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[FH Foa 88 0.5mgl MOV [FH FrrolF00.01%) (3EARERASHIC L > TlREES L
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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 D, ZIICRIBEE R/ Al (adreno-cortical
-ho-rmone) %#& i+, DECADRON &4 Eni-,

2. —i&4
(1) M& (WwdE)
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. PFXRUVHFE
52K CoeHaoFOs5
sy 1 392.46

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

5&S
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TR RO HiLd,
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AL )=, TH =) (95) LT B P ACRREITIZL, TE =P U MZEFIZS <, KIZ
EEAETET RN,
(3) WiEtE
MUERR L
(4) AR (R, 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)
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i & KEEAE T N U 7 LERIHE K OUK DIRIR 2 WK & LERSE 7 T A RBEVEIC KV 15 7o BRI 7
AW DBV S E R 5,
2) ERAN AT B E U
KiwkTH ) —MENP L, 7 == RTV=y AREE Mz, MEAT 5, ik, ZOHRIZ
D&Y )= E RO TRBRICEE L TR E IR E L, WILA LY MV ZJIE L, RO A~
7 MVERMDEBIBANRY MVET X W A X ANEREGED AT MRS 5 & & lEH DA
A7 MVIEFR—EED & 2 AIZRBEORE ORI % 78D 5,
3) FRAMRIL AT M VRIE R
BAA U 7 AEEANEIC LV RBR ATV, RE DALY ML EKRBDBRASRY MAITT X9 A X
VB DAY MVE BT D L&, WEDAT MVIEREEO & 2 AIZREED TRE D
INZERD D,
(2) E#E
Sy BT SRAt:
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BEME - k., 7 b= MY LR



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

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) HHI DY

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 L




2. RADOHER
(1) APRS (EERD) OFERUVFMA

FhH ezl FIL

ke T Ku 8 0.5mg T R U8 4mg
0.01%
PRTEON 1%% \ 1ﬁ¢‘ ‘ 1my$ ‘
FEY A KV 0.5mg FXYRAHY L dmg| FTHFFAFYL 0.1lmg
FLBEARF, U UK FE IV | HHEARF, U CBBAKFINN T Y v =X ) — )b
— TULKI, FUER IV | LKW, FUuER Y| (95), KEFEE, Yo

TS ATT Y Ve~ T
FL TN

TS ATT ) Vg~ T
2T A =R bk

YU U LKE, R 2
. EF

(2) BRESZORE
B R L

(3) BE
BRI L

3. BRtERRADHERRVERE

BN ANA

4. N
AL

5. BAT DHREIED % HK#Y

AR L

6. HADEFEBEUTICEITIREEY

(1) TR

SRERFEHEWIR - 2011/6/6~2012/2/20

OF7 1 Fa 88 0.56mg dEER  40°C. 7T5%RH [ mldEFRE (PTP w3s) |

BRTE H =N PRA7H
<> H5 BHAGHEE 1% A 35 A 6 % A
PR 606011
< TAEEAY OFAFO | 607011 ik WA WA A
H 8,0 5 > 607012
606011
TRl . .
(Hpfe o f: b ;‘i 74—y | 20701 wa B B e
“ 607012
- 606011 88~99 95~99 94~98 83~94
M (%)
. 607011 91~98 94~97 93~96 92~94
<90 47, 70%LL E>
607012 94~99 96~99 94~99 90~94
. 606011 1.9 — — 5.6
U5 — MR
. 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 (%)




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

OF H Rua U8 dmg  IEEERER  40°C, 75%RH [l Re (PTP mik) ]

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 DFEgE> DEX4T-3
B n=3 DEX4T-1) \ \ ‘
GBS e S5 ) DEX4T-2 WA A A e
DEX4T-3
o et __ |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
290 5. TO%LLE > 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
(&%) —MABR) 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
SR (%) %7 n=3 DEX4T-1| 100.3~103.5 | 101.9~102.9 | 98.9~101.3 | 99.5~100.3
DEX4T-2| 100.6~101.2 | 100.2~101.7 | 99.6~100.5 | 99.0~ 99.8
<95.0~105.0% >
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
ARERHE A 2020/3/31
OFH Rkrrxl) X1 0.01% EHRTRE 25C., 60%RH [H&UERRE () ]
HERIEH =N PRI
< Hitk > *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 - e
(L%, BEMAED) | GP0800 h
' (%) * 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) #EOUILREOLENE

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

OF 1 R U8 0.6mg MEAEE  40°C LEEYE, KUBA Y]
FRERIE B =I5 PRATHAM
<> H BRARIEE 2 i 1% H 25 A 35 H
PR n=10 TOERRAYD | TERRA D | T ERRA D | TAERRA Y | T ERRAY
<ZHEBAD OFEMAED | GRKO2B1 | OHAFRD | OFHMAFED | OFAKD | OEAFED | OHATO
H D EEE> HEOHEEE | AAOHEE | AEROHEE | AROFEE | AROHFEEE
M (%) n=6
wiitE 06) fl GKO02B1 | 92.6~98.1 | 92.3~97.0 | 94.3~103.7 | 86.4~96.1 | 87.8~95.6
<90 4y, 70%LL k>
P =N ‘V Y :3
a6 " n GKO02B1 |99.7~101.0 | 98.9~100.6 | 98.0~99.9 | 97.9~98.3 |98.7~100.1
<90~110% >
(2E1H)
GK02B1 49~54 47~58 54~61 51~62 50~60
EE (N) n=10
X RTRERIZHTIERE (%)
OF M Fa U8 0.5mg MaEE 25°C - 75%RH [, Bajk]
PRERIE H = PRAFHIM
<> H BRAREE 2 i 1% H 25 A 35 H
PRI n=10 YRR | TAERRAD | B | B | ZAERRA Y
<ZHEBAD OFEMAED | GRKO2B1 | OHAFRD | OFHMAFED | OFAKD | OEMAFED | OHATD
A0 FEEE> HEOHEE | AROHEE | BROHRE | BAOHRE | AROHEE
M (%) n=6
wiitE 06) fl GKO02B1 | 92.6~98.1 | 82.0~96.2 |89.6~101.4| 91.6~95.9 | 89.9~94.9
<90 4y, 70%LL E>
P =N ‘V Y :3
RO GKO02B1 |99.7~101.0 | 97.3~98.2 | 99.4~100.4 | 99.3~100.5 | 99.8~102.0
<90~110% >
(2E1H)
GK02B1 49~54 38~45 37~43 38~43 35~43
EE (N) n=10
X RTRERIZHTIERE (%)
OT 1 Ru U8 0.5mg MoEE =iE, L (D65 i (7 1600Lx) . KEA w4
PRERIE H =I5 FoL S A
<k > T BR BRI 40 75 Lx-hr 80 77 Lx-hr 120 77 Lx-hr
Mk n=10 TSERAY O | TAYEAD O | TAYEERAD O | TAYEBIAY O
<ZHERRAYD OTAEO | GKO2B1 | KAROHGO | RAKOBEAD | RATFOAAO | TATEO A
A0 FEEE> #EiE B #EiE #EiE
EHPE (%) n=6
miits (%) . GKO2B1 | 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
RO GKO2B1 | 99.7~101.0 95.8~97.3 91.2~92. 6 87.5~89.5
<90~110% >
(B%1HE)
GK02B1 49~54 51~59 51~56 46~58
EE (N) n=10
X BREIIHTIEER (%) 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 —
wE G0 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 (%)




7. RRERVBREROREN
L

8. fFILDEAEIL (MELFNEIL)

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,

<F ARyl FIIL0.01%>
B A7 B BRAEROTIV ALY U OEREE 100 £ L, ZOMIESETRT,
PRAFSAE  25°C, B
Fhikagk - ottt #—
FEhErRE - 1996 4
OB RAREMYEFORGEAERLLTEY, BUEORFBL LRI ZERD D,

oo Bl FEAIA (Rr4h)
Bl 14 H% TARY oy m oy (FREY bR R
AT 90% LA F 7Ly 7 A% m ey FHRKL 200 (BT 7 ¥ y)
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)

~—1 oy JAY 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. BHtE

(1) FEHIH
T H K BE 0.5mg 1%, B ARIER T AMES GBS 3 IICED b= T ¥4 2 & U EEOEHBIIC
AT DI ENHERINTND,
(FBRIK I D 72 pH6.8 DV iR E#R (1—2) 900mL % FV, EHEERES 2 152XV | 50rpm
THRERZ1T9)

A RS
ForE BE IR P HIR
0.5mg 90 73 70%LL

(2) w2
<FH Ko 8 0.5mg>
RS
EiE  BARIEF G WHREBRE S RWE
IR ONRBR I © 50rpm (pH1.2. pH4.0. pH6.8, 7K)

CHIE]
- pH1.2 (50rpm) TiZ, 15~3043 2 F485%LL st L=,
- pH4.0 (50rpm) TiE. 305 LAREICFEI85% LA Bt L7z,
- pH6.8 (50rpm) Tix, 30532 FHI85%LL Fi L7z,
- K (B0rpm) Ti, 30 /72 85%LL LIEH L7,

T Ru 88 0.5me 1L EHIHEICBIT D [F %32 %Y U 88R] 0.5mg| OREAERIFITH 5,

(P R ER)
EHE (%) pH1.2 (50rpm) BHEE (%) pH4.0 (50rpm)
100 100 t
80 | 80 -
B0 | 60 |
40 + 40 r
20 | —e— =1 'O /§50 5mg 20 —e— 1 KO 450 5mg
0 ' ‘ ' 0 ' ' ‘
0 10 20 30 0 15 30 45
BFfa] (53 BFfal (43)
EhE 00 pH6.8 (50rpm) B 00 K (50rpm)
100 | 100
80 | 80
60 | 60 |
0 a0
20 r —e— ¥ O /470.5mg 20 —e— 1 0 /450 5mg
0 ‘ ' ' 0 ‘ ' ' '
0 15 30 45 0 15 30 45 60
BFE (53 BFE ()

(n=6)

11



<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 R 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) TiL, FEERAIL OGERTA & 12, 15 3 LINICFEY) 85% LA Ria L7z,

PLb o KRS OFR 288 2 R & bl L7 2 CORBRIKIZI N T MRFEESE S O AR [F]
GBI A R T A > OHERLEEE LT,

(VA HikR)
EHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 | _ 100 |
80 L == " 80 |
60 60
a0 | a0 |
20 | —._5"73 0 )’ﬁéimg 20 —_— 5"7] 0 ‘Jﬁiélmg
- & = 77 MO $50.5mg - & = F 7 F0OE0.5mg
0 ¥ . ‘ : 0 ¥ : .
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 L —e— 77 'O Et4mg 20 | —e— 71 0 /EE4mg
- & =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)

12



10. 75 - 0%

(1) FRNADELGER - AR, NENRHRLESE - QRICET 5158

LR
(2) a%

T Fa 8 0.5mg

100 $£ [10 §E X 10 ; PTP], 500 #& [10 $£X50 ; PTP]

771 K1 U 8E 4mg

100 & [10 $£X 10 ; PTP : RZEEAIA Y ]

FThHFRar=) T 0.01%

250mL [1# (f8fa)]

(3) FREE
LR
(4) BHEOHE

T Fa 8 0.5mg

PTP A% RV =T 4 VA, T =L

771 K1 U 8E 4mg

R
PTP @it RV = LT 4 VA, TAI =T LG
tr—@gE KV=ZF LI IR T AI=T AT LA

HCIRAIA Y

Fh a0 0.01%

w5 A,
RV ZF L8Ry UfR) L ol y o

1. FlRRHEShZEHE
MM ER e L

12. ZDh
B R L

13




V. AEICETSIER
1. FEEXRIEEHR

OBMEITREMETE (AR, KRBE. TEAML. ERY) . SHITRE#ETE GIBYY
—t). BIBHREGE. ESERRIRE, BRBRISE (FRIR (bEK) 2 U—F€), FRRE
BICHES EMEIREHA, ACTH BisixiBE., TEAEIMGIGER

OMffiy o2 F. EEMEAHI VTF (RFIAREEL). UIOTFRR (VoI FHELEEET). V
I FHESRGRE

OINTIF—TR (2HMHRUVEHEARRK). £EMEMERX (FREARK. BEELSEDIRL. B
MENSRME R, SHROERAERNFEELZST). SRETHR (REFHLR) . ERIE

OAx70—ERUAR7O—HERE

O 5 -~ mis A2

OfEXMA. MEMSREXH (MEAHEHSEXIRAESY). EHlToOELEMHEICKEZTLIL
¥—-oE (ED. pELZEST). iR

OEERLE (LREELHAT D)

OFMERN (REXEXTREMEBFEOELONSLD). AMFE (REQLKE. BEEHEALKED
Sftixie, B oMtAnR) (REAmKRZSE). FERREAOE (KRB, TR . RBR

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

ORBEmI. BEIEXE K%

OEEHNRIERBOLERBOUNE (EXH. RTIL—%8D)

ORIEFF % (REKMICEELEALINDHLOEEL). Bit 5 oHRSMERF &, BIEFX GEBHE.
SHERE BTS5o#E) (BL., —BNARICREETHEEOE LV EENEKT S84
DHLOICRD). FEE GERE., HAMEKEFESHLO. BA5FE#E5180)

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

Ot (RHFEH. EEFEKICIRS) MiFAIL6tRAT 5) ., BREHERX MEREIE AT 5).
REEREL (EERIEHtRT ). BRER: BRI 6AT5). BRED0 5% (R
BEFLHRT5)

Otz (k. FHAZSTL) (HL. —XRMEKAXOBEEIBEENERLERLASh, HDOfh
FTHRESAF+H L LSICEPMANS &), REERE (FSUNL—ERREST). HEE
fE. EEGENE. SRUEFELE REREHEXZEL). MERR. EEHEMFE. SHEMMBES

OFEMY VNE (Y UNAEE. MEAEE. AOX UK. REMRE. BRBRE) RUEMNES

GER&ER) . FEEAFE. LEOBRER

O <Al DA >HBEEEER (SRTSFURE) BEICHESHIERER (ED - BH)

O S {E M FEAE

OREFHDFE

ORIBHEER. K3 - AElE. RBEMKE. ATRERETLBEEICHT 24FHMERE

Ok - ERE (BEEORIIIEED)

OMEMEFHR (VoI FHEEHL)

ONEEMMBEOBAERLL

ORILIRE (HhOBENEDLIBE). BREEE

14



O*EP - REXAH (SHEP. ESHEY. BEEL. BMEREX. BE¥KES. BRBRMEERE

%, TLE—RE#. 2.- % - /MNREL. EF—LBE. TOMOMERER. BRERER. &
THIEEARE. TOMOFIEORER. EHHLVIEIIMES. ENRUNHEDED - REHK.
SMERVRKEFIORS - KB4 L) (AL, EEFALNMIBHBE LB L), *ESEH (I
RALATILR, ERPHEEE. BERERTEZ3T) (BL. EEHICRD. F-. BEERBE
RENREELYL)., ERD (BHEGAIZRL) (EEFICRS).
*EBRRUEE (SEMEE (EEA). HBEAENE. SEtARE. BAEtEE. BEtHRR
B#%. APRERIE. 54 % —EE#H), *ERIRAE (BEMICRES) . *RTEEE (EEMNITRS).
AEHZREEEICE. ME (CSHBHMEAR., SEa) (BEL. SHBHEAHROBREE
EBIIZIRS)., IgA MMEXR (BEEFICRB), Vx—N"—H YRAF ¥ Uik, SBEREREESF (BAO
BULAMNRE, RFITVR-Darvy iR, REORK, 7y I RERH. R—Fxv Me BB
EROLGWNER). Vy Ty VyaEmER). L4/ —&. *ARBEE (BHERICRS). X
R (BEEXARE,. BERXAEM,. Senear-Usher FEMEH., HEHEXAER). 71—V JE5
REEX (EXER,. FiREAETZST). AXUEREKEE. HRES (EEHICRS). *HK
E (NTSHERRTEET). EEBERRAMLEERE (BEEMICRS). 7ULX—MHOERRT
TOHE (RAUEEESERRES280). BEMEBHEBRE. HFERXILL—T

OWR - 1R - BRE - BHOREERBOERE (T FoEK, BIREBEX. BELEL, K
B, REXMEAES. BERIRGHNERSE. BHHFE . SREBE CATRMO RIEEEE O
ERECTRBATELENEIF+H2GRE (RER. BER, AEL, GEL, UPERER). R
FABOH R RE

OfM -8t HL, BHMELER - HEMEFE. A ZTILFERUVAZTI/VERE. StERFHHIE,
mEEE (M) HE%. PUILX—HEE, EHE (BRER), ETHREMS . BEL - &
EZE. BREREEEOFRRO®RRE

OMAEOARRUER (RFAARETHEELEVLHD)

ORREE., Al - Bt (REM) HEHEIRKL

O<tEAloA>2HEALT7IAA F—I R

*: S AFIEZEAVTHLDRNFTHLLEEHIVEHLLEMREHELBLEVEHESISIIGEIZO

ARAWVWSZ &

(fifan)

<EBHMALT InA F—v R >
RIEGROEIVEAL T I 0 A RV RABE LGRS, V7 ab AT 7 I FKF), Rv7y 17
FOARGER] (T A% ) DEAFE (CyBorD JEIE*) ([ZX T Y A~T7*2 % ERERE L
DCyBorD #IEDH N V2% CyBorD ik & bl U 7= [E BRI [A 25 IAHFRER (AMY3001
RER) OFRERICESETHRIE LT,
%1 ARV T, CyBorD FEIEITAGR I LT euy,
%21 X7V A TITIFAREEERA (X7 Ly 7 R) LETRERA (FT7%Xa2—n0) Bb

V. EHMEAL 7 S oA F—3 R ZIIR THRERBOHAR SN TN D,

2. DREXIHRICEHET HIE

5.008EXX (IS RICEET 5EE
(T EAEHIH R
T XY AL ANEERER O FE ST B B IAE XXX T T 7Y A=~ OB PO B R
T5Z L, AR HDEEITIE. BEME I NT D7) =~ DIREEEETH 2 L, [8.5,
9.1.10 ]
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3. BERUHAE
(1) ARERUVHAEDMES

<HEHESH CRXTFFUHRE) BEITHESHIEHRER (Bl - Er) >
HE . R iT%%fﬁ//&LflH4~mmg%1~2ﬁ_%%um
BHET5H, 2770, 1 BRK20mg £ TET 5, 3

<2HMHAL7IRAA F—LR>

F 7 Fa 88 0.5mg DK & DOPFHIZEBN T, WEHF., RAZIETIA L2 LT 1 H

F 71 Ko 88 4mg 40mg # 1, 8, 15, 22 HHIZHEEGT 5, 28 A& 1A 7L LT, &K
6 VA 7 NVETELEEED KT,

< BRSO ZhEEHE >

TEXHAXY L LT, @HEMEA 1 H 0.5~8mg % 1~4 [R5 HEIRE 1 #
535, 7ok, i, RIS Z 0 EEHERT 5,

FTXYP AL L LT, BEEALH 0.5~8mg & 1~4 [BIZ /IR 059
%o /NRIZIZ 1 B 0.15~4mg % 1~4 [EZ5ERROFE 59 5,

RF. AR, ERIC XY EEEET S,

A VR
L 0.01%

(2) RZERUVHAEORERE - B
<#ﬁﬁﬁfﬁ(fo??yﬁf)F@’%5ﬁk“fﬁ(ﬁ©-ﬁﬁ)>
TR AAIRE S : 7 AZ Y ] 1R 1T 4F 1 H 21 HBRfEOIES - & AERSSERELE
IS ®$Hup¥{ﬂﬂ WZES<,
<EHMHEALTIBA R—YRA>
RBFEOEHMEAL 7 I a0 R—VRABEZNGIC, V7 aRAT7 7 I KK, dvr >y 7k
OREER (FxH A2 ) DL (CyBorD {5 (24 7Y A~ 7*2 % 3t L7z DCyBorD
FIEOR R O 4% CyBorD #RiE & buil U 7= [EIFE [R5 AHRABR (AMYS3001 #6k) DR 3
ICHEDSEFRE LT,
%1 AW T, CyBorD FEIEIIAGR I L TR0,
%21 X7 A TIEATRHERA] (X7 Ly 7 X)) ERTRERA (FF7F%a2—m) Db,
WAL T I v A R—3 RAITTE FEGRAOLERBE TN D
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B3V h=T, Y7 aRAT 7 I R, ATV IT, FxY ALY ot EE [DCyBorD
WL
EIRR LA 45 A FRER [AMY3001 &6k (ANDROMEDA #BR) ] G5 A7V 2 —1

| 1~2949)L (1~8if) | | 3~BYAHIL (9~24B)
1494 7)L28 B 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 FRY ARV UBORGHRNIES

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 aRAT I RAFW, ALT YT 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,

4. AiERURAEICEHET SEE
FEEIN TR
5. ERERALHE

(1) BERET—E21\vH5r—o
<2£BMHAL7IOA F—LRDEBHE>

A4, AR T /5% | e | zeert | Emmme
BEFRsEE
IEEM, T4 ab. EIERR, SHERIEFRR
EFIEFEZEIAR | s o8t AL 7 I 04 F— v 2 BH o © -
AMY3001 itk ¥ DCyBorD #F : 195 5 (HAA 15 i)
CyBorD*# : 193 5] (HA A 13 fi])
k0 ARFITIHBWT, CyBorD FIEFARE I LTV, © : FLE R

(2) EREREEHER
MR L

(3) AERGERFRAR
Pl v/
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(4) BEEREAER
MY ER L
1) AEERITHEER
<EHEWEALT7IoAf F—vA>
ERS LR A RABR (AMY3001 B, HAANZ G TN T —4) 9

WERT A V| FEEMR. T X MM, IR 2k 3R R
g | REMOBHIEALY S A Kt AH 38
A [DCyBorDAE195f (55, FANEHI5H) . CyBorDEELOSH (55, AANSELSH) ]
CKRELEAIC T S A R—T R LB SN 18U LB
CPTFONTIMNNZ LY ERINAEGMHALY I v A R— ZAORERREREL BT DB
OIMEMEA =25g/L (& F EAUKEN R O Z [ ERIEE)
TR | OmiGEREERS (FLC) =50mg/LC «/ A L < Idinvolved & Uuninvolve difE B 84
D7 (AFLC) =50mg/L& £
T InA R—U A HEICEET DR E 21 0 EE T 5 EE
+ ECOG performance status A =27 0~2 DHEE
« SEGEMEZ M A BEIE ORI U W e 5 5 B
c BRADMERBROT YT v A H T 5EH (NT-proBNP >8,500ng/L, NYHARHFEY 7
TRBRAEE | AMMBXUXIVEDLARE R E)
CJEALMT S A R—v R H/THHBE
« AR O BRI D6 A 7 )V OIRR IS 2 TE L QD B
V. 3. HEERUOHE] 0HEEZROZ L,
W OPEEL28H B 21014 7 v L, CyBorDEETIEY 7 Bl A7 7 2 F300mg/m? (2K
R WS, 6 O ST ERIRIN) L ARLT Y R 71.83mg/m2 (R H) KON S A X 40mg (F%
M) Z1LAMME TG L, K6V 1 7 /v FE ThiafT L72, DCyBorD#ETiZCyBorDIiZ F3EH L
X7 h<71,800mg (X F) &4 A 7 1~2 1M, Yo 7 V3~61X2HFEkE. 1 7 v
TURRI 4R CTH S L, k24 V A 7V F THifT L7, A3RANIERIIS Ui Eis & L7,
MEFH5E22%) (CR) 3 : EET I vA F—T AR E LT CR B’ H LN
7= BE DOEIE
k c EET I v A R— 3 AR TR R R e
o453 e
CR FLC EX OO ERFL, EBEEICLDIMETMHFELIRFO M EANLE HIZ
e
VGPR R—2F A ¢ dFLC 73 >50mg/L : dFLC ffi4s 40mg/L A |2 b
_R—2F 4P » dFLC 28 <50mg/L : i M & F &2 90%BED L. 7o,
JRH M B H &2 100mg/24 R & el
PR R—2F A @ dFLC 73 >50mg/L : dFLC {45 50% LA Eisib
T EEHITE B R—2F5 4P @ dFLC < 50mg/L : MiE M & FH &3 50% 84 L. 730,

24 FEHR T M B B82S 90% 81495, d 200mg/24 W % TIE1 5

No response | PR i

Progression |CR 725 OEfT : 8572 FLC It (GFLC 28 2 fi5) O

CR/VGPR/PR 75 OHELT « iF M BEH 0.5g/dL ., 2> 50%LL EH#N, X

IR M R A 200mg/ HEE, 722 50%LL B3N (REMICHER TE H 8 —7

DIFAET D)

iFLC 7% 100mg/L #8, 7> 50%LL F¥IN+ 2%

a) iFLC 23 JEYEf ERRART ., K OMuEEEERIC L 5 Mg & IROBREE RN EETH 25613,
CR @4} & L T uninvolved A8 & O FLC LD IEFLIZW T b M4 220

b) N—2J A VEOEFRIT, WRIEOYERE B LENRIE L7z, BELEOIFERAINE LS Lz

* 0 ARHUTIBW T, CyBorD FRIEITAR I TUHMRW,

18




BTV A

HFEM, 77k, EEIR, Lhaar LR

EER
BRI TE B

T E LA RIS T — M A A IR (MOD—PFS) *1, EE el F — 1 <o b
A (MOD—EFS) *2, 24 FHiH (0S) | 64 HRROCRE, VGPRUL EDOFERN TR
b BEORIG ., ZHBEMIM. ZZOFH I
*1: MOD—PFSOEF ; 7 v & MEDFER DDLU T OWT N OFLRMPIHEHLT 5 F TOHIM
a) T
b) FE2fEAEEEEIX T
 DAREOEFRIER DB, BT UDECSUIBARN L — 2 R B 70N
IR BE L ER
- BAROBRARIER « MEENT ITBE B2 L2 L 2 R REDORBL & &%
¢ EHEET ImA R—3 AR IREh R HE B HE 2 S < ik #roE BT (IRCHIE)
%2 : MOD—PFSOEFRITN ., WIEH E L COIERZEMIEDOHIE MR 2 A <2 b
ELTEDD

cBBENDRL L L 6 VA 7 NVDIEREE T LRSI EE T 2 £ 52 & & L7z (CR
FIZONT a Z [ 0.04999 THIE)
- FEFHMIIEE TH S CR Fix, IRC HEIZ X 53l % T, Mayo Clinic Cardiac Staging
System (25 < DEFH (stage I, 11, Ma), £2F1ME AL 7 I v A R—Y ABEITHT D
T AR A oD Fe ki (G232 (8, 25 L7ZeWE) K OVEHRE (CrCL=60mL/%y, <60mL/

AATR 4y) ZJERIK & L7z Cochran-Mantel-Haenszel (CMH) JEIZ X Y & M O#AT L 7=,
« FEIFHIEH TH D CR R(ZHOW T, DCyBorD #£ & CyBorD # & ORICAEZENRD HIL
72356, FELRRIWREHMEEE T 5 MOD—PFS, OS ONETHEHTFIEEZ WV CIEXRB TS
52 EEBERNCHRE L (e 3FEBEDOA X FKIZIE U T O'Brien-Fleming @ o {H % Bk %
FAWTERE).,
[2020F2H14H 27 VU =H 7 v b A 7R
FEAT KT GA5IER & W g2 R
DREH
DCyBorD #f CyBorD #%
ITT 4. n 195 193
LANERRNT R B4ER . n 193 188
. 9.6 5.3
B TIRTORAR () ] (0.03~21.16) (0.03~7.33)
53 A 7 VP IE 11.0 6.0
L FE B R E, %
L I e L 85.8 86.1
Bl E-AITE B FALFVIT 96.6 97.4
TFXY AL 100.0 100.0
VA AN 100.0 —

- BEGHlEE - mEsEr)EeZs (CR)
» BERREIREHIEE 0 VGPRULEOZZ M0 b BHEOEIG, 675 HEFROCRE

BRERNZIH VT CREIZDCyBorDRE (1951) 53.3% (95%{E#H X [# : 46.1~60.5) . CyBorD
B (19361) 18.1% (95%IEHEX : 13.0~24.3) TH V., WM DA v XE1E5.13 (95%(5
FEX M : 8.22~8.16) . p<0.0001Td Y DCyBorDEENHEFBICHEREICE - 7= (JB3]
Cochran-Mantel-Haenszelli €. A& /K%£0.04999) .

HARANT T 7N —THINCB WL RIK L RIROER CTh -7,

* 0 ARHUTIBWT, CyBorD RIEITAR I TR,
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TR E /
M G E (IEYE!

SRR

DCyBorD #* CyBorD #*
(N=195) (N=193)
CR. n (%) 104 (53.3) 35 (18.1)
[95%(EHHIX[H]] *! [46.1~60.5] [13.0~24.3]
A v XLt [95% (5 X ] *2 5.13 [3.22~8.16]
p fE*3 p<0.0001
VGPR Lt n (%) 153 (78.5) 95 (49.2)
[95% (5 HE X [H]] *1 [72.0~84.0] [42.0~56.5]
Fw Xtk [95%EEX[H] *2 3.75 [2.40~5.85]
p fiE*3 p<0.0001
6 » AFEA CR, n (%) 97 (49.7) 27 (14.0)
[95% 5 FEX[#] *1 [42.5~57.0] [9.4~19.7]

v Xt [95%IEIEIX ] *2
p fiE*3

6.09 [3.70~10.03]

p<0.0001

CR:
*1
*2:

complete response,

VGPR : very good partial response
Clopper-Pearson 1EA# CI

LML OER Y (stage I, I, Ma), £HMEAL 7 I A F—2 ZBHITHTD

EMEBAEOHELE HER-T A E, #HERELRWE) KOEBHRE (CrCL=60mL/%).
<60mL/4y) ZJERIKT & L7- Cochran-Mantel-Haenszel 1

*3:

2REMITER] Cochran Mantel-Haenszel #iE. H A AL X Fisher’s exact test

- ERRRIREHGIE R - Rl R T — AR I (MOD—PFS)
MOD—PFS®»Kaplan-Meiert#hif#g (&)

(%)

100
80 1
&
=
i
17 |
O 60
%
LY
4
g
%‘ 40
()
|
PN
=]
20 1
=== DCyBorD#f =@ CyBorD#f
O l 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)
. HARE
at risk#
DCyBorD#f 195 178 166 147 114 86 60 44 27 10 1 0
CyBorD#f 193 163 134 111 65 44 29 20 10 7 1 0

% RFUZEBWT, CyBorD HIEITAGE I N TR,
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EEGEHEE A /
MG R (IEYE!

AREER
DCyBorD #* CyBorD #*
(N=195) (N=193)
A2 b, n (%) 34 (17.4) 53 (27.5)
MOD—PFS 4, J] - -
[95% 15 #5 <[] ]
NP — R [95%FHHIX ] *1 0.580 [0.363~0.926]
p fE*2 p=0.0211

*1: 2EMIX IPCW L% AVIRERE 2 AL & T 5 IR EA A= Cox e — K
T7V, ARNERITIR R 2 AR E 35 Cox HINY— FET L
%2 AREMITIEE ] IPCW log-rank #i7E. HAALEMIZIEER log-rank #E

- FERRIKEHLEE - OS
OS®Kaplan-Meierh# (2R ])
(%)
100
80 -
60 -
2
£
=
=
40 -
20 -
= DCyBorD#f =-@- CyBorD#f
O;
0 3 6 9 12 15 18 21 24 (A)
) HARS
at risk#
DCyBorD& 195 176 164 131 81 42 17 1 0
CyBorD& 193 170 161 120 74 38 16 1 0
AL
DCyBorD #f CyBorD ##
(N=195) (N=193)
A b n (%) 27 (13.8) 29 (15.0)
OS HffE, A HEEAHE HEEAHE

% RFUZEBWT, CyBorD HIEITAGRE I N TR,
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- BELRIVGHIEE - RRBEYIR

MR O : ES S0 \
TR DCyBorD #¥ CyBorD #¥
(N=179) (N=148)
CR. n 104 35
R (HEDR) . A 60 (8.0~299) 85.0 (14.0~340.0)
TeRfE A/ |[VGPR LA EOZES), n 153 95
BIVGHAGE | | HoufE GHBE) . A 17.0 (5.0~336) 25.0 (8.0~171.0)

- FERRIKGHEEE - bR
EEREM RO EAAERICBN T, CREGCVGPRY EOFESFHFEHIM PR EL, W ho
HLHERETH T,

MIMIEFRI TG REM : R—ATA VIR T V== THRHZT I A R—T A Lk
ERW S, WEMNRBRELEZATHRED I L, RREER G R OR—R T 1 OB
fliz 9y 1RLLES T 7B

* o ARFUZEBW T, CyBorD FEEITAGR I LTV 20,
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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 ). TIIFHESE] o 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 - WBIFAR
MU ERR L
(6) ARMER
MU ERR L
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFRT—4A
—RRE. REFRFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
Y LR
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VI. ENEE(ICET SHEE
1. EEZMICEEHSLEYMNITILEVE
aNFV e RraLF Yy T R=yay AFASLR=vynrr REAZ
HE  BEOH DA ORREXIIRRFIL, ORI EEZSZRT L2 L,

2. XBEHFER

(1) {EREL - EFEF
AREIERERVE ST, RROFEFEa VT a4 FERUEFIZEY | EXWE AN & KE
ARR OB AEIHNC X 0 PIRSEMER 2 89, il %émiﬁw ICAFET D BIRICHEST D &0 BN
WZBAT L CREIE DBIR T OIRE 2 G 8 2 WIEHET 5, BERHES N THER I REKRNRFZ
NIZEIFVFRINF -1 THDHN, ZHUFEHAR I N—F A Z#AE L TREROICT e RZ T
VI, hrUAREY UM, nA a N 2 VR EORRMEOELE KT IED Y,

Tl A B =R LE, OKRMEAMEROE, 7546, HiRICHT 2/, @QRIEEY A M A - TEDA

O, QRIEDIFE AT 4 =— X — DA, @IME NI OHE R+ OFBLIH 2N o 1 &

5 e,

OFHBEmMEROM. 7%, #eEIHT H/ER
AT a4 RENIIENEZ: & O BTN S D Z I X D Ko U 2 /REk (B2 T U oo
) &3 D, aF RO RIEFME A~ DR AL ET 2. T U /38K NF- « BIEMELZ I L, -+
A NIAVEAEEMZD, AT A RANIRHZLB Y U SERICT R b=V 2258 L, $72B UV
NERDMHETEIR 7 (IL-4) 1T X 0 IEMEAG - 858 2 A O A2 & Rl Bl 5, BEERDS IR Fl2 K D
~/n 7y =k T HBM, v /ey —YOaRRE, MlEEEHLEIL, TNF-o-
IL-1-A¥%na7urAF—8-TITAI )= T 7 F_X=F—OELENINH SND, AT A KAl
DU U SEREABERIZY v M A RN Y o SEOTERFRICHI STV b,

QREMY A bhA Y - FEHA DM
~/n7 77— AMmEKIC L5 IL-1, IL-1ra, IL-2, IL-3, IL-6, IL-8, IL-12, IFNy . TNF-
a, GM-CSF 72 EORIEVEY A N A U PEA - ZWN AT A RENZ LV FE SN, ko EE
2B % N 7 PDGE. TGF- 8 13l 232 11 22\, Ls L AT A RANIA oA v L Bk
HaELIZ0, A NI A VZREORBEZENT 52 ENRMONATEY, A7 A REIRYA M
A VPEAZIH L CHRIEERZ R T WO B2 L FET 5.

QORIEDIEEAT 4+ T—2—DFED
T 7% FUBREOIE, 7 7 % FUBITHMED U U IEEN B AR AR Y X—F Ay (PLA2) OEH
TiEHEL ., Hicv 7t o7 —8 (COX) DIERHICKVRIEAT 4 ==X —DT AKX T T
CUBEMELIN D, AT v A RANIRIERFTO WA sPLA: T A-FIE R cPLAz OFBLA Il L
T, 7 7% FUBOAEREZRET S, £/, PLASSRFEER VR aLF o OFEAZHNT HA =X
LAEHDL, T ITXF RUBNETRAR T TV He e BT DY 7 vt 7 —BIZid, [BE
ICHHT 5 COX-1 L R hdi oo, IL-1IC L0 HER, MmN, S s oy %%
EHRID COX-2D2ODT A VA L0NHDH, A7 A RANIL COX-2 %5 < M| LT, RIEZRNLD
TaAB TS D UERETIA D,

@I E M R REOFEERFOFKRIME
FMERI LN RSB L 7= B 5 43 %Kli% L CHRICESE L, RIENICIRIMET 2, A7 A
AL ICAM-1 OB Z T 5, A& FZEMEICREE L, A7 04 NRIZEEICED & B
@%%mmﬁ_iwmﬁﬂﬁ%t_L\ﬂﬁ%w\%ﬁﬂ%#gmméhétz&iy%ﬁgbf
BMME ZEEZIHE T2 Z LT EH < hbmbon Tz, 70, A7 A RAIXZT7 7 VF = Bl
ZREBEBEAZRY L, 7 v NS EEENEE M.
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(2) ENERMT SRR
1) HUBH/EM ».®
TUADT T VX =N D RBEFEIC L, TR Y A X2 0.15, 0.5, 1.5mg/kg & FiEH OFF
FESDHE L B AAPEA R S, ZOIHIERIL 8 FEfR O 7 7 V% = U HIZB W TRRDIR
DR ST,
Fo, Ty hoasa )z ks mEBHICH L, T A XY 015, 0.5, 1.5mg/kg % 3
RE AT B FIES 2 2 L2 k0 . SRR H OMSIER 23380 b i,
2) HLAZFEM 9
VUADRY BE=— )L AR DI K AR L, &K 0.35mg/kg/ H, 12~14 HMBHRNESR
XY, aF—=FrOaH. EED 50~T0%MHl S 47,
3) TuRET T UV ARIEWER (7 7 % R BiELEER) 10,10
Y XNEHEL D IEONTFFERET VA XY 1y M TRELLT7- & &, fMet-Leu-Phe DHIliIZ
E27 7% RUBOIERES 32%MHI L, 7 X% A ¥ AT XD HRARY 8—F A2 OIEMERLEN /R
Xz, £, U AOMBHMEIFMAROIMIE % N2 - 5#ICBWT, 7% A XY 5X106M T
JLER L 7= & & PGE2 DA% T1%, PGF2a % 68%Miil Liz, 7 7% RUBBRMENL 52 5
[t e = N 7 Ve N A R @ NV (I G AYA AN
(3) {ERZRTRFME - Fixk
MUERR L
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VI. E¥BRRICEIYT $EE
1. MPREOHT
(1) aREtFHLCOPRE
MMERR L
(2) BERSBRCTHRBSh-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 NN E N B

20+ -
A
T a3 s o
R (hr)
@ XV X HYUIERD
O =Ux L
A 52X

27



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

ot e I H R e Jal A | TV ALY UEE (ng/mL)
)RR (hr) (hr) (ng/mL) 6hr 24hr
RS 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 fmmepasssate, frmmeps
6 12 24 48

¢n -

o 1 2 3 a
O E5%EER (hr)

16.1.1 EPF MR F1EHER

<TFH Ku 8 4mg>19
BIEIR L DLW EH R SRR T A R T A VO —FBWIEICOWT CERL 24 462 H 29 B #KA&
AT 0229 5 10 5)
T RaUbE 4amg 1 8EM YT I R 88 0.5mg 888 (FXY AX YL L Tdmg) 27 0 A4 —
N—JEIZ L0 EEER AN B ICH R AR O#E L TR TS 2 2V ViREZRIE L, Bohi
HYEEE T A — % (AUC, Cmax) (22T 90%15 FE X FEIC TREFHIENT 21T - 7245 4. log (0.80)
~log (1.25) OFEFANTH Y, WAHIOEWFHIRIFEMED R S,

PIENRT A—H— BENG A —H—
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
FH R b 4mg 213.0+38.1 46.610.4 1.22+0.59 4.26+0.56
T H Fu 8 0.5mg 198.9+40.7 43.6t11.6 1.060.58 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 - ftAFEORE
(fvir. 7. #HAAEH) OESH)

2. EYEERB/NTA—S
(1) BAE
MERR L
(2) BALERETEH
U ERR L
(3) HEEETEH
MG R R L
(4) UYFS32R
(& T —4)
3.720.9 (mL/min-kg) 19
(5) PHBE
(& 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. BE£M (REaL—Y3ay) &
(1) BHAE
B R L
(2) RSA—4THER
BRI L

4. R
WLIERAT - W b

5. 9%
(1) mik-kEEIFIEEYE
MR L
(2) miE-RAEEEIFEBYE
(VL. 6. (5) fhw) DOIESR)
(% T —%)
FTXI AKXV 8mg BRROFKEE L 8~11 Brfitkic, 7 FUIBH Lot i\ V¢, BRI E
fRif, SR, PEENARM & VK T, R T Y A X Y VBERE LN TN, 10
REAARA F R 0. 2.2 ug/dL

Jis e UG L. 2.9ug/dL
s 5 I 1. 2.6 1 g/dL
¥E K 2.5 g/dL

TXFRAEY UEKRORE L&, BE  lRIEmRERIX1: 1 THH, 1718
(3) Ait~0BiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(& T —4)
BRI bmg D7 L =Y n o 2RO G L-E 245, 48~61 BEFLINICHIF IL I & &5 &
D 014% (Tpug) OBITRH Tz, THIHAZ Y ANZBWTHRAT~OBITA THEINDS, 19
(4) HE~DOBITHE
(BE T —4)
FXYRAX S VED T VaanTF aq K img/kg & b MIERHIRNEZ S L 7-RBriC BT BERER O
R B I A R 2 bes 1/2 LU C, 3RABRBASA 8 Wil tk . IEMEIR & D 7 v 2 avTF oA Rig
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XI. 3E&H
1. EENETORFERR
Dexamethasone 137 A U, B F+H, BKMN (A VR, A=A RNV T, Fza, KLY, AX( 2,
NI TNVTE) THRIEIINLTWVD,
KRNI DRNRE TR, HIEL OH RO & K FDA OR&GRIRIUL R /22,
(TV. BFEICET 5HE ] OHEZR)
<DAILYMED, 2020 4E 7 A #i5% >

4 TAYU K

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.

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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EiRICET SiBMER (F—X SV THE)
AINZBT HHEH EOTEBEOHDOFTHE E A—A T U T HEE TR D,
(IVIl. 6. FFEDOHE AR TLHREICHETHIEE] OHSM)

Drug Name Category
F—A T U T DL Folinic acid (leucovorin) A
(2021 4F 4 AER)

2% BROME
F—A2 N7 U7 D45 (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 any proven increase in the frequency of malformations or other

direct or indirect harmful effects on the fetus having been observed.
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