENRD D, LMK NER R S 5 Al
TTFAHNET R MRndH 5,
YAt b
T7= RV RIS R A L LRI DS | KR
e S, iR A AME T
5EDHENRD D,
VAV NS MARGE & MARZERIED U A7 | HEIZAEHA Z T 58 %h
D fERIENR S D, N5,
WM BN T, SR BEE | B AR
BT DAHF L O MIC &
Vo, k3R R B O AR E
(Toxic Epidermal
Necrolysis : TEN) 2338 L 7=
LOHER DD,
. Bl{EA
11. Bl{EH

WORWERNS LoD ENHDHDT, BIEEZHS5IATV, BENRD LNHEIZX
BeH A2 d 57 EmU R E AT 2L,

(1) EXGEIER & AHER

1.1 EXAZEER

1111 FRBLE, BEFEOHBE (WL HERH)
BUFR T A VADHFRIZ L DFRB b D Z En3b b, [8.2, 8.3, 9.1.1, 9.1.2,
9.1.9 /]

11.1.2 REBTHEERESRL, BRAE (TN LBELRH) [9.1.3 2]

11.1.3 JHLIEES, HEERA, BERX (W Ty SEARP) [9.1.1 &

11.1.4 FBAHZER, S5 OKE B (T LHEEARY) [9.1.1 M

11.1.5 BHRE KBERULBESOFEREMEEE, AN\ — BFHEESH,
EEBOBRAEBR (I bEEARH) [9.1.4 28]

11.1.6 BN, LBAARE (TN LHEEAP) [8.4, 9.1.1 ]

11.1.7 MIRERE (B A8) [9.1.1 B

40



(2) ZOMDEIER

10.

11.

11.2 DD EIER

BAEA B
N3k Hitkw
Hikas T, RN - WEAE, BR, MU, I, e, RACRE, REOTHE,
LA
FEtpRE % ZEiE, RIR, 3, O FEV, IRE, REMEE == —o F—, Jull, #HiR
i P, BafR, BAEEIR

MEE - R EEH | WA ARES, BPE, =R A0, BT
R - FEARE FFIE, MRS, KAV AT A e =R, K R Y T A ME,
m A Y T L E

iR T MR PERE RS IERE 5 (- K D Mispe s, IRERZE M
LI5S FLEREE 2, AFERIBDE, I/ RIBAE,  F IR E
B S, £%E, BB, GRILE, KTVol, 5B RS, T OFE, FEITHRE,

BUEALBE, ALBE, AIGIGEIEE, BU§IEML - Massft, NRWhREAR, BUEHR
EHEUIE JE5

Z DAl FEEN, JRITE, AT uA NBE, WEEN, HELOZ OEEMEOHR,
Leo< Y, BHEEE, Wk, @&hE, i

. BRBRERRICRIITEE

12. BERBRERRICRETESE

121 A2 RAZ U FHGHROBRFICT 0 A XY IRz a2 &, RBEEREN
BRIz /e D EORERD D,

12.2 RIBREARVECARNL, MBEEMEICKT 2=t T — 7 F 7V U T LRERIC
WAL LIFL, RBERNMAREEEZRTZERH D,

BERE
X IE SALTUN 20
(2%) PDR (2006) (ZIZ FREo#ind 5,
S B O MR I SRR, SHERRIEIC L D, BE OWRIBIC L 5, AMORER GO,
RHEREEIC X Ve, RS EN5,

BRALOEE
<GEHN D FH >

14. HRLOZEE

14.1 ERZFEHOER
PTP @# 0 IEAX PTP > — b bl L CIRAT 2 Lo EET 52 L, PTP v —
N DOFRERIZ L0, BEOSATANBIE KRB~ L, ISR 2 E 2 L CHERRIR K% D
HELRAGIHEZRT L ZEnHEINTWD,

41




12. ZDMDEFEE
(1) BRERERAICE D 1FH

15.1 BRERFERICE D <15
BIRSREARNLE R EBEETOREICT 7 F o 28 L CHiRIEE, HURS SO RN
EHETZEORERD D,

(2) FEERERERBRICE D < 15
AR ST 20

42



X. JERREREERICEET 5B
1. EBEHER
(1) FZhFEIBHER
(TVIL FEZhHEBUC BT 2B ] DHESH)
(2) REMEEHER
HMEERR L
(3) TDOithDZFEEHER
B 2 )L F 221 KX cortisone,hydrocortisone DJE TRINIZHFEIE L, AROIEHMEHERFCE
FREEEZREL D, Lo, ANCLERED E CGEHZ0E) [TEEaLvTFaA R
DNEF & 70 D L FEA OFKBER B HBLT 5,
FEBE 20
S 3T 20 A & 7 X BREYLIZBE 5T 22 < OFERG R RET 5, Bl 7
AL, A2 ) ATKTLEZHEBIRT T2 2 000 ERITELL 2
Do
EHERENG 2 T HERIE e, IR iR Z e L, 7 N ARDFEA ZRET 5,
F7-, KIEOBESHAREE, &, BdHDOAWITE~OIWENEML, MWEOIEN TR
X8
B R RS REIS TR & & o 5 BILILAE O m M TUHE, 1)E & OVMSRE 2 ER{b L,
DERZOT KUy, 707 KLt ATk 282 R1E S8 5,
HRRARRER TR SECHEREZ KT 7Y, A L) DREBERTZ b H D,
MR ATITKR L CIE~NE S r B, JRILEK, ZEAMEREZHENIE, Vs, 4FReEk,
HER, AFHIHEEEREZ D S8 5, SIS LTE, T U > Bk~ 4filfEM, Mgt o
PRI REN TN D,
PRIEER 2 A L, SERE I FAETH, TP 22 NTEEOIERNE L L,
BEODERIZIZE A E 720,

2. EMHHER
(1) BRBEESSHHER
LDs0 (mg/kg) 2729

EyL7kT ~ 7 A VAN
511 ki3 I
-y >1700 120

ek, TXH AKXV 50mg/kg B~ U AR O#KE Lz ArEEER BT, mUHER E L
THEE DORE D N B BT LA, 5 BRSO T,

(2) REF/SHHEHAR
7w MITxH A2V 0.6mg/kg/ Ha 6 MR OREG LR BRIZIWT, (KREED T
(REHIMOME], HIMEREAD, VKD, BIEHEREORDPBO LA TND, 29
F7o, Ty PEROA XIZXL 1 H 0.4mg/kg £T# 6 » ARG L& ;%H?Hﬁiﬁ, iEs
gk, A, MARETRIZT FH A Z Y ATk D EEbN D BEITRO b ol
(3) EEFHEHR
M ERR L
(4) RARKERR
R L
43



(5) E£EHESHERER
TXH ALY 0.8mgE~ U ADIYR 8 H)vD 14 HE TOXKHIZENZN 1 EEG L2k
B, KOV0.08mg 4R 9 H2 D 13 HOKHZEGHIH & LEEi 4 BFEE S Lz
BRI NT, DHREOBENBED LN TWND, 2

(6) RETHIFEEER
NG R L

(7) TDOHOBKHESME
MY ER e L

44



X. EEMERICEY 5HE

1. REIXS
7 H Ru U8 0.5mg P - .
S N GRS (EE - EMEONLZE
Al F 7 R o bE 4mg LR L)
Fh Ra T Y F00.01% - B
Bosy | TR AX Y 2L
2. A3HE
79 Ra g 0.5 .
7o e ome BN - 34F (2R MEARBRAE T S <)
771 K1 BE Amg
TH ke =) X0 0.01% A2 : 54 (ZEMRBRFICHES)
3. aEREToOirE
IR

4. RFEWVEDEER
<z UFTIDH>

20. RV EDIE
20.1. BHEMZIIER L TIRE T2 L,

5. BEMTEM
BEMERLTA R F
<TvhoLBY A
ZOMOBERTEM A (TXI-2. ZOMOEEEE ] DOEER)

6. R—H% * RHE
[F—psy : VT v 7 ABE 4mg
FIEhEE - RERAAZY Y N TLAY  my, L R=yuyr &

7. ERREESFAR
1958 4E 8 1 2 H

8. HERFTARBEABRUVREES, EMELNSHEAR, WRETHKEAH
T H Fu 8 0.5mg

JE & BLERTE AR H H K& = EAMFEYENEAEA B | BB A A
[ Ts
(M Eﬁ’f%) . 1974 4E 5 F 24 H |14900AMY00040000| 1959 45 10 A 1 H | 1959457 A 11 A
T Fu e
FHRu b
o 2008453 H 7 H [22000AMX00571000] 2008 4% 6 A 20 A | 2008 4 6 A 20 H
.bmg
B3 AR 7 7K RR A " " " 2010411 H 6 H

FH R B 4mg

ongd ROERoTKGBAEA B K& FAMAEHEGRAFEA B | koeBAaaEA B

=111}

F Rr L fE Amg | 2014 452 A 14 B |22600AMX00512000 2014 456 A 20 H | 2014 4E 6 H 20 H

45



FhH a0 0.01%

Jig Ik

RGO KGBAEA B

il

A FEAEGERAE A H

WR7eBRAAEH H

(IHMRkZE44)
FhRurTyF
D%

196141 H 26 H

13623KUZ00678000

1961412 H 1 H

196144 A 25 H

THRrr=YF
2L 0.01%

2008 -3 H 14 H

22000AMX01400000

2008 -6 H 20 H

2008 -6 H 20 H

BUER TE AR

/

2010411 H 6 H

9. MEXIIHNREM RAERVAREEENEOFABRVTORE
771 Ku 8 0.5mg
OZhEE « WK OHE - FHEOBI : 200549 A 15 H
ZhE « ZhER  PUEMIESHS] (AT T7F 7 L) BEITHED HLEER GEO - TEH:)
FVE - R By, RAIIETS A% 2 LT1H4~20mg % 1~2 [EZ55ERR 0
Bh59%, 72770, 1 B/RK20mg $TET5,
T Ru8E0.5mg « 74 K U BE 4mg
OZhEE « R K OHIE - HEOBI : 202148 A 25 H
hEE « B  2FMEAL 7 I v A R—T R
ik - A& o3RI\ T, @H, RAZEFTSHA XY L LT1H
40mg % 1, 8, 15, 22 HRIZ&EGT 5, 28 HZ 1A 7L LT, &K
6 VA7 NVETHEEEZFIKT,
10. BEERER BiHERRARFABRUVTORE
OFFTAffRE HFAF - 1984 4£6 H 1 H
WA
B EHET HRLA NS D
SRR MERE M, SVRHIS 2 v 7 ROSMEIRY S a v 7 BRIRRE, RUE S (flrdr),, 1R
wI GEREGED S DIZIRD), EMERAEE (RIEERD T Z VRO LN L5H),
T EMERARI 2, MR
- BN
TREDEJGAZ DN TIE, EFE EOVEMER G RENRO SN0 TENTRETH D,
MLTE R, S - 1B (RIEME) MR RIS
O A A £ 1990 4212 H 19 H
NZ : 2hhe - VR0 5 b TFETEE] 2oV TIE, 2 SN ER S I3a e R
TEXRoT2T2DHIBR LT,
1. BEEHM
R LR
12. BEARBFIRICEET 5178

AANL, G HIRGIROXIG & 72 B RIS TIEZR W,

46



13. &@E2—F

L 0.01%

T A A S| RIS = — ] L7 R
Wi5e 4 S T U HOT 9D wE |
I PR 2 — R (YJ =— F) AT LHa—R
FH R b
0.5 2454002F1183 2454002F1183 105203902 620006986
.bmg
T H K U8 4mg 2454002F3020 2454002F3020 123599901 622359901
THRrr=YF
245400251122 245400251122 105211402 620006985

14. RIRGHTLOZEE

FrizZa L

47




I. 3K
1. BIFAH
1) AELARASHE EER (et
2) AELKASH NER SR
3) PINAAIREGEE TR ALY GEE- R ARESERLE e PRk 17 £ 1
H 21 H) (2005)
4) HNEERE  EERILE S IR GUBRE 5 AMY3001 #5k) (2021 4 8 H 25 H7KRE,
T x a—n Bl G NE PRFEEMEE 2.7.6.1)
5) HHHLUiE HACK R R E BE)IEE 2016 ; C3170-C3177, C4149-C4154
6) KA E:ERREMIE 78 (8), 1369-1373 (2001)
7) Tsurufuji S, et al. : J. Pharmacol. Exper. Ther, 212 (2), 225-231 (1980)
(PMID : 7351634)
8) Sugio K, et al. : Prostaglandins, 21 (4), 649-653 (1981) (PMID : 6894799)
9) Kruse NJ, et al. : Biochimica et Biophysica Acta, 540, 101-116 (1978)
(PMID : 205274)
10) Hirata F, et al. : Proc. Natl. Acad. Sci. USA, 77 (5), 2533-2536 (1980)
(PMID : 6930649)
11) Hong SL, et al. : Proc. Natl. Acad. Sci. USA, 73 (5), 1730-1734 (1976)
(PMID : 1064044)
12) Duggan DE, et al. : Clin. Pharmacol. Ther., 8 (2), 205-209 (1975)
(PMID : 1097154)
13) #fk e Ml ANIMESEE, 66 (8), 760-769 (1990)
14) #hy AAE fth : 229 & F3E, 51 (3), 244 (2014)
15) 7y Rvyv - ¥~y FHE - & -9k (BIIFEE) p.2277 (1999)
16) Osathandh R, et al. : J. Pediatrics, 90 (4), 617-620 (1977) (PMID : 839379)
17) W & wEES, 8 (1), 1-5 (1986)
18) =iff & fih : EEsmPE, 46 (3), 275-277 (1992)
19) McKenzie SA, et al. : Arch. Dis. Childh., 50, 894-896 (1975) (PMID : 1211963)
20) Berndt SF, et al. : Arch Pharmacol., 279 (suppl), R51 (1973)
21) Peets EA, et al. : Biochem. Pharmacol., 18, 1655-1663 (1969) (PMID : 5817301)
22) /il AL o A TSRS 43 (3), 587-595 (2001)
23) Bjorck S, et al. : Acta. Med. Scand., 215, 379-382 (1984) (PMID : 6731048)
24) Sherlock JE, et al. : Nephron, 18, 208-211 (1977) (PMID : 854143)
25) TP MM JeREE, 5 (4), 235 (1965)
26) RED G ERGERS (B Joas fhie) (FIlE), 520-527 (1988)
27) Tonelli G : Toxicol, Appl. Pharmacol., 8, 250 (1966) (PMID : 5956877)
28) Tonelli G : Steroids, 8, 857 (1966) (PMID : 5967064)
29) Hornstra HW, et al. : Arzneim-Forsh, 21, 664-671 (1971) (PMID : 4328267)

2. FDhDSEE

48



XI. 8Z&H
1. EENETOHRTIRK
Dexamethasone (£7 A VU #, BT %, BRIN (A XV R, A=AV T, Fx=za, A,
ARA v VTR TN E) TREREENTWD,
RIS D2hHE - 2h 5, Ak - FHEOFHE &Kk FDA OAGRIRIUIT R 725,
(TV. WWRICET 2HE] OESH)
<DAILYMED, 2020 4 7 A fi5% >

4 TAUD

Stt4 Pragma Pharmaceuticals, LLC

fR5E4 DECADRON® (DEXAMETHASONE TABLETS, USP)
A - Bk | Tablets 0.5mg, 0.75mg, 4mg and 6mg

INDICATIONS AND USAGE

Allergic States : Control of severe or incapacitating allergic conditions intractable to adequate trials of
conventional treatment in asthma, atopic dermatitis, contact dermatitis, drug hypersensitivity reactions,
seasonal or perennial allergic rhinitis and serum sickness.

Dermatologic Diseases : Bullous dermatitis herpetiformis, exfoliative erythroderma, mycosis fungoides,
pemphigus, and severe erythema multiforme (Stevens-Johnson syndrome).

Endocrine Disorders : Primary or secondary adrenocortical insufficiency (hydrocortisone or cortisone is the
first choice; may be used in conjunction with synthetic mineralocorticoid analogs where applicable; in infancy
mineralocorticoid supplementation is of particular importance), congenital adrenal hyperplasia,
hypercalcemia associated with cancer, and nonsuppurative thyroiditis.

Gastrointestinal Diseases : 'To tide the patient over a critical period of the disease in regional enteritis and
ulcerative colitis.

Hematologic Disorders : Acquired (autoimmune) hemolytic anemia, congenital (erythroid) hypoplastic
anemia (Diamond-Blackfan anemia), idiopathic thrombocytopenic purpura in adults, pure red cell aplasia,
and selected cases of secondary thrombocytopenia.

Miscellaneous : Diagnostic testing of adrenocortical hyperfunction, trichinosis with neurologic or
myocardial involvement, tuberculous meningitis with subarachnoid block or impending block when used
with appropriate antituberculous chemotherapy.

Neoplastic Diseases : For palliative management of leukemias and lymphomas.

Nervous System : Acute exacerbations of multiple sclerosis, cerebral edema associated with primary or
metastatic brain tumor, craniotomy, or head injury.

Ophthalmic Diseases : Sympathetic ophthalmia, temporal arteritis, uveitis, and ocular inflammatory
conditions unresponsive to topical corticosteroids.

Renal Diseases : To induce a diuresis or remission of proteinuria in idiopathic nephrotic syndrome or that
due to lupus erythematosus.

Respiratory Diseases : Berylliosis, fulminating or disseminated pulmonary tuberculosis when used
concurrently with appropriate antituberculous chemotherapy, idiopathic eosinophilic pneumonias,
symptomatic sarcoidosis.

Rheumatic Disorders : As adjunctive therapy for short-term administration (to tide the patient over an
acute episode or exacerbation) in acute gouty arthritis, acute rheumatic carditis, ankylosing spondylitis,
psoriatic arthritis, rheumatoid arthritis, including juvenile rheumatoid arthritis (selected cases may require
low-dose maintenance therapy). For the treatment of dermatomyositis, polymyositis, and systemic lupus
erythematosus.

DOSAGE AND ADMINISTRATION
For Oral Administration :

The initial dose varies from 0.75 to 9 mg a day depending on the disease being treated.

IT SHOULD BE EMPHASIZED THAT DOSAGE REQUIREMENTS ARE VARIABLE AND MUST BE
INDIVIDUALIZED ON THE BASIS OF THE DISEASE UNDER TREATMENTAND THE RESPONSE OF
THE PATIENT.

After a favorable initial response is noted, the proper maintenance dosage should be determined by
decreasing the initial dosage in small decrements at appropriate time intervals until the lowest dosage that
maintains an adequate clinical response is reached.
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Situations which may make dosage adjustments necessary are changes in clinical status secondary to
remissions or exacerbations in the disease process, the patient's individual drug responsiveness, and the
effect of patient exposure to stressful situations not directly related to the disease entity under treatment.
In this latter situation it may be necessary to increase the dosage of the corticosteroid for a period of time
consistent with the patient's condition. If after long-term therapy the drug is to be stopped, it is
recommended that it be withdrawn gradually rather than abruptly.

In the treatment of acute exacerbations of multiple sclerosis, daily doses of 30 mg of dexamethasone for a
week followed by 4 to 12 mg every other day for one month have been shown to be effective (see
PRECAUTIONS : Neuro-Psychiatric).

In pediatric patients, the initial dose of dexamethasone may vary depending on the specific disease entity
being treated. The range of initial doses is 0.02 to 0.3 mg/kg/day in three or four divided doses (0.6 to 9
mg/m?2bsa/day).

For the purpose of comparison, the following is the equivalent milligram dosage of the various
corticosteroids :

Cortisone, 25 Triamcinolone, 4
Hydrocortisone, 20 Paramethasone, 2
Prednisolone, 5 Betamethasone, 0.75
Prednisone, 5 Dexamethasone, 0.75
Methylprednisolone, 4

These dose relationships apply only to oral or intravenous administration of these compounds. When these
substances or their derivatives are Injected intramuscularly or into joint spaces, their relative properties
may be greatly altered.

In acute, self-limited allergic disorders or acute exacerbations of chronic allergic disorders, the following
dosage schedule combining parenteral and oral therapy is suggested :

Dexamethasone Sodium Phosphate injection, 4 mg per mL :

First Day 1 or 2 mL, intramuscularly

Dexamethasone tablets, 0.75 mg :

Second Day 4 tablets in two divided doses

Third Day 4 tablets in two divided doses
Fourth Day 2 tablets in two divided doses
Fifth Day 1 tablet
Sixth Day 1 tablet

Seventh Day  No treatment
Eighth Day Follow-up visit

This schedule is designed to ensure adequate therapy during acute episodes, while minimizing the risk of
overdosage in chronic cases.

In cerebral edema, dexamethasone sodium phosphate injection is generally administered initially in a
dosage of 10 mg intravenously followed by 4 mg every six hours intramuscularly until the symptoms of
cerebral edema subside. Response is usually noted within 12 to 24 hours and dosage may be reduced after
two to four days and gradually discontinued over a period of five to seven days. For palliative management
of patients with recurrent or inoperable brain tumors, maintenance therapy with either dexamethasone
sodium phosphate injection or dexamethasone tablets in a dosage of 2 mg two or three times daily may be
effective.

Dexamethasone Suppression Tests

1.Tests for Cushing's syndrome

Give 1.0 mg of dexamethasone orally at 11:00 p.m. Blood is drawn for plasma cortisol determination at
8:00 a.m. the following morning.

For greater accuracy, give 0.5 mg of dexamethasone orally every 6 hours for 48 hours. Twenty-four hour
urine collections are made for determination of 17-hydroxycorticosteroid excretion.

2.Test to distinguish Cushing's syndrome due to pituitary ACTH excess from Cushing's syndrome due to
other causes.

Give 2.0 mg of dexamethasone orally every 6 hours for 48 hours. Twenty-four hour urine collections are
made for determination of 17-hydroxycorticosteroid excretion.
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fR7E4 DECADRON® (DEXAMETHASONE ELIXIR, USP)
HIFE - H#E | Elixir 0.5mg/5mL

INDICATIONS AND USAGE

1. Endocrine Disorders : Primary or secondary adrenocortical insufficiency (hydrocortisone or cortisone is
the first choice; synthetic analogs may be used in conjunction with mineralocorticoids where applicable;
in infancy mineralocorticoid supplementation is of particular importance).

Congenital adrenal hyperplasia Nonsuppurative thyroiditis Hypercalcemia associated with cancer

2. Rheumatic Disorders : As adjunctive therapy for short-term administration (to tide the patient over an
acute episode or exacerbation) in :

Psoriatic arthritis
Rheumatoid arthritis, including juvenile rheumatoid arthritis (selected cases may require low-dose
maintenance therapy)
Ankylosing spondylitis Acute and subacute bursitis Acute nonspecific tenosynovitis
Acute gouty arthritis Post-traumatic osteoarthritis Synovitis of osteoarthritis Epicondylitis
3. Collagen Diseases : During an exacerbation or as maintenance therapy in selected cases of :
Systemic lupus erythematosus Acute rheumatic carditis
4. Dermatologic Diseases :

Pemphigus Bullous dermatitis herpetiformis
Severe erythema multiforme (Stevens-Johnson syndrome) Exfoliative dermatitis
Mycosis fungoides Severe psoriasis Severe seborrheic dermatitis

5. Allergic States : Control of severe or incapacitating allergic conditions intractable to adequate trials of
conventional treatment :
Seasonal or perennial allergic rhinitis Bronchial asthma Contact dermatitis
Atopic dermatitis Serum sickness Drug hypersensitivity reactions

6. Ophthalmic Diseases : Severe acute and chronic allergic and inflammatory processes involving the eye
and its adnexa, such as :
Allergic conjunctivitis Keratitis Allergic corneal marginal ulcers Herpes zoster ophthalmicus
Iritis and iridocyclitis Chorioretinitis Anterior segment inflammation
Diffuse posterior uveitis and choroiditis Optic neuritis Sympathetic ophthalmia

7. Respiratory Diseases :
Symptomatic sarcoidosis Loeffler's syndrome not manageable by other means Berylliosis
Fulminating or disseminated pulmonary tuberculosis when used concurrently with appropriate
antituberculous chemotherapy
Aspiration pneumonitis

8. Hematologic Disorders :
Idiopathic thrombocytopenic purpura in adults Secondary thrombocytopenia in adults
Acquired (autoimmune) hemolytic anemia Erythroblastopenia (RBC anemia)
Congenital (erythroid) hypoplastic anemia

9. Neoplastic Diseases : For palliative management of :
Leukemia and lymphomas in adults Acute leukemia of childhood

10. Edematous States : To induce a diuresis or remission of proteinuria in the nephrotic syndrome, without
uremia, of the idiopathic type or that due to lupus erythematosus

11. Gastrointestinal Diseases : To tide the patient over a critical period of the disease in :
Ulcerative colitis Regional enteritis

12. Miscellaneous :
Tuberculous meningitis with subarachnoid block or impending block when used concurrently with
appropriate antituberculous chemotherapy
Trichinosis with neurologic or myocardial involvement

13. Diagnostic testing of adrenocortical hyperfunction

DOSAGE AND ADMINISTRATION

For Oral Administration :

51




DOSAGE REQUIREMENTS ARE VARIABLE AND MUST BE INDIVIDUALIZED ON THE BASIS OF
THE DISEASE AND THE RESPONSE OF THE PATIENT.

The initial dosage varies from 0.75 to 9 mg a day depending on the disease being treated. In less severe
diseases doses lower than 0.75 mg may suffice, while in severe diseases doses higher than 9 mg may be
required. The initial dosage should be maintained or adjusted until the patient's response is satisfactory. If
satisfactory clinical response does not occur after a reasonable period of time, discontinue DECADRON
Elixir and transfer the patient to other therapy.

After a favorable initial response, the proper maintenance dosage should be determined by decreasing the
initial dosage in small amounts to the lowest dosage that maintains an adequate clinical response.

Patients should be observed closely for signs that might require dosage adjustment, including changes in
clinical status resulting from remissions or exacerbations of the disease, individual drug responsiveness,
and the effect of stress (e.g., surgery, infection, trauma). During stress it may be necessary to increase dosage
temporarily.

If the drug is to be stopped after more than a few days of treatment, it usually should be withdrawn
gradually.

The following milligram equivalents facilitate changing to DECADRON Elixir from other glucocorticoids :

Dexamethasone | Methylprednisolone | Prednisolone and . .
.. . . . Hydrocortisone Cortisone
Elixir and Triamcinolone Prednisone
0.75mg = 4mg = 5mg = 20mg = 25mg

Dexamethasone Suppression Tests

1. Tests for Cushing's syndrome.

Give 1 mg of Dexamethasone orally at 11:00 p.m. Blood is drawn for plasma cortisol determination at
8:00 a.m. the following morning.

For greater accuracy, give 0.5 mg of Dexamethasone orally every 6 hours for 48 hours. Twentyfour hour
urine collections are made for determination of 17-hydroxycorticosteroid excretion.

2. Test to distinguish Cushing's syndrome due to pituitary ACTH excess from Cushing's syndrome due to
other causes.

Give 2 mg of Dexamethasone orally every 6 hours for 48 hours. Twenty-four hour urine collections are
made for determination of 17-hydroxycorticosteroid excretion.
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Wrie4 DECADRON® (DEXAMETHASONE TABLETS, USP)

Drug Interactions

Pregnancy

Teratogenic Effects : Pregnancy Category C

Corticosteroids have been shown to be teratogenic in many species when given in doses equivalent to the
human dose. Animal studies in which corticosteroids have been given to pregnant mice, rats, and rabbits
have yielded an increased incidence of cleft palate in the offspring. There are no adequate and well-controlled
studies in pregnant women. Corticosteroids should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus. Infants born to mothers who have received substantial doses of
corticosteroids during pregnancy should be carefully observed for signs of hypoadrenalism.

Nursing Mothers :

Systemically administered corticosteroids appear in human milk and could suppress growth, interfere
with endogenous corticosteroid production, or cause other untoward effects. Because of the potential for
serious adverse reactions in nursing infants from corticosteroids, a decision should be made whether to

discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother.
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(An Australian categorization of risk of drug use in pregnancy)

>
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A=A ~Z U7 D535 - (An Australian categorization of risk of drug use in pregnancy)
Category A :
Drugs which have been taken by a large number of pregnant women and women of
childbearing age without an increase in the frequency of malformations or other direct or
indirect harmful effects on the fetus having been observed.
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Drug Interactions

Pediatric Use :

The efficacy and safety of corticosteroids in the pediatric population are based on the well-established
course of effect of corticosteroids, which is similar in pediatric and adult populations. Published studies
provide evidence of efficacy and safety in pediatric patients for the treatment of nephrotic syndrome (patients
>2 years of age), and aggressive lymphomas and leukemias (patients >1 month of age). Other indications for
pediatric use of corticosteroids, e.g., severe asthma and wheezing, are based on adequate and well-controlled
trials conducted in adults, on the premises that the course of the diseases and their pathophysiology are
considered to be substantially similar in both populations.

The adverse effects of corticosteroids in pediatric patients are similar to those in adults (see ADVERSE
REACTIONS). Like adults, pediatric patients should be carefully observed with frequent measurements of
blood pressure, weight, height, intraocular pressure, and clinical evaluation for the presence of infection,
psychosocial disturbances, thromboembolism, peptic ulcers, cataracts, and osteoporosis. Pediatric patients
who are treated with corticosteroids by any route, including systemically administered corticosteroids, may
experience a decrease in their growth velocity. This negative impact of corticosteroids on growth has been
observed at low systemic doses and in the absence of laboratory evidence of hypothalamic-pituitary-adrenal
(HPA) axis suppression (i.e., cosyntropin stimulation and basal cortisol plasma levels). Growth velocity may
therefore be a more sensitive indicator of systemic corticosteroid exposure in pediatric patients than some
commonly used tests of HPA axis function. The linear growth of pediatric patients treated with
corticosteroids should be monitored, and the potential growth effects of prolonged treatment should be
weighed against clinical benefits obtained and the availability of treatment alternatives. In order to
minimize the potential growth effects of corticosteroids, pediatric patients should be titrated to the lowest
effective dose.
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