2024 & 1 AET (55 16 hR)
BARERRSTERS : 872454

E X & 4 Vv %3 FE 12— 27 #4# — A
HBAFREERESD IF S2EESE 2018 (2019 EFHAR) ITHEM L THER

BIEEERILE S HA
TH KO 2% 0.5mg
THFAV®E 4mg
THEFALPIZY XTI 0.01%
DECADRON® Tablets * Elixir
TEXHARJUE-T)XINL

® : Registered Trademark of Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.
$E 0.5mg, #E 4mg : FHE

TUFINL0.01% =V F LA

LAY E Av=E S

) FEE-EAEOMFZICL VBT &
$20.5mg : 1 8EFT XY A XY 0.6mg &H

B 4mg 1T TXV AKX Y U dmg GH

T XL 0.01% : ImL PFFY A XY 0.1mg 5FH
m 4 T7xRrAE

¥ 4 : Dexamethasone

#E 0.5mg

#l 2

HHOBREE S

]

Mm% ]

- g 4

BE 4mg U ¥ 0.01%

HERTRRBEFEAB

RUE T KGR

20083 H 7TH

201442 A 14 H

2008 43 A 14 H

Ml E N - RSTEALE

FEATFE M

2008 4= 6 H 20 H

2014 4-6 A 20 H

2008 46 A 20 H

£AH

Wk 52 Bd 4

195947 H 11 H

201446 H 20 H

196144 H 25 H

% - BLERSE (MA) -
Z#-HBERHMA

BIEIRFETT -

H = TARAR A

EXRFERELFOERSE

M WwWE bt &O

HETHRASE BERYFR—- 7 —

TEL : 0120-517-215

FAX : 076-442-8948
PEHEBIRE )T R — L= httpsi//www.nichiiko.co.jp/

AIF(X2024 51 AKET (FA4lR) DOFANXEDRHICEIESHETL =
B O HIE, MSTATBOE N B3 E R A O 0 E 3K S S R R — U TR L TL E &,




2.

EERAVAEL—T7+r—LFADOFEIZOME —BHFRHEEREFMHE—
(2020 4= 4 A &ET)

. BEERKAM VA E1—T+—LERORER

PR RS O AR R B H & LT, ERAEELRMASCE UUF, BA3E) e b, EEE
B CEERD - SEAIATE OEFEICHEE DY B 3B B BRI O B 216 H 9 BRI, iR
CEICFE SN E R A BT 2 FICHEMRERDPLE ARG ENH Y | BIKAEEO EIEFHRM Y
(LLF. MR) Z~OEHOBMGFERSERIC IV EREMHTL TETND, ORI EHR %
MREMNZAFTHOOHEH VA M LTERGLA VX Ea—T7+—5 (BUF, IFERET) BSFEA L
77

19884FE|Z 0 AJBE Al (LT, BWREE) FINE2/NZBESNIFONE T, IFGEaERR. IFFiH
HARE L, £ O%1998FIC ARSI/ NEE S, 20084, 2013412 AFEEIRIERE B S
DIFFRREFHEDO KT 217> T T,

IFRE# EaE2008 LMK, IFIZPDFEOE 7 —% & LTI 2 Z ENFHIE 2572, 2T LY,
W SCEOFERUGT N H > -G A ICSGET ORILT — # 2B L2 IFAE MRt S 2 & &
Motz BOROIFIL, ERMERERRGHEME (LUN, PMDA) OERHEERMIERRBEO—
(https!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) [Z TAB X T35, HIFIKTIL, 20094
LV HFHEHKGLDOIFOBERERFTT A E LT Mo a—T7+— 2R Z2EL, Hx OIF
DA CELMTET 2 EE GRS L CHEINER - L T2,

2019F OUAT CHEFLHBEHOETIZ A D, [FLHEH2018 03 ARK S L, Ak TEEHEIE G OI)R
TGRS T DA KT A4 ) [CBET 2 IE RO =0, TOEFMEZKE L1,

IF& (X

IFiZ T SCEEOFREMTE L, B - RIS OERIEFHIZ L > TH R EBICLER, EHREL
DREELDT DO R, WHHEO OO HR, TR O OIFHR, FEIHM O ERH D720 Dff
., HLENIRBE T T OO OERENERN SR ANRENOERMEHEL LT, BRENT
HEGEZ R E U, KA O 72 D10 Y541 3K 0 B5E IR 78 TR TE I #50 B R ZEITHER L OMRfE 24K
FHL TV DGR SALEAT BN D,

IFICFE#s 2 H B RSN AR RE U7 IFRR s E I L L, — 5 OB A bR E AGR O FEFHN O 1F
WOFH SN D, 7277 L, BEEEEOKEEICED S b O R ORI B OGN - ik - f2ft~x
FIEEIIFOTHFEL TR O, ENHZ 5 L, SEAEN RIS IR, FIREE S35
fili - fIWr - BRREH T 5 & & bic, BERMTEEZT DD ENIFRMEFF O L AR LTW5D,
IFORRMLITE 7 — 2 2 HAR L U, ®IEAETORKITLAETITZR,




. IFORAIZHT=->T

A EIAROIFIZ, PMDA® EH I E TG WIRR O~ — DIl sk E Sh T\ a,

RUSR S TR A 7 B a—T 4 — 2MERO T & ) 12t » TIFZMERL - #2863 528, IFOJF AL
EHEE 2 ERBGICRE LT D ERSCIFERRR RO U E RS 2 oW ISR 3 O MR
DA AE2—IZLVFIHEAOPNEERRESE, IFOFHAEEZ@O L LERNH D, £1-, bR
AT EN DA EOEESICET 2 FHEICE L CiE, IFAKET SN D £ TOMIT, RERAENRIT
DUGTNEZW LN L2 CEE H 25 WSO E R D IERIBMEY — £ 2582 L 0 AR A &2
i 2% & &bz, IFOMERIZH 7= - Tk, BT OU T SCE 2 PMDA D [ 355 [ B 2R T B R D~
— U THRT DLEND D,

7eB, WIEFERASCZEMNOMARO SN LR INTWD VA, BRME < IXI. 2E5&6, IXII.
%) BT 2HBETARELZIT TOWRWEFRA G ENDLZE08H D, TOY FNIZITHoREE
TRETH D,

. FAICKRLTORBRER

IFZ HEEBICBOVTRNT Z ENTERWEREBERIRE UTUHEH L TWeZ & 720, IFX AR
DEGEZ T T, ML R IR O RIKEIRFE X ITARTE I B 3 MMERL - #8692 PR IE S E A
TeODFIER T D & ONLEDITTEA, Foal « RBUTITIEMEIE O JRE RIS =3 5 O iR 5eE
WARMEENCET 204 FI Ay, B a— R - 47 - 7777 4 2AZ0HNE —EREZT IS
AR, IRGEIE RSBV A N7 A Tl REKGRIECAFRIN O AL ICE T 5 F @I HHz SV
T, BIEBENERULEFEENDOORDIISCTITI T EIEFELILZRNE SN TEDY, MRE~DA
VEAE2—RHLOHFHAE R LTI FAZEE ORIFONE A REIELRELOTHDL I L&
ik L TRt by, BERMEN OB O A HEROBAIRILEZ R L, T OREIMEZ A
&, ERBFSICR T A EEM A AHET D 2 SIFERFOAE TH Y, IFZIEH L CH (B2 E
IAESH A DI L TWETE X0,
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I. BEICEYTSEE

1.

POz
AFNZ TxRY ALY RS LT DRIB A LVE AT S,

BIR B, AR ICBER AT a4 RARLE LV EZHWLTNS, 1946 4. Merck & Co., Inc.,
Whitehouse Station, N.J., US A.OH L v k- V=T RNFAF v a— @iy 30 A7 v 7 OKJR
ERTANT Y U OESERICEI LIz, ZD%aNF 0 ClL ALY b EOFR R TR £
£ 0. 1952 4E Merck & Co., Inc., Whitehouse Station, N.J., US. A2 HE R a/LF Y U3 3E X
iz, 1958 4 Oliveto <> Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.® Arth 52XV, 16
- AFIVEBRO T X A 2 U RER ST,

198446 A 1 H, HaHlicHWT, BEERROFEHDO L TIEIR L, ER EOMEMED H 5 2hEe X135
REOFGIEZOWTH HMEORF BTl ARFEEHO —HNERIZR ST,

1990 4F 12 A 19 H., FaHlilcs W T, eI D 2B HEIRPFEIE] IZo\W T, RIS E
BN S IXAIEDR MR TE e o To T OHIFR S LTz,

B EAME ] S 40T D HUBMERG A O AGE 2 HEHE 3 5 720012 2004 4F 1 H KL W RE S L7 THID AAI
PERBREICET 2MFIR] KOZDO THMEMTH LU —F o 77— 80 | JUBIEESH& 512
PES TALRHEIRICR T2 T X A &V v HIC oW TRt (V—F% 2 7 7 L —71280T
(3. HUBVEIEIS A OB ISAME LR D RRE IR RENE LK Z LA TH D L5 ke T v
AW L, BT 58 IIhR, MIELROHEDORILL 2 5 WEER (UUT TWG #EER])
ZUER L. P ARIBFIRIEICBE T 2Rt a~ BT 2L L s Tn5,), TORE. 70 Fev
FEIZ 2005 4E 9 A 156 H. THUEMEEGAl (S 27T F 7 8) &GS HALEHER CEL -+ Rt |
DENRENTRF, HTEKR OB BIAGE Sh i,

2008 /-3 A 7 H., EIFRFHIERICESERTEAL % [T FrdE) 226 [ Fe 88 0.5mg]
(IR FE 4 28 B D IRGR A AT,

2008 /-3 A 14 B, EHREFHPIERIRICESERFTAZ [T Frrm XL b (50 Ry
T U F L 0.01%] (THRGEA ZE B OEKGR A FFT,

[ Fa 82 0.5mgl MOV 57 Farx=l 390 0.01%) (3EARRKRAS Ik > TlRFE SN
TUW2A3, 2010 4F 11 A 6 HIC A [E TRA SR BRGE IR e AR &Mk S v 7z,

(57 Fu 88 4mg] 1%, HIETHRXSHESBR 2 AW L, B LR GiEE2 R E., ZEMRER,
R R SR ER A EhE L. 2014 E 2 A 14 BIC&ARZEE. 2014 £ 6 A 20 HIZIRFE A2 BHLE LT,
(A3 0331015 5 (R 1743 A 31 ) ICESE AR

AANDSBMULERIEEOEGMEAL 7 I 04 =Y AREERE LZ, 7 BERA7 7 3 KA
W, "7V I TROREER] (FxV2AX YY) EOARKE (CyBorD JEiE*1) ~DX TV A~
*2 (0 AR EBHT 2 EBELES AR (AMY3001 #5R) 2B\ T, BHAANEE2EKREROH
e, BEMEPHER SN2 D, [T Fe 8 0.5mg] KO 50 Fu U8 4mg) 13 2021 4 8
H 25 AfFT, 125 AL 7 I v A R— & (Zx9 % DCyBorD #iEDZhRE IFZN R, FVEK O
EANBINAR S 7z,

¥ 1 A2V T, CyBorD FEIEIZAGR I LT,

%2 X7V AT RMEEERA (X7 Ly 7 R) ERTFTEERA (XT7F%2—m) BHV,
EHMEAL 7 I 8 A R—Y RATIFE FEGRAOZARB I N TN D,

1



2. BROAERFHRETE

(1) RFNX, THIRAZ Y 2 /0050 LT DRI RERLVE A AITH D,

(2) RIBROBHMHEALT IunA RV ABFLRRL L, 7 aRA 77 I FKMM, ATy
TROKREEA] (FXH ALY ) LD L (CyBorD #iE*Y) ~DX 7Y h~T*20 LR L
7= DCyBorD J&VE D EEANE DS RGE S 417,

s EFEHTIC IR W T, FEFHMEE A Th L i FrI55427%%) (CR) Fik, DCyBorD #f 53.3%., CyBorD
FE18.1% ThHo7= (A v XLk : 5.13, 95%CI : 3.22~8.16, p<0.0001, /=EHI
Cochran-Mantel-Haenszel &, A E/K%E : 0.04999),

(TV. 5. (4) BIEMRER) OHEBM)

¥ 1 A2V T, CyBorD FEIEIIAGR I LTV R,

%21 X7V A= T ITAHEERA] (X7 Ly 7 X)) ERTEEREF (X F7F%a—m) BHY,

BHVEAL 7 0 A R—U AIER TRERANOHAGB STV D,
(3) BERRENWEH & LT, iFRIEYYE, BYEOME Feasthml B R g R4, R . IR,

L 2R AL, R FERRASRR, O DIRTR, S8, A RLRRIE, RIRE B OF B i 4 o0 B A R IR AT |
ANV FHEAES. REOWROEI, Nk, “EANE, MARTERIE, RS GRE
PEE STV D,

(Tvit. 8. (1) HERZ2EIWEH & PIHER) OES)

3. HaOHFFENRE

(1) BAEK L LT 0.5mg, $E 4mg KO U F1 0.01% D 3 AN H 5,

(2) &E 0.5mg |LEFE 6.3mm THE, $E 4mg (FELL 7.4mm TRIREDOHAEOERITH 5,
(3) PTP v— MIEyFar br—L &7, 18I LICEA, GREEFRTR LT,

(4) =U XN 0.01%FERE LTN—IV ANV KORTF = =T L—R_—%fH LT 5D,

4, EEFEFERAICEAL CTRAMT NS

R I B 5 G b

S 1 KT | A b BRE
RMP Fiz

EMO U 2 RAMEER » LT |

RSN CV B &b

SR A <7 A i

AR 1 oD g T T S pili3

PUBMEIES A (S A 7T F %) BGITE D M basietk D, &) Ot Rz onW T, EHR I
B D WA KGR EE « JE SN RO BN BT EA 1T S, 2005 4F 1 A 21 BICAFIHGEE)
21TV, 200549 H 15 B THUBMEESA] (AT T F 07 L) G WbEER B, TR
M) | Tk D RIRE S KRR S T,
W) A EIRS GHRERN/: &) OERBHFEICE VT, YikERGLOAER RN ES:
BN TH D E LT, lBERBROEEE 72X M2 F-ICEHT 5 2 & < KRBHFEEZITH
ZEMNTE DI,

5. RERZHRUVRE - EFRLOFIREIER
(1) EBEH
Y LR
(2) & - ERLOHBEIE
L7



. RMP O =

Lz



I. £4¥MICEAY 5IEH

1. 54

(1) M4
T H Fu 8 0.5mg
771 a8 4mg
THRrr=) XL 0.01%

(2) *#4
DECADRON Tablets
DECADRON Elixir

(3) AFMDHERE
DECA (F#) 1% 110] OEREZFFSHEFETHY . 7L F=Y nrOf 10 oz L, £z,

ILF Y D 10 RIS N2 E W ) BERBIAD 5TV D,
12 DE-i% dexamethasone @ de-CTH H 5D, ZIICREIBEE RN Al (adreno-cortical
-ho-rmone) %#&+H . DECADRON &4 Eni-,

2. —i&4
(1) M& (WwAE)
TXH A K (JAN)
(2) #8 (WMAE)
Dexamethasone (JAN)
(3) AT L (stem)
TV R=V /T R=Y r UFFER -methasone

3. EEXANETRERX

4. PFXRUVHSFE
52K CoeHaoFOs5
sy 1 392.46

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

5&S

6. {BERA. fla. BE.
ez L



M. BYR4ICET 5EE
1. MELEMNEE
(1) MR - K
M~ B O FE R SUTRE SRR R TH 5,
TR RO HiLd,
(2) BFE
AL )=, TH =) (95) LT B P ACRREITIZL, TE =P U MZEFIZS <, KIZ
EEAETET RN,
(3) WiEtE
MUERR L
(4) AR (SR, BR. BER
RS K9 245°C (40 fiR)
(5) BRIGEBEMTEHR
MUERR L
(6) DERE
MUERR L
(7) TOMDERRIEE
FEXHE [l 3 +86~+94° (#fgtk, 0.1g. A% /— b, 10mL, 100mm)

2. AR OEMEHTIZH I ZREM
LR L

3. BN OERBRERE. TEEE
(1) HesBaBRIE
1) EMRIES
b &KL T R U U AR K OVK OIRIR & WIR & LIESE 7 7 A 2 RBEIEIC X 0 157 ikl
7 AL OB E R T D,
2) ERAN AT B E U
Kihw X ) — VN L, 7 ==Lt RTI V=0 AREEIN A, MET 5, Bk, 2O
\ZoExx X ) — v E AW THERERICEIEL TRIZRZRTIRE U, IR Y MV ZJIIE L, Ao
AR NIV ERBOBRANRT NAVITT XV AL ANEREL DO AR MRS 5 & Xl
FHDANY MVIFRI—EED & Z AIZFRBEOERE ORI Z 7B 5,
3) FRAMRIL AT M VRIE R
BALA U 7 AEEAREIZ LV BB ATV RED AT MV ERFOBIART MLV LT FH A
B ANEREL D AR MV ERT 5 L& WE DAY NVILR— O & 2 AR O TR E
DRI ZTRD %
(2) E#E
Sy BT SRAt:
Wik~ s727 4—
B SRR R RT
BEFE - K, Tk =KV IVRK



V. ®&ICEY $IEE
1. i
(1) FRORXHI
#E 0.5mg. $% 4mg : FEAI ()
Y X 0.01% =V F LA
(2) REONBEUHER

W 7e 4 771 Ra U8 0.5mg 7 71 R U BE 4mg
lli HIA Y OHATEDHEEE
x| H I E)
S oo
e} {;E kﬁj
i 0 ]
E£ (mm) 6.3 7.4
EX (mm) 2.4 2.8
& (mg) 93.5 150
545
Afka—F 7535 " .
wEa—F @535 ®545
fR5E4 FhFrarTl I 0.01%
T X LA|
HIFE « Pk FREOBEHDOWE T, = PR OF = ) —kEDICBWAEA L, MmO
Wind 5,
pH 3.0~3.4

(3) #Aa—F

(Mv. 1. (2) WHOHEKROMER] DEHSH)
(4) HHOWHE

Hr7e 44 R bE
FHRrY=Y X0 0.01% 1.7¢cs (25°C) 1.04~1.06 (25°C)
(Tv. 6. HANOKESRMETICBITHLEN] OESMR)

(5) Z0fth
A Lg




2. RADOHER
(1) ARRS EERSD) OEBRUTFNA

FhHh ezl FIL
0.01%

R5E44 75 Fu U8 0.5mg 771 Ra U8E 4mg

1 g 1 B ImL

S ) . . . S ;
A FEHPAL VL 0.5mg FRYALY L dmg| FERFAXYL 0.1mg

FLHEARF, U CERAKFE IV KT, U VEBRKRFE I |7V ') v =X ) — L
ULKI, FUER IV | LKW, FUuER Y| (95), KEFEE, Yo
TS ATT VB T\ T T AT TV B T o N U AR, R 2
AN XU L, = BRbEk 7. &E

NIIIp

(2) BREFORE
MR L

(3) BE
MG R R L

3. BBEREOHBRRUEERE
PARPSA

4. Hff
LR

5. BAT 5RO H S
B R L

6. WADEBEHTICETEIREMEY

(1) JmdaiR

OF 4 Fr b 0.5mg  MEAER 40C. 7T5%RH [ aliEmiE (PTP @48)]
AR M i : 2011/6/6~2012/2/20

BRI H =V PRAT I
< HiIk > FHe BHAGHEE 1% A 37 A 6 » A
PR 606011
< TAEEAYD OFAFO | 607011 iy WA WA A
B0 3HEEE> 607012
606011
R
. 607011 ik — WA
MBI~ NI T 7 40—
(% 1) 607012
" 606011 88~99 95~99 94~98 83~94
M (%)
. 607011 91~98 94~97 93~96 92~94
<90 47, 70%LA E>
607012 94~99 96~99 94~99 90~94
. 606011 1.9 — — 5.6
UK — R
. 607011 1.5 — — 7.0
<15.0%LL >
607012 2.9 — — 5.6
. 606011 100 98 96 92
EE (%) ¥
607011 99 98 96 93
<90~110% >
607012 100 98 100 94

X FRBEISHTOIEAR (%)




OF H Knm U8 4mg  NEGER  40°C, 75%RH [F#&aEEmre (PTP

SRERFEHEHI/ : 2012/7/2~2013/10/18

HERIEH =N PRAF I
<HiHK > H5 BRI 1% H 3 H 6 #»A
PER n=3 DEX4T-1
<R THAFOER | DEX4T-2 BlEkey e e A
AV DFEE> DEX4T-3
B n=3 DEX4T-1) \ \ ‘
G e kS5 T ) DEX4T-2 e A A e
DEX4T-3
e __ |DEX4T-1
@Eﬁﬁiiﬁf) "= pExara| o W W e
DEX4T-3
. DEX4T-1| 73.2~103.9 | 77.1~103.5 | 84.5~101.3 | 81.0~101.3
WM (%) n=3
<904, T0%LLE S DEX4T-2| 70.8~101.6 | 77.2~103.3 | 86.5~101.8 | 82.8~108.6
DEX4T-3| 71.4~104.1 | 90.7~105.6 | 88.5~104.6 | 85.9~110.0
AP — DEX4T-1 2.8~5.1 — — 3.9~5.5
(&%) —MRABR) n=3 |DEX4T-2 1.4~2.9 — — 2.2~5.0
<15.0%LL F > DEX4T-3| 3.4~4.1 — — 3.0~5.9
e DEX4T-1| 100.3~103.5 | 101.9~102.9 | 98.9~101.3 | 99.5~100.3
G (%) *? n=3
 05.0~105.0% > DEX4T-2| 100.6~101.2 | 100.2~101.7 | 99.6~100.5 | 99.0~ 99.8
DEX4T-3| 100.9~103.4 | 100.2~102.2 | 99.2~ 99.8 | 99.0~ 99.6
%1 : RRT 9 1.25 OFEEWE ; 0.4%LL . #EEWE ; 2.0%LL F
W2 BREICKHTI2EEE (%)
(2) EWIRAFRER
OT A RrrmFL0.01% EHRGRE 25°C. 60%RH [H&oiErEE ()]
AREBRHE H : 2020/3/31
BRI H =RV TRAFHIH
< Hikk > *HE BAGGIE | 12 H | 24 % H | 36 »H | 48 A | 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
P BRI R oXMO1 | N N N N e
(EB. BEEMAED) GP0800 s
' (%) * 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

% BARICHT BERE (%)




(3) IR LENE

SRERFEHEWIR : 2014/3/21~2014/7/31

OFTH Ru U8 0.5mg Mo 40°C [EE, KB
FRERIE B =357 PRATHAM
<K > T BH 4G IE 21 1% H 2% A 3% A
Mk n=10 TOYERRAD | T ERRA D | TAERRNY | T ERRA D | A ERRA D
<ZHEMAD OFEMATED | GKO2BL | OEATED | OFHATHD | OFATRD | OFEATFD | OFEATRO
A0 FEEE > HEOHELE | AROREE | A0EE | AaOHEE | AAOHEEE
wHME (%) n=6
e (%) fl GKO02B1 | 92.6~98.1 | 92.3~97.0 | 94.3~103.7 | 86.4~96.1 | 87.8~95.6
<90 4y, T0%LL E>
PEI=R 0 g =
=& 06 " n=3 GKO02B1 |99.7~101.0 | 98.9~100.6 | 98.0~99.9 | 97.9~98.3 | 98.7~100.1
<90~110% >
(2%1H)
GK02B1 49~54 47~58 54~61 51~62 50~60
WE (N) n=10
X RREICHTIEER (%)
OF H Ru 88 0.5mg #aL%E 25°C - T5%RH [HESE, B %]
FRERIE B =I5 PRATHAM
<> K5 BRAREE 2 i 1% H 25 A 35 H
Pk n=10 TOERRAYD | TERRA D | T ERRA D | T AERRA Y | ERRAY
<ZHEMAY OEMATED | GKO2BL | OFEATED | OFHATHD | OFARD | OFEATFO | OFHATRO
B0 EE > HEOHELE | AROREE | A0EE | AaOHEE | BAOHEEE
NS J (y -
wiitE 06) fl 6 GKO02B1 | 92.6~98.1 | 82.0~96.2 |89.6~101.4| 91.6~95.9 | 89.9~94.9
<90 4y, T0%LL E>
PEI=R 0/ g :3
2B (%) " n GKO02B1 |99.7~101.0 | 97.3~98.2 | 99.4~100.4 | 99.3~100.5 | 99.8~102.0
<90~110% >
(&)
GK02B1 49~54 38~45 37~43 38~43 35~43
WE (N) n=10
X BREICHTIEER (%)
OF H Ku U6 0.5mg MaldE =R, o [D65 KR (9 1600Lx) . &K A %]
FRERIE B =37 FANRE B
< K> HH BH AL 40 77 Lx hr 80 5 Lx-hr 120 5 Lx-hr
PR n=10 TASEFERAD O | TAYERAY O | T EBAAY O | ZASERRAY O
<_ZHERRAY OTAEO | GKO2B1 | KAROHGO | RAKOBEAD | RATFOAAO | TATEO A
a0 g > FE FhE FE FE
NS J (y -
wiitE 06) fl 6 GK02B1 92.6~98.1 83.6~92.6 84.3~88.2 79.0~84.6
<90 4y, 70%LL >
P =N ‘V Y :3
i 06 - GKO2BL | 99.7~101.0 | 958~97.3 | 91.2~926 | 87.5~89.5
<90~110% >
(%)
GK02B1 49~54 51~59 51~56 46~58
) (N) n=10
X RTRERIZHTIERE (%) HRA - Ko




BRI : 2015/3/24~2015/7/28

OFT H Fu U8 dmg Bk

40°C [i],i{fj‘é\ %%ﬁ:%—\»nn]

Ve oy b RAFHAR
<k > T BH AGIE 21 1% H 2% A 3% A
MR n=10 PAREOTIH | WROTH | WREATH | RO TH | RO TH
<R TIATE DO EIRR LP1001 | AIEOERR | AIEOERL | ATEOERE | ATEOERR | AT OB
AN DFEEE> ANV DFEEE | ANVDFEEE | AVDOFEEE | AV DOHEE | A DOHELE
MUEREBR (HPLC) v=3 | o 00 | e o o o o
<H1>
YR HH 0, -
miits (%) n 6 LP1001 | 93.7~95.8 | 92.4~95.6 | 93.4~98.7 | 91.3~94.8 | 92.4~95.1
<90 4y, T0%LL E>
P =N 0 2 —
w0 n=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% >
(B%1HE)
LP1001 60~71 54~62 48~61 56~65 54~68
EE (N) n=10

X1 FHEWEORRT K9 1.25 ; 0.4%LL T, @% % OEBGWE ; 1.0%LL T, OREZEWE ; 2.0%LL
2 FRBICHTIEAE (%)

OF7 1 Fa 4§ 4mg HEEAE

25°C - T5%RH [#:. BRjK]

BRI H oy k LRAFHAH
< JHHE > Hr BH 4G 21 1% H 2% A 3% A
PER n=10 WIR T | IRTH | SR TH | R TH | IR TH
<R THAOERR LP1001 | AOEIRR | AOEIRR | AOERR | AEOERR | A OE R
AN DFEEE> ANV DFEEE | ANVDHEEE | AVDOFEEE | AV DOHEE | A DOHELE
MERSR (HPLC) n=3 | 1o 001 | e o o o o
<H1>
YR HH 0, -
miits (%) n=6 LP1001 | 93.7~95.8 | 91.0~98.9 | 94.4~98.3 | 81.6~98.3 | 91.1~97.0
<90 4y, T0%LL E>
Pa=N 0 2 —
whE08) *F 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% >
(Z%E1H)
LP1001 | 60~71 97~33 929~33 26~31 27~32
E (N) n=10

X1 FHEWEORRT /9 1.25 ; 0.4%LL T, @O% % OEBGWE ; 1.0%LL T, OREZEWE ; 2.0%LL
2 FRBICHTIEAE (%)

OF 1 Rua U8 dmg HEEEE SR, G [D65 KR (K 1600Lx) , KU A 4]

FRBRIA H =I5 KRt &
< HHs > Hr BH AR REF 40 & Lx-hr 80 & Lx-hr 120 7 Lxhr
MER n=10 WIRETHAT | IR THATE | RO THATE | IRRETHATE
<HARETIATE O ERR LP1001 DEFEAY D DEFEAY D DOEHFEAY D DOEFEA Y D
AD DOZEE> B HhE B B
i kB PL = . . . .
MERER (HPLC) n=3 | b 00, o o o o
<H1>
YR HH 0, -
miits (%) n 6 LP1001 93.7~95.8 93.1~97.3 89.9~94.7 93.0~95.6
<90 4y, T0%LL E>
= P ——
wE G0 n=3 LP1001 | 99.5~100.0 98.0~98.6 96.9~97.8 96.6~96.9
<95.0~105.0% >
(ZE1H)
LP1001 60~171 42~52 47~55 47~54
E (N) n=10

X1 FHEWEORRT K9 1.25 ; 0.4%LL T, @O% % OEBGWE ; 1.0%LL T, OREZEWE ; 2.0%LL
2 FRBICHTIEAE (%)
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7. RRERVBREROREN
L

8. fFILDEAEIL (MEILFNEIL)

AEDERICET HEE

ARIT, AEN OB FRZEMEICET 1M TH Y . H L ALE L THEM LB A - Zatt
(ZOWTORIIEERM L T v, 7z, BE LAl o b PR Z EMHEIZ OV TIERE L TR
W, AAlE AL RS U THER T 2B, SRAOIRMN CELZMBL, Hrd5Z L,

<FAHFrrx=Y X0 0.01%>
AT R MAEBROT XY ALY OERE 100 £ L, ZOMXESFETRT,
PRAFSAE  25°C, B
FEhifiz - ottt 2 —
EHIFEH : 1996 4
BB RBREEYEOREAAELLTEY, BEOKRBL ERRD I ERBD,

oo Bl FEAIA (Rr4h)
Bl 14 H% TARY oy m oy (FREY bR R
AT 90% LA F T7 Ly 7 A% m ey FHHKL 200 (BT 7 ¥ T0)
VL o) TAR=AOm T (THT 4V V)

NRFPLORT Aoy (BFT7RRFFT L FuxtFi)
RAIDORT A vmy 7400 (RAR~A AT LK)
R Z—=nA® 1y (AT =) LEE)

~— Y A GRKE{ET VI =T LTV - Kb~ TR T L)

BlA 14 A% TARI O w7 (VAENLT 72U R
FRTFFR 90% LA E TUAD ey (T U A AR
TEEE 2 L A0y (MU A R —/VIERRIEKFIY)

FZr¥Ivermy 7 (b7 3% AR)
T2 ) RNR—ART XL (7 /)L EH—)L)
Ty oRFevay s (AT IR)
RYTIFrevny s (YTa~T R R K FY)
KTV eRT Aoy (YaTdTa—/LIERE)
RT3 vevmy s (d-/ar7x=53I v LA k)
Laggrevnay 7 5% (L-AVRYATAY)
Avareyny 7 (FXA MR A MY 7 U BALKERRE KT -

T U= VALK EET U L)
AT Foevnm sy (FalTa— VERBEKIY)

® : BRI
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9. Bt
(1) EHHR
77 Ra U 8E 0.5mg (X, B AR FAMNES MBI 3 MICED bITeT % A X UEEDOTRTBIEIC
WET DI EDNHERINTND,
(REAZIED 7= pH6.8 DV U FREHEE R (1—2) 900mL % vy, IWHERERIESE 21K L Y | 50rpm
TRBRAEITH)

TR B
R B VR H R
0.5mg 90 %y 70%L4

(2) wHRER2
<FH R 88 0.5mg>
ARER A
EE - BARRTT  WHRERE S RWE
[Eldngg K ONRBRIK : 50rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]
- pH1.2 (50rpm) TiE. 15~30%531CFHI85%LL Fimst Lz,
- pH4.0 (50rpm) T, 3053 LAREICFEI85%LL A L7z,
- pH6.8 (50rpm) Ti. 30572 F#I85%LL Eist L=,

- K (50rpm) TIE, 30 73T 85%LL B L7,

TH KRB YVIR0.5mg [EEBMICEITE [FTFY XXV ViREl 0.56mg| OIEERETH S,

(P R ER)
EHE (%) pH1.2 (50rpm) BHEE (%) pH4.0 (50rpm)
100 } 100 |
80 | 80 |
80 | 60 |
40 40
20 —e— 1 ' §70.5mg 20 —e— 71 10 $10.5mg
D 1 il 1 0 1 1 il
0 10 20 30 0 15 30 45
BFfa] (43 BFfa] (43)
BEHE (%) pH6.8 (50rpm) EHHER (o) 2K (50rpm)
100 | 100
80 | 80 |
60 60 L
20 | 40 |
20 —e— ¥ 'O /450 5mg 20 r —e— 1 K0 $%0 5mg
0 ‘ : : 0 ‘ : : :
0 15 30 45 0 15 30 45 60
BFE (4 BFfE ()

(n=6)
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<FH Ru bt dmg>
BIEIE T DLW FHIRI SRR T A RTA U EO—ISIEIZOWT CERRL 24452 A 29 H  HKASER
%% 0229 # 10 =)

ARER A
E  AARIERSG  BHREBRE SRk
[l N OVRABRIE - 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Ti%, HEEAERAIOVEEEHED 60% K% Y 85% T D 2 Wi ilZis T, Afh
O SRR R AT VR O SRR IR £ 15% DOFaPHIC & o 7z,

- pH5.0 (50rpm) TiE., FEYERAIOSFELEE D 60% K% Y 85%FFiED 2 K RlZis T, Kb
DU R IR HE LA O S HH 28 = 15% D #IPH 2 & - 72,

- pH6.8 (50rpm) TliL, FEUERLF| ORI 40% M O 85%FHT D 2 Wi FUZB W T, ARl
O SEP)ER H HR TAT YRR O SRR I R £ 15% DOFaPHIC & o 7z,

- K (50rpm) Tix, HEUERIFIOFEIIRHED 40% K Y 85% T D 2 FFIZBWN T, ARGLDI
VR H R I IAEE A O SR 3R = 15% O FEFHIZ & > T

- pH6.8 (100rpm) Ti&, FEERAIL OGERTA & 12, 15 3 LINICFEY) 85% LA Ria L7z,

Bt RROBFHEP 2 RERA R LER, 2 TORRICEVWT [REEERDEYFHE
EMABRIA T A ] OHEELISES LT

(¥ )
pH1.2 (50rpm) EHE (%)

BEHE (%) pH5.0 (50rpm)

100 — 100
8o | == " 8o |
60 60
a0 | a0 |
20 | —— 7-73 0 )’ﬁéimg 20 —_— 5"7] 0 ‘Jﬁiélmg
- & = 77 MO $50.5mg - & = F 7 F0OE0.5mg
O L' 1 L L 0 L' 1 1
0 10 20 30 0 10 20 30
B (59) BefE (53)
EHE (%) pH6.8 (50rpm) BEHE (%) 7k (50rpm)
100 + 100
80 | 80 | o A
60 60 |
a0 40 |
20 | —e— 711 MO Ei4mg 20 —e— 7 11 'O Fi4mg
- & =57 FO$505mg - & =770 $05mg
O b 1 1 L 0 L' L 1 1 1
0 30 60 90 0 30 60 920 120
BEfE (430 e (53
EHE (%) pH6.8 (100rpm)
100 +
£ - ="
60
40 L
20 + —e— O %ﬁ4mg
=& =70 $50.5mg
O b 1 1 1
0 10 15
BEfE (430
(n=12)
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10. 75 - o

(1) FENADELGER - AR, NENRHRLESE - QRICET 5158

LR
(2) a%

T Fa 8 0.5mg

PTP : 100 &£ (10 ££x10). 500 && (10 && X 50)

771 K1 U 8E 4mg

PTP : 100 82 (10 82X 10 ; 82IREFIA D) .
500 BE (10 & X 50 ; #ERAIAD)

FThH a0 0.01%

250mL [1# (f8fa)]

(3) PHREE
LR
(4) BEHOHE

T Ko U8 0.5mg

PTP A% : RUHLE =17 4L, TAI =0 L
ey

T Ka U 5E 4mg

@
PTP At . RUENE= LT 4V, TIAI =L
tr—@E RV =ZF LU ITIRX—F T AI=ZT AT (VA
HLAIAD

FThH a0 0.01%

BT 7 A8,
RV ZF L8Ry UfR) Lty o

1. BRSNS EHE
LR L

12. ZDh
MR L

14




V. AEICEITSIER
1. FEEXRIEEHR

OBMEITREMETE (AR, KRB, TEAME. ERY) . SHITRE#ETE GIBYY
—t). BIBHREGE. ESERRIRE, BRBRISE (FRIR (bEE) 2 U—€), FRRE
BICHES EMEEREHA, ACTH BiMixiBE., TEAEIMGIGER

OMffiy o< F. EEMEAHI VTF (RFIAREEL). UITFRR (VIIFHLEEET). V
I FHESRGRE

OINTIF—TR (2HMHRUVEHARRK). £EMEMERX (FREARK. BEESHEDIRL. &
MENSRME S, SROERAEAFEELZST). SRETHR (REFHR) . ERIE

OAx7a0—ERUAR7O—HERE

O 5 -~ mis A2

OfEXMA. MEMSREXH (MEAHEHESEXIAESDY). EHlTOoMOLEMHEICKEZTLIL
¥—-oE (EPD. pELZEST). iR

OEERLE (LREELHAT D)

OBMERN (REEXTAEMHEBFEOEDLONSLD). AMFE (REQLKE. BEEHEALRBD
Sftixie, B oMtAnR) (REamKRZSE). FEREREAOE (KRB, SR . £BR

(f/MRFEDER CI/MRIER A E) . BEFRRERMN

ORBEmI. BEIEXE K%

OEEHNRIERBOLERBOUNE (BEXH. RTIL—%8D)

ORIEFF % (REKMICEELEALINDHLOEEL). Bit 5 o MRS X, BIEFX GEBHE.
SHERE BTS5o#E) (BL., —BNARICREETHEEOE LVWEENEKT S84
DHLOICRD), FEE GERE., HAMEKEFESHLO. BA5HE#E560)

O#jaA F—L R (BL. BRI ARTEROADBEZR<) . VFAMMEEME (iR
M) (BARMEREET)

Ot (RHFEH. EEFEKICIRS) MfEAIL6tRAT )., BREHEX MEBREIL6RT5).
RZEREL (BEERIEHtRT ). BREEER: BRI 6AT5). BREL0 5% (R
BEF AT 5)

Otz (k. FHAZESTL) (HL. —XRMEKXAOBEEIBEENERLERLA SN, HOfh
FTHREAF+H G L SICEPMANS &), RHEARE (FSUNL—ERREST). HEE
fE. EEGENE. SRUEFELE REREHEXZEL). MERKR. EEHEMFE. SHEMMBES

OFEMY V/E (YU \AEE. MEAEE. AOX UK. REMEE. BRBRE) RUELMUES

GE&ER). FEEAFE. ILEOBRER

O <Al DA >BEEEER (SRTSFURE) BEICHSHIERER (ED - BH)

O ¥ S K M FEAE

OREFHDFE

ORIBHEER. K3 - AETlE. RBEMKE. ATRERETLBEEICHT 24FHMERE

Ok - ERE (BEEORIIIEED)

OMEMEFHR (VoI FHEEHL)

ONEERMBEOBMAERLL

ORILIRE (HhOBENEDLIBE). BREFEE
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O*EE - REXAH (SHEP. ESHEY. BEEL. BMREX. E¥KES. BRBRMEERE

%, FrE—RE#HR. I- % - MRES. EF—LEE. TOMOMERER. BRERER. &
THEEARIE. TOMOFHEORE L. EBH S WVIILMES. BENRUNEEDRD - RE%.
SMERVRKEFIORS - REA£LE) (AL, EEFALSMNMIBHBE LB L), *EBE (I
RRAMATILR, ERPHEESE. BEEMPEET) (BL. EEHICRER L. F£-. BEERBX
RESEFELY)., EFE (BHEFZRC) (BEHIZRS).
*EBRRUEE (SEMEE (EEA). HBEANE. SEtARE. BAtEE. BEtHnR
B, BPREME. 54 5 —EER). *EREA/E (BEFICRS) . "RESE (BEEFICERS).
AR ENEICE., ME (SRS HEAR., Btk (BEL. 3HBHELHOBEEE
EBIZIRS)., IgA MME X (BEEFIRB), Vx—N"—H YRAF ¥k, SBEREREESF (B0
BULAMNRE. RFITVR-PavyrRi. REORK%. 7y RER#E. R—Fxzv Ma @R
EROGZWNES), VT ayYRaKRMER). L1/ —®K. *AEBEEE (BHERICRS). X
R (BEEXARE,. BERXAEM. Senear-Usher FEMEH. HEHEXAR). 71—V JE5
REEXR (EXER. FREATEST). £XERBEKEE. FREYD (EEHFICRS). *HK
E (NTSHaRTEST). AERERRAMERE (FEFICRS). 7ULX—HOEXRTV
TOHE (RAEEESERMRES280). BEUEBHEBRE. HFERXILL—T

OWIR - 1R - IRE - IRFOREMRBOXERE (T FoEH. BikEE:, BELEL. R
B, REXAEAES. BERIRNGHDERSE. BHHFE . SRR VAR REER B OX
ERETRBATELENEF+2GBE (RER. BEX, AEL, BER, UPEKREL), B
FleEiE DTk £IE

O -BiEhHEx, BHEHMPERX -HEPRE. A —IIRBRUVA-I)VEERH. SERSEHEE,
mMEER () HEEK, Z0ULX—4R%, EHE (HBER). ETHEREMER K. RIEX - &
ERE. FRERHEROFHROREE

OHAMORKRRUEL (BFARETHELEZVLHD)

ORREE., At - B (REt) mEEiRE

O<tEAlOA>2HEALF7IAA F—I R
*: SRFIERAVTHENRSF TR EEEH S VIT 2 EHREZHMELBLEVEHEESASEEIC
DHANBZ L
(fi#s)
<AHMALTIoAf R—I >

RIGWOBRHMEAL 7 I 0 A R—=Y ZBEFEELMRIC, 7 aR A7 7 I FKI, "7y 7

R OAREEA] (F XV A% 0) OP¥E (CyBorD #ik*1) ([CX TV hA~wT7*2 & EREE L

DCyBorD #IEDHIER OV 4ME% CyBorD 1% & bk U 7= [EERILE S5 IAHERER (AMY3001

RER) ORERICESERE LT,

k1 AFUZBWT, CyBorD FIEITAGE S TWRUY,

%2 X7V A TITIEAREFHERA] (X7 Ly s R) LETERERA (¥7%2—n8) Bb
V. EHVMEAL 7 S oA F—3 R IR THRERBOHBAB SN TN D,

2. PREXEIDRICEHETIIE

5.RERIZRICEHET HEE
(T EAEHIH R
T XY AL ANEERER O E N B EME I T T 7Y A=~ OB IO B R
T5Z L, AR HLEEITIE. BEME I T B 7Y A —~ DR EERTH 2 L, [8.5,
9.1.10 ]
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3. RERUVRAE

(1) RZERUREDR#ES

T H Fu 8 0.5mg
771 R BE 4mg

<HEHESH CRXTFFUHRE) BEITHES HIEHRER (Bl - Er) >
WL RN TS A XY L LT H 4~20mg Z 1~2 [N EIRR O
B35, 72770, 1 HRK20mg £ TET 5, 3

<2HMHAL7IAA F—LR>
L DOFEH & DPFHIZIB T, @E ., KAZITTF ALY L LT 1 H
40mg % 1, 8. 15, 22 HEIZE 595, 28 HEZ 1A 7 v & LT, &K
6 VA 7 NETELEEE KT,

< ERRUSNDFhEEIE >
FTXYP AL L LT, BEEKA 1 H 0.5~8mg & 1~4 [A[|Z5EfE 1 £
59 %, B, Fls, BRI X EEIIRT 2,

FHRaL Ty *
vV 0.01%

FEXYP AL L LT, @A L B 0.5~8mg & 1~4 [AZ/yEIRE O & 54
%o /NRIZIT 1 H 0.15~4mg % 1~4 [ ERE O BT 5,
RF. AR, ERIC XY EEEET S,

(2) AZBRUVAROREER - R
<PUBMEIEGA (AT T F o E) BEIH D IHEEER CEO - IE) >

LS A AR
L ESR R il

TRV ALY TR 1T 4 1 A 21 ABEOIKE - AN EARESEER LT

L,

<EHEMEALT7 I R—v A >
KIBEOLHMEAL 7 I 0 R—3 ZBEEHGIC, P 7akx 77 I AR, ALvTY I 7k
OAREEA] (7Y 2 2 2) fEEE (CyBorD HgiE*1) (24 T Y A~ 7*2 % L3t L7 DCyBorD
FEVE DA R K OV 2% CyBorD ik & g Ltlﬁ‘i’r/ﬂ%mm&t%ﬁ (AMY3001 &) Ot 5

_%/)%u E L7

%1 A2V T, CyBorD FEIEIZAGR I LTV,
%2 AT A= T IIMETEHERF (X7 Ly R) LETFERGEF (FT7Fa—0) BXHY .,
EHMH AL 7 I vaA R—V AL FHEGRBOHARIN TN D,
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B3V h=T, Y7 aRAT 7 I R, ATV IT, FxY ALY ot EE [DCyBorD
WL
[EIRR LR 45 MAHFRER [AMY3001 &6k (ANDROMEDA #BR) ] G5 A7V 2—1

| 1~2949)L (1~8if) | | 3~BYAHIL (9~24B)
1H%47)L 28 BHiE 1494 4)L28 BFE
188 | 288 | 388 | 488 1388 | 288 | 388 | 488
ES5YLITT
fier R B B N | t t
BET#EES Day1 Day8 Day15  Day22 Day1 Day15

SOORRATZF7FER

A S I I B 1 11

(EKMBRE)
Day1 Day8 Day15 Day22 Day1 Day8 Day15 Day22
SO0 LEIRA y y y Y y Y y y

SN I I LI I

BET#HE Day1 Day8 Dayl5  Day22 Day1 Day8 Day15  Day22
FEYARY Y A A A A A A
40mg/38 i i : i i :
20 XIXEFIRMA Day1,2  Day8,9 Day15,16 Day22,23 Day1,2 Day8 Day15,16 Day22

A FEH ARV LROXEHRARS

H = -
: 5 FHAZJUEORE - 20m
i 1 20mg, S5 VLT IRE 1~3 B T T viEDESs a

t THRY AV UREORS - 40mg
(20mg FOIZHEL T2 BIZH=3RE L)

KGR T IaRAT 7 I RAKFW., RALTY T FXPRAEZ Y COFRITREK 6 A 7L
(24 1) 5 LTz,

<70 A Z D, A RE (BMI : 18.5kg/m2 i) . MIKEHIE, = hr— L REBORERE, X
XAT oA REHEICKHT2RRMEN 2 WE LITAEEFERERBLIZEE IR, T 22 0%
20mg/ W THREFTHZ xR L LT,

AZEERUVREICEEYT IR
FEEIN TR
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5. HREKAIE
(1) BBERET—4/1\vH5—2
<£BHEALT7IOA F—SRADEER>

s HRT VA /5 | e | mat | Emie
BRI
B, T sl EIERE, SRR
I
[ 45 T
RIGRORYE AL 7 I 04 F— o A B# © © —

AMY3001 3Bk 9
DCyBorD # : 195 5l (HAA 15 fi)

CyBorD*# : 193 5l (HAA 13 i)

% @ ARFRIZHB VT, CyBorD FEEITAR I LTV, © : FmEEH

(2) BEEEFR

MR L
(3) HERBERFAR

MR R L
(4) BEEMEER

MR L

1) AMEREERER

<EHEMEALT7 I R—vA>

FEIRS IR 25 AH AR (AMY3001 ik, AARANZSGTENT — ) 9
RET A V| IFEER, T o7 Db, FEIE Shisk LR R

i RIBREDOEHVEALT I 1A F—3 % B4 3884

[DCyBorD#£195%1 (55, HANEZ1561) . CyBorDEF19361 (96, HANEE1L3H) ]

CFHRRELSEC T R B A R— A LBl SN2 18Ul Lo B
PUFOWNT N E W EFREINDEHMHALT 2 v A R— ADOWERRERE EH T 5B
OMiEMER=5g/L (MIE8E FERUKE) & O [ ERIE )
TR | OmiGERERS (FLC) =50mg/LC «/ A L < Idinvolved & Uuninvolve difE B 84

»7% (dFLC) =50mg/LZ 5
c T3 R—U AR EET DR A2 1oLl EAT 5 B
+ ECOG performance status A 27 7% 0~2 DB
SEEMEZ R B REIE O W IS 2 A 5 B
c BERAADMERBROT ST v A% H 95 HE (NT-proBNP >8,500ng/L. NYHARHIHE Y &
TR ETE | RMMBXUTIVIEDLARET R &)
CJEALRT S oA F—L REFTHHRE
- RO AN D6V A 7 )V OIRFETITEMIBHE L TE L TV
V. JGRICBET25HE 3. HIERUHE) OHESHROZ &,
WO EB28H A1 1 7L L L, CyBorDEETIES 7 Rk 27 7 3 F300mg/m? (4K
WS RN SOEERIRN) | AL T Y X 7 1.3mg/m2 (B2 FHE) ROT ¥4 A Z Y 40mg (7%
M) Z ARG L, K6V A 7 /L% ThifT L7=, DCyBorD#f TiZCyBorDiZ E#H L
X7 h<71,800mg (X F) &4 A 7 1~2 1AM, Yo 7 V3~61X2HFkE. 1 7 v
TURE T4 MR TR G L, k24 Y 1 7 v E CThiifT Lz, FRANTIER IS Ul EE Lz,
% 0 RFUZEBWT, CyBorD HEVEITARE I TR,

5771k
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TR E H

Mmikr57ea28%) (CR) = EEET I nA F— 2GR FHE LT CR O b
T2 BEOEIG

*  [EHERT I v A F—2 A IR R E ST
RN D 51K
CR

FHE

FLC XD IER L, GEEEEICI2BETHEERTOMEANE HIC
N
N—2F A 2D dFLC 78 >50mg/L : dFLC 7% 40mg/L A (2 J8id
NR—=2ZF A >0 dFLC 78 <50mg/L : i M & A &) 0% L, 7>5, R
M & F &7 100mg/24 FE % FE 5
R—ZF A b>D dFLC 78 >50mg/L : dFLC {25 50% 2L Figid
R—2ZF 4 >0 dFLC 78 <50mg/L : Ifiii§ M & H &4 50%8E4 L, 7o, 24
REfR T M & E &S 90% @) 3 5. Xk 200mg/24 B % Flal %
PR A
CR 75 DHEAT « B 72 FLC b GFLC 78 2 %) 8
CR/VGPR/PR 76 OHEST « 1fnif M & E 2 0.5g/dL ., 2> 50%LL LN, X
MR M E A 200mg/ B, 730 50%LL BN (REAICHER TE A —7
DIFET D)
iFLC 7% 100mg/L #. 7> 50%LL L4 2
a : i FLC 23 HYEE FERAM ., M O [ EEIC L DI & RO RSB TH 55813,

CR D% & LT uninvolved #EEfEE S K ) FLC LD EF LTV T H L3720
b: RXR—RATA MEOEFIL, RBREROYEIERS A URHCHE Lz, EEOIHEXRHEHE & L

VGPR

PR

No response

Progression

EER
BIR AL I H

FH 2 PR RN T — M EA /AR (MOD—PFS) *1, T2/t feft F — M1 X
7 (MOD—EFS) *2, 241FHH (0S) | 64 HRSOCRE, VGPRLL EOREH BB
LN BEORIG, BB, BRI
%1: MOD—PFSOEF ; 7 v & LMEDEEE LU TFOWT O FERNFELT 5 F TOHIRM
a) T
b) FE /2R T
DA EOREHRIER DB, B A TOBSUIERN S — 2 R B TR
B o A & EE
c BAREZORRER : BT SULB B2 L L T 5 KR REBORIL L B
c) EEET I v A K— A —TEF0 R E B -5 < =g BT T (IRCHIE)
%2 : MOD—PFSOEFRITNM A, WIEHEE L TOIELZEMIEDHILE MIIAIRE MG A2 A X b
LLTEDD

c2EENDRL L L 6 YA 7 NVDOIREERE T LRSI EE T2 EMdT 52 & & Lz (CR
FIZOWT o Z ] 0.04999 THIE).

- EEFHHEE ThH 5 CR Fix, IRC HIEIZ L 574 HV > T, Mayo Clinic Cardiac Staging
System (25 < DEFH (stage I, I, Ma), £2F1E AL 7 I v A R—Y ABEHITHT D
T Al A oD Fe ki (G328, 325 L 722 WE) K OVEHRE (CrCL=60mL/%y, <60mL/
4y) ZJERIKF & L7z Cochran-Mantel-Haenszel (CMH) 12 X 0 #iE M OMi#dT L 7=,

- FEFHMOEE TH 25 CR FIZ-WT, DCyBorD #f & CyBorD #f & ORICEBZENRD B
7oA. FEREIGEHEE R Td 5 MOD—PFS, OS OE TR TIEZ W CIEK R ES
DT EEFERANCHE L (al3FEBEDOA X FLIZIS U T O'Brien-Fleming @ o {H 2 B% %
FAWTERE).,

% RFUZEBWT, CyBorD HIEITAGE I N TR,

20



[202052 A 14H 27 V =k L v b A 7B 4]

FEAT BT & R
DEEH
DCyBorD #f CyBorD #%
ITT4#M, n 195 193
RN GER, n 193 188
. 9.6 5.3
BTHmERE (). A (0.03~21.16) (0.03~7.33)
Be G977 VEoh g fii 11.0 6.0
FH ek R R, %
T aRAT 7 I KR 85.8 86.1
RLTFVIT 96.6 97.4
FRY R 100.0 100.0
I h~T 100.0 —

- FERHEEE - ke eZEs) (CR)

 FEARRIKEIHMOEE  VGPRU EOZEAERD Sz BFEOEIE . 65 AFSOCRE
BRERNZ IV TCREIZDCyBorDEE (19541) 53.3% (95%{EHH X [#] : 46.1~60.5) . CyBorD
BE (19361) 18.1% (95%[EHEIXH : 13.0~24.3) TH V. WEEHI DA~ X135.13 (95%15
FEX Y : 3.22~8.16) . p<0.0001T% Y DCyBorDEES KA H BIZE -T2 (BRI
Cochran-Mantel-Haenszell €., A& /K#0.04999) ,

FERIER/| AR AT 7 N — T RIS T b2k L AR Th - 7,

IR ETATTE B
SREH
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]
A XLt [95% (G HE K] *2 5.13 [3.22~8.16]
p fE*3 p<0.0001
VGPR UL E. n (%) 153 (78.5) 95 (49.2)
[95% EHEIX[H]] *! [72.0~84.0] [42.0~56.5]
v Xt [95% S HEIX ] *2 3.75 [2.40~5.85]
p fE*3 p<0.0001
6 » AR CR, n (%) 97 (49.7) 27 (14.0)
[95%EEIX ] *1 [42.5~57.0] [9.4~19.7]
v Xt [95%(FHEX[#] *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 BREMITLIEFRY (stage . I, a), 25 AL 7T I v A F— RABFITKT B0
IR OHESE (HELE 2 E, #ELE Lo WE) ROBHRE (CrCL=60mL/47,
<60mL/%y) #JERIET & L7 Cochran-Mantel-Haenszel %

*3 : 2%HEMHIZE R Cochran Mantel-Haenszel #E. HAASM X Fisher’s exact test

% RFUZEBWT, CyBorD HIEITAGE I N TR,
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LB A/
R AT F

- BEARBIREHEEE - EE AP RE I T — M A AR (MOD—PFS)

MOD—PFS®»Kaplan-Meier#if#g (&)
(%)

100
80 1
&
=
E
7 e0-
b
[
£
g
’%‘ 40 4
D
|
5
20
=== DCyBorD#f =@ CyBorD#f
07 T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 (B)
HARS
at risk#
DCyBorD#f 195 178 166 147 114 86 60 44 27 10 1 0]
CyBorDE 193 163 134 111 65 44 29 20 10 7 1 0
REH
DCyBorD #* CyBorD #*
(N=195) (N=193)
A b n (%) 34 (17.4) 53 (27.5)
MOD—PFS fefE, H o
[95%15 #H X [H ]
NP— Rt [95% 15 HEX M1 *1 0.580 [0.363~0.926]
p fE*? p=0.0211

k1 RRERMIT IPCW iE5 VIR A B A S L 3 2 IEEBIEAf & Cox LHINF— RET
. BARNEFIIIEFE 2 AL E 35 Cox il — FET VL
%2 BREMIIIFEER] IPCW log-rank MiE., HAANEMIZIEEH logrank FiE

* 0 ARHFUTIBWT, CyBorD FRIEITAR I TR,
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FEEHEE E /
ARG H

» BERREIREHHEE - OS

OS®Kaplan-Meierfh# (£ALEM)

(%)

100
80
60
&
=
=
=
40
20
== DCyBorD#f =-@- CyBorD#f
O;
0 3 6 9 12 15 18 21 24 (B
#ARS
at risk#
DCyBorD®& 195 176 164 131 81 42 17 1 0
CyBorD## 193 170 161 120 74 38 16 1 0
AL
DCyBorD #% CyBorD #t
(N=195) (N=193)
AV, n (%) 27 (13.8) 29 (15.0)
0S Fefif, A HEEARRE HEEARRE
« EERRIREAGIE H : ZRah R
4
IR O \ 5 :
S DCyBorD #% CyBorD ##
” i (N=179) (N=148)
CR. n 104 35
P (). A 60 (8.0~299) 85.0 (14.0~340.0)
VGPR LA EDFER), n 153 95
o ). A 17.0 (5.0~336) 25.0 (8.0~171.0)
« EERRIREAGIE H : FahREre R
RER KO AANERICBWT, CREUVGOPREL FoOZahRk i defiiL, WFho

HLHEERETH T,

KUK A RRFIG R « N—=2 T AV XIFA 7 V== VT I n A F—2 A LREE
S S, WIERTERAZ AT LBED O b, RBRERG R ON—R T A R ORIz

WP S 1EIPL T oA

% RFUZEBWT, CyBorD HIEITAGRE I N TR,
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SRR
B )

n (%)

SREF
DCyBorD #f CyBorD #%
(N=193) (N=188)
N SO VA ER SER N
;gg%ggﬁ%k%@é 174 (90.2) 169 (89.9)
TeEs 39 (20.2) |25 37 (19.7)
(WTNORET E Nl EA 28 (14.5) | RAH M NE 38 (20.2)
10%LL E) | TS ERALRLEE 18 ( 9.3) | FEAHALALEE 21 (11.2)
40 (20.7) | {HF% 27 (14.4)
38 (19.7)| T#i 36 (19.1)
29 (15.0) | HE.D» 39 (20.7)
RIEMIETE =2 F= 53 (27.5) | KA =a—nn 7= 34 (18.1)
32 (16.6)| &1L 31 (16.5)
U SR E 31 (16.1)| VU > BRI IE 25 (13.3)
/SRR kA i 30 (15.5) | /M E 20 (10.6)
I Rk i 20 (10.4) | 4 H ek E 10 ( 5.3)
ARIRIE 35 (18.1) | RIRIE 37 (19.7)
39 (20.2) 9§57 37 (19.7)
RA MR 28 (14.5) | KRy 1EizE 38 (20.2)
T_TCDOEERES 189 (97.9) 185 (98.4)
(i B B D S DR 65 (32.6) | Lol 41 (21.8)
(WFHDORET IDARA 16 (8.3)| R4 10 (5.3)
5%LL ) DB AR 11 (56.7)| LEAE 4 (2.1)
EOLES 11 (5.7)| @hE 6 (3.2)
I IESE 2 E S 83 (43.0) 68 (36.2)
4 BYYE R OFARE 31 (16.1) |EYYE R O FERAE 16 (8.3)
(W FRDORET fifi g% 14 (7.3)| Mz 9 (4.8)
2%LL ) P ITILE 6 (3.1)] e 0 (0)
g 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)
2 SN V0N 12 E N V0N
P 17 (8.8) G 11 (5.9)
I K] 4 (2.1)] PRI IR g 3 (1.6)
fim 7k 4 (2.1)] Kk 1 (0.5)
—f% - BHFEERD —f% - BHFEERD
wamprope ©° 7Y whmpowe 2 64
ZEIRAE. 6 (3.1)| ZEskst 3 (1.6)
H ke 8 (4.1) | HkEE 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) AKoyiBETH 5 (2.7)
PR R IR 7 (3.6) | MR RBEE 9 (4.8
il 3 (1.6)| Kt 6 (3.2)
;ﬁizj\;gg%m&m 140 (72.5) 133 (70.7)
T T EFERY 72 Dl =
ERBLLI-HRED S B,
N2 5 30/30 (100) 24/25 (96.0)
- AN &

REMER ). TIRITHESE] D b BePECREAG L. MArREME/IN .

Ni-F%% MBEEEHV] L L7,

(MedDRA version 22.1)
1 AEFEREOVTNOORERE ORREEFRZ TBER L), 12070, TAEetE/D . TR

FRIREMER]. NTEMESE] Lk s

% RFUZEBWT, CyBorD HIEITAGE I N TR,
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2) REMHR
(Tv. 5. (4). 1) AMERGERE] OESHR)
(5) #BFE - WBHFAR
MU ERR L
(6) ARKMER
MU ERR L
1) EARERE (—REARKRE. HECARKERE. CARKLRAE), RERFLRT—4A
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
Y LR
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VI. ENEEICEET SHEE
1. EEZMICEEHSLEYMNITILEVE
aNFV e RraLF Yy T R=yay AFASLR=vynrr REAZ
HE  BEOH DA ORREXIIRRFIL, ORI EEZSZRT L2 L,

2. XBEFER

(1) {EREML - EFEF
ARREIEREARNES T, RIROPEFE a2V F oA REFRUEFICL Y ERWEOEE RIS & 2%
SEAR OWEERHNC L 0 TRIEER 283, MIREH 5 WITENICHFET D BRI AT 5 L.
EWNIZBAT L CTRE DG T OG22 H 2 WITLET 5, BENBH SN TERSNDREN
BRI BIX VR aNTF 1 ThDHB, THUIHRARY N—8 A ZfHE L CTHRMICTr A%
TV, hrr AR U nAfa N VR EORRWEOEA KT IED Y,

Fhp A=A 51%, OKRMAMEKOE, oA, WIS H1EH. OQRIEWY A A D

A O, ORIEDIEE AT 4 =—Z — Db, @I N0 i O H2E R+ O R BN 2 &
Fons e,

OFRManKRO. 2. BEEICHT 546
AT v A RANZMIEZ: & ORFEEAIZ A SED Z 2L 0 R o U o SER (BRI T U o3
) ZWT D, iR ERO RIEM R~ OEFEELET S, T U 273 BkD NF- « B {EME(L A ) L,
YA MIAVEAEINZ D, AT A RANTRAB YV RERICT AN b—vAZFEL, £72B
U SRS EEREIR - (TL-4) 12 K 0 IEMEAL - B95E 3 2 W1 O FR Z Rl il 3~ 2, BER DS B FR A 1
WiV ~=oru 7y —=VIobd 2B, ~/rn7ry—Y0aRRE, MEEERLEE I .
INF-o - Il-1-AXurasrAr—8-TITRAI ) —=FoT7 7 FR=F—DOEENAHIEND,
2T aA REIO D 2 RERREIERNILY M A iR Y o EOREICRIH ST b,

QRIEHEYA LhAY - TEHA D OMH
~r7n7y— - [qmEkic & 5 IL-1, IL-1ra, IL-2, IL-3, IL-6, IL-8, IL-12, IFNy , TNF-
a. GM-CSF 72 EORIEMY A NI A LV PEA - ZUWR AT v A RANZ L VE SIS kol
WIZBD 5 pER T PDGF, TGF- B Xl &= 72, L L AT aA RANTY A Ak
WHERZ L2, A b IA VZFEOREEZMT D ENAM6NTEY, A7 A IR
PA MIA VEAZIHI L CTRRIEERZ R T LW BEX L TET D,

QORIEDIREA T4 T—2—DFED
7 7% FUBREOE. 7 7% FUBITMEEDO U VIEEN SR AR Y 2X—8 Az (PLA2) ©
TERCEEREL, Ficyv 7 ndx o7 —% (COX) DIEHICE W RIEAT 4 =—F—DF 1 X
LTIV EMMELND, AT A RANIIIERAT O WA sPLA: TA-MlRER cPLA2 D%
BEMEIL T, 7 7% NUBOARZET 5. £72. PLASRERB Y R a /v F o OFEEZ RN
TEDAN=ZALEHD, T IT7FXF VBN T AZ T 50Uy Ho #AKT D7 a0ty 7)
—PIzid, HEMICBRHT 5 COX-1 £ R hF v o0, IL-1 I X0 BER, MmN, fRiESE
HER R IZ N B8R D COX-2D 225D T A VWA Lind b, AT v A RAIL COX-2 %58 <
Rl LT, RIEFNLO T 0 AEZ TS5 DU EAERIIZ D,

@mE N KRR E O EEETFOHKEIME
FUERIZNBIC R B L 7o 826507 ICAM-1 20 L CBLCHE L, RIEFLICRIET 5. A7 1
A FAIZ ICAM-1 ORBLZ I 5, MEZEBEICEEL, A7 v A NAIZ KBTS &, IR
HERE O BRI HIC X 0 A IHE 2 8 2 U, A RRER IERSE Dkt S d B A I VA
5L CEMMEBZBBEZMET L2 X E<hSMmbN T\, £/o, A7 A RAIET 7 V%
=V Bl ZAEWEE LW L, 7 v bW L& EE M2 6T 2.
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(2) EMERMTSHHABRMR
1) puBfEM 7.9

YYADT T IVX =N L D RPNEEICK L, TR A XY 2015, 0.5, 1.5mg/kg K TS OF
FERNHIE I A ERFEA R S, 2 OMHEIERIX 3 %O 7 7 UV = T G2\ TR R
DR ST,
Fo, Ty hoasa ) zqckamEBHICH L, Tx A XY 015, 0.5, 1.5mg/kg % 3
REIRTIZ B TS 2 2 L2 k0 . SRR H OMSIER 23380 b i,
2) HLIAZFEM 9

YUADRY BE=— )L AR DI K AR L, AK 0.35mg/kg/ H, 12~14 HMBHRNEHR
XY, aT—=FrOa. EED 50~T0%MHl S 47,
3) TaRET T UV ARMEWER (7 7 % R BiEELEER) 10,10
TYHXEHEL DGO AFFERET XV A XY 0 1y M TREL L7 & &, fMet-Leu-Phe DHIliHIZ
K27 T7x FUBOlEHE 32%MMEI L, T3 A X AL DRAR Y R—F A2 OIEHELEN R
Xz, £z, v U AOMBHMEFMIROIMIE % N2 - 5EICBWT, 7% A XY 5X106M T

WMPRLT- & = PGE2 D&% T1%., PGF2a % 68% Ml L=, 7 7% RUVENNIEHENG 52 5
PRI T e AR 7T VU EROEILA BTV,

(3) {EFISETU - HHEER
DR L

27



VI. E¥BRRICEY 5EE
1. MPREOHTD
(1) aREtFHLCODRE
MM ERR L
(2) BERBBRCTHRBSh-OPRE
(B35 W T — )
TR B 12 A IS RERI A X EERRER |12 T 7 % A % V' > 12mg #RNES (=% 7 —/L 1.0mL
TR L, AFAE/K 100mL TH THELD), T H Ry U F 0 001%% 120mL
(0.1mg/mL) X7 Ka 88 0.5mg % 12mg &5 L7z & & | & i HiREBERR 2 TRRidoR

70 12)
FEH : 60~120 4
T Y XTI 10~60 %

<00 T T T T

(TW/3U) FEHE ¢ N S E N B

20t -
H
NS W N S S mr
BERE (hr)
@ TV AXYUIERD
O =UFx v
A FEH

28



RN 6 LT XV A XY Img ZROHFE L- & & OMPEEZ Fillnd, 13

ot e I H R P BEMTEE | 7%V A XV BRE (ng/mL)
)RR (hr) (hr) (ng/mL) 6hr 24hr
R 1.3£0.4 3.3t1.1 20.9+2.9 5.0=1.3 0.9+0.3
(n=6)
20_

n=6

(TW/3U) FEHE ¢ N E N B

T 7/ ¢ s e o e s

I

o 1 2 3 a

tn -
(-2}
-
[
n
4
&

e 1 Gtk irf] (hr)

<FH R o gE dmg>19
BIREIRSE DL FHIRI SRR A R T A V5O IEIC SN T CEk 2442 H 29 A A
FATTE 0229 5 10 5)
T Ra U 8E4mg 1 $EM YT I R 82 0.56mg 888 (FF P AXY L LT4dmg) 227 0 A4 —
SN—IEIC L0 R A B ICH R AR OB L iR T S A 2V VREARIEL, SHhi
EWENRE/XT A — & (AUC, Cmax) [Z2V T 90%{E #E X A THEFHIENT 21T - 7245 5. log (0.80)
~log (1.25) DOHPANTH Y . WiAID ALY FHIFFIED R Sz,

HENT A—H— BENRT A —H—
AUCo-24 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
FH R b 4mg 213.0£38.1 46.6+10.4 1.22+0.59 4.26+0.56
77 Ko 8 0.5mg 198.9+£40.7 43.6+11.6 1.06£0.58 4.06+0.44

(4mg % 5-, Mean+S.D., n=20)
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{ng/mL)

&0

50 |
% —e—FH KO §E4mg

40 -
? --A--F 4 KO- §0. 5mg
%
;}30 4 mg#ts, Mean+S.D., n=20
E
20
>
P}
B 10 4

0

4] 3 B g 12 15 18 21 24
B¥fE (hr)

MR NZ AUC, Cmax 500/37 A — & (3 #ERE ORI OERHEH « B 55 0 7R
R L > TRRD AN D D,

(8) hEE
B R L
(4) BS - ftAEORE
(fvir. 7. #HAAEH) OESH)

2. EYEERB/INTA—S
(1) BAE
MERR L
(2) BALERETEH
U ERR L
(3) HEEETEH
MG R R L
(4) Y73 2R
(& T —4)
3.720.9 (mL/min-kg) 19
(5) HHBE
(& W T —H)
0.82+£0.22 (L/kg) 1»
(6) £t
(& W T —4)

NAFT ATV T 4 AUC
Ay BN =2 78.0% 57.18 (u g'min/mL)
FhHERr =Y XL 82.6% 59.73 (u g-min/mL)

(FFH ALY L LT 12mg 2 0O#%5) 12
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3. BEKE (KEaL—v3y) @
(1) RHiFE
BB L
(2) /35 A—3 EMER
AR L

4. R
WLILERAT - W b

5. 9%
(1) itk -FeiBE P& @ tE
MUERR L
(2) Imi%k-fadkEaFE &
(TVIl. 6. (5) iftm) DOIHZH)
(& W T —4)
FXRY ALY 8mg AR OESE L 8~11 Bifii#4 12, 5 FUIBE Lo EEEMR IV T REIRRRS §%
AR, FEERURIL, FEIIRM & VKT, R T 0 A 2 Y VRENRE LTS, 10
REARAN F R 0. 2.2 g/dL

Jits 5 U 1 2.9ug/dL
S UG . 2.6 g/dL
¥E K 2.5 g/dL

TXVAZY UEREORE L&, BHE: BIRmMREERITZ1: 1 THH, 1719
(3) Eit~DBiTit
(TVIl. 6. (6) #=Fhw) DOESH)
(BE T —4)
B bmg D7 L R=yn v aRka#Eh Lzt 25, 48~61 BEfILINICHLH 1L Ic>& & h5 &
D 014% (Tpug) OBITRH Tz, THIHAZ Y ANZBWTHRAT~OBITA THEIND, 19
(4) HE~NOBITHE
(& T —4)
TXY RS EDT N aanF aA K img/kg &b MIERIRNE G- L72akBRIZ BT BERER O
e R IR I ) 1/2 BUFC, RERBALE 8 REf R, NEHEK M D 7 v aanFas Rig
FEVT ISR 0 | 24 WREREIZ IR & 7 o 72, 20
(5) ZofhoiBB~DRITHE
Pl v/
(6) MFEEAKEAE
(& W T —4)
77.4% (7 V7 I kAR 83.7%) 2V
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6. K
(1) REBLEIRUCKBER
FREHERAT © AN
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24 Pragma Pharmaceuticals, LLC

R4 DECADRON® (DEXAMETHASONE TABLETS,USP)
I - $i# | 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 TREATMENT AND 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?bsa/day).

For the purpose of comparison, the following 1s 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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HR5E4 DECADRON® (DEXAMETHASONE ELIXIR,USP)
I - HiK | 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
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DOSAGE AND ADMINISTRATION
For Oral Administration :

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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Wi 5e 4 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.

B
A=A KT VT DA A

(An Australian categorization of risk of drug use in pregnancy)

2E O E
A=A NZ U7 D45¥E « (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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