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The present invention relates: - to 2-amino-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2,3-
dihydroimidazo-[1,2-c]quinazolin-5-yl]pyrimidine-5-carboxamide dihydrochloride salt of formula (IT):



1592158

TW 1592158 B
()
N N
DY
A
YN
0
~ SN”NH,
.2 HCI
(1,

or a tautomer, solvate or hydrate thereof; - to methods of preparing said dihydrochloride salt; - to said
dihydrochloride salt for the treatment and/or prophylaxis of a disease; - to the use of said dihydrochloride
salt for the preparation of a medicament for the treatment and/or prophylaxis of a disease, in particular of a
hyper-proliferative and/or angiogenesis disorder, more particularly for the treatment or prophylaxis of a
cancer, particularly lung cancer, in particular non-small cell lung carcinoma, colorectal cancer, melanoma,
pancreatic cancer, hepatocyte carcinoma, pancreatic cancer, hepatocyte carcinoma or breast cancer; - to a
pharmaceutical composition comprising said dihydrochloride salt; and - to a pharmaceutical combination

comprising said dihydrochloride salt in combination with one or more further pharmaceutical agents.
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The present invention relates :

- to ' '2-amino-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2,3-dihydroimidazo-
[1,2-c]quinazolin-5-yl]pyrimidine-5-carboxamide  dihydrochloride salt of

formula (Il) :
()
)
N O
| Omuﬂ,ﬁr
O~ \NJ\NHz

. 2 HC}

(n,
or a tautomer, solvate or hydrate thereof ;
- to methods of preparing said dihydrochloride salt ;
- to said dihydrochloride salt for the treatment and/or prophylaxis of a
disease;
- to the use of said dihydrochloride salt for the preparation of a medicament
for the treatment and/or prophylaxis of a disease, in particular of a hyper-
proliferative and/or angiogenesis disorder, more particularly for the
treatment or prophylaxis of a cancer, particularly lung cancer, in particular
non-small cell lung carcinoma, colorectal cancer, melanoma, pancreatic
cancer, hepatocyte carcinoma, pancreatic cancer, hepatocyte carcinoma or
breast cancer ;
- to a pharmaceutical composition comprising said dihydrochloride salt ; and
- to a pharmaceutical combination comprising said dihydrochloride salt in .

combination with one or more further pharmaceutical agents.
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8 (ppm)
H-26 2.32 M 2
H-29 ; H-33  3.11; 3.48 M ;M 2:2
H-30 ; H-32  3.83; 3.98 M; M 2:2
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-OCH; 4.00 S 3
H-25 4.37 T 2
H-2 ; H-3 4.47 ; 4.19 T;T 2;:2
. H-9 7.39 D 1
NH, 7.54 S 2
H-10 8.21 D 1
H-16 ; H-20  8.97 S 1;1
HCI 11.1:12.6 bS ; bS 1:1
H-12 13.4 bS 1

a) RERILIE D EENMREE > SR -
b) S=Ei& bS=FHElE D-¥H&E

T==HEI&

PC-NMRY 5%

ELERSE

NMR 5 4%

TAESEER

eyl

NE&Z{LEY
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BEE 37.2 mg/mLA &

BEmE B K 5 mm

e #27°C

% 1y {6 B B 88 A 15 =

I 240.95 ppm

B AT 0.4624 Hz/Pt

IRERE 11.06 %) > 90° Ik 727 {68 {21 A5

48 BV B ] 1.08%p

it ¥ B [ 4%b

H B ELE 2= B 256

B ~ B9 EM - HEZE
C-JZT(a) LN TS SEMREEEROG) CEE/ST

6 (ppm)

C-26 22.73 T 1
C-2,;C-3 44.96 ; 45.65 T:T 151
C-29 ; C-33 50.84 T 1;1
C-27 53.01 T 1
OCHj; 61.24 Q 1
C-30; C-32 63.03 T 1:;1
C-25 66.81 T 1
C-10a 100.79 S 1
C-9 112.17 D 1
C-15 118.16 S 1
C-10 123.86 D 1
C-6a 132.43 S 1
C-7 133.95 S 1
C-5 148.58 S 1
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1592158

C-11 156.29 S 1
C-8 156.89 S 1
C-16 ; C-20 160.20 D 1:1
C-18 164.61 S 1
C=0 175.65 S 1

a) IR HIETENMRERE ZE&HERK -
b) S=Hi&(C) D=%#FHI&(CH) T==EI&(CH,) Q= o B i < (CH;)
RNz ~EEEE 2 °C-NMR Y & Eﬁ‘l‘ﬁ/\.5&6¢’

=i
® BRSH
S Waters ZQ
B ESI (B Z B &)
oyl CH;CN/H,0
e 7 R R
BEEmL | HEBRE%) BETTERK
481.2 - 46 M +H)"
354.1 5 (C16 H16 N7 03)"
261.7 26 (M + 2H + CH;CN)*?
o 2412 100 (M + 2H)"

A(DZ —HRE Y BRI RN E T - TR R Z B Gt B HE Y

i 58 & -

JCER 5T
JC 2 47 1 A Bayer Industry Services, Leverkusen, Germany$i{T -
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JLE 2HE sTEE AHETO%WKZETRE ZEE

[%6] [%] [%]
C 47.5 49.9 46.4 1.1
H 5.7 5.5 5.9 0.2
N 19.1 20.3 18.8 0.3
o) 18.1 11.6 17.0 1.1
Cl 11.9 12.8 11.9 0.0
HEA 102.3 100.1 100.0 -

TLESMBEREFT%WKZANZ " EEE—3 -
BH2: AADZ _HERB Y 5 —SEHITEA

(366 ¢ (DIEEI1015 g/KF ZBIFR T » AH0183 g8ifL /K
B (32%) > [FRF $EFFmER20C (2 C)EEpHEEZFI3E - FEE R
THRAMSESYI0oEL E > BEHBH2 g/KEKRES - EAE
s 7K SR (32%) G IR S EpH 1.8F2.0 - FEE B T RS04
#1146 gZEE(100%) H B A107 8 » /A0 gffE - ZRIES/D
IR TN1592 g2 - FHIBREBRAMEYWE » HK-ZBREEWE
HEHEZZRE > FE410 g 97%)z:\(IDZ B8 > RBEHPLCHE
>99% -
e E AL : AEEWZ EERE

BROIEE (0.5 g 1.04 mmol)§t K /KR E# (9 mL » 8:2
vV Z RF R TR IR ER S R (89 uL > 1.07 mmol > 1.0E & - 36%
HCl) - BLHZNREYHEEL > HERERTEFBR - F£50C THEEH
TMRREY0.5/NF » Z&RFEIST T3R » HEEE R T2/ -
A A IR PR ek R F B BG > AP ER/K(8:2 v/v)sE ik - HEZ8R(40°C -
10026 > 16/NEy) > FEIFMEEY(0S5¢) -
Kl -
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BETTE ER HE

HPLC > DS wt% 485.8 wt% » 4998.4%(HfE | HRIA Y /e é Z B
H4rEh) » B YENI4Y1.6%

IC > BEEYIWt% 6.0 wt% 41:1
TGA - EHZE200°C k6.3%

DSC =i » 75°C

XRPD FERIERE

A AR

GRENAKRPHRESEERYE  -BRER 2 AECEEHERK
R BEERZVMEETELRIERE » SR ETHAMGZE -

ELEE B2 : Eﬁ(l)fbéwzﬁy@(ﬁﬁ@@@é)

AAMEEY0.5 g 0.103 mmol) RHEH/ARE (9 mL > 9:1
VIV Z BIF R PR IBEW R AR (213 mg > 96% H,SO, > 2E &) -
AENREYIHBEEL > BERE/BERK - F£50C TEEBHETINEGE
SHI0.5/NEF - Z1R1E35C TR » BMEETBT2NG - BHBES
HE R 8RR FE RS 0 SRAR(WET/ZK - 9:1 viv) > HEZREE(40T » 100E8E >
16/NF) - R EI&Y30 mgFfTEEY -

L E A3 : (eI ERERE

HNMEEY(B.0 g 6.24 mmol)ﬁé\ZPﬁ/ﬂthm%@O mL - 1:2
VIV Z B F R PRI EE (2.4 g > 10.2 mmol » 1.6E &) - fEHBHT
RREYIEZE3ST » JRN25 ml/K 100 mlZEE HE35C T4&EE
FE2NEG - AR EEARAANZEREEEBHIX - FEHEESH
FricE s - A10 mlZ B2k R 2k (40°C » 100 E > 24/0NEF) » 57
FTEEYG3 g EXI0%) - XK WYEZBEHELLERE

RHE -

Hy]

C198215PA.docx : -21-
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GOTTTA R 3 4
HPLC » DS wt% | 64.1 wt% > 98.1[Ef&E% » &

| EHEF11.9%
IC » pEEYIwWt% 302E2% >1:1
TGA BEHZE50C £3.8%((Wt%) ; 130

CZE200°C T £29.4%
DSC Hil YERE > ERE R
XRPD cEE A A2 K 20 B
3

AL s > FeS

FAGREERRPRETY 8 HElREEBRS - 5

R R/ BERER ZREY -

ZEREEA T BEM -
XML EMZEZRIEE (100 mg > FEHILEEGIZ)RIOC #HEFL
iﬁ,j o
BT~ 43R FEHE
HPLC : DS wt% 62.7 wt%
HPLC » DSHEf&E% 96.3% A RRE  EENES
(3. 7%HE 72 1.9%)

KL -

AMEEDZEIREKRE (G0 mg > FHEBEEH3)F/K(S mL)H
FE25C TR0/ - FIRRFREFERSFBEIR - BHIB R ZpHE
HAEBHPLCHIE AL - #EHEXRPDETGAZ M@ IR = LT 2 [

BYE -
DT &R EEAE
R #8.5 mg/100 ml
pH 3.9 BIRIKA
C198215PA.docx -22-
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XRPD (EIB85E417) Hi L ; SR

TGA (EEE5EERYD) 30°CE120°C £4.4% ;
120°CZE250°C £27%

BB RO EWZ T mBE
EROEE(G.0 g0 6.24 mmol)i WEI/ZAKIE &M (50 mL - 8:2

VIV)P 2 BSEIRDR I T EE(1.48 g 12.5 mmol » 2% B)Ti AL 3 €&

RO - 1550 FAE MR FAIEUE S M0.5/NE - 2 % E35C T35 -

WEERRTUNG o LEIH - BV NER S LB - B

BESGFEERE > BAEARE/ARSYE2 VVER - &R

(40°C » 1002 - 16/ME5) - BEIFTEEM(G.4 g 91%) -

® =

T LEE T
HPLC > DS wt% 75.6 wt% >
#97.6%(HFEY%) » FEE
KR R 42.4%
IC » FREEYIwWt% 15.1 wt% <1:1E8
TGA HZE50T B3.2% ; BB e
1F140°C 2E220C E17.6%
DSC Hlk iRy i3 =R DA
® XRPD TE RS A B R
L el
BEHEHREHRILESTEE 28 > MEF Rk T 88k
s REY) -
EEREEAZEEL

AMEEZT ZFEE (100 mg > S HEEEEFHNIOCHE]
i o

1

C198215PA.docx -23-
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P G SE0F
HPLC » DS wt% 48.4 wt% E90°C M1 2 1% FyikeaE
ﬁﬁ
HPLC - DSEI% | 4097.6% (HEE#E | FigE
FI4924%)

AMEEWZT KBS0 mg - FEILBEFHHKGS mL)F
FE25CBAF20/NE - MERZREHEERERE - EHE R ZpHE -
H#HPLCHIE /A E - #5 B XRPD K TGAZ; 17 48 JE 28 - Fr #F BF > 1]

BYE
. _
GITTE 5 EE
BIERE #95.5 mg/100 ml
pH 4.7 BRI KR
XRPD ([EFEFEERY) Ea St SMLAEE - W RIEa

IR Kb BRI :3

TGA (EIfS5RERY)) 30CEI20T K
5.5% ; 120°CZ240

CR15%

LB HIS RO ZIET R RS
ARMBEYE.0 g 6.24 mmo) RFE/KREYI(S0 mL> 82 @
VIV BOER TURMIE T % =8 (1.45 g 12.5 mmol » 2.0% B)Ti ¥
B8 SE B R K 0 SO EER BT - £50°C T T MERS
Y10.5/N0% » ZIRTE3ST F3R - BEAEEE TN - BEHBES D
FiigE s - ARER/KEEY®:2 viv)HER > HEZEEA0C » 100EE »
16/NBF) » BEIFTEEY (4.0 g 90%) - 5 : hYWE > B IEETIE
F] -
P &

C198215PA.docx -24 -
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BT &R A7
HPLC » DS wi% 62.7 wt%
2995 2%(EHITEY) > HEEH
F%I4.8%
IC - FEEYIWt% 30.7 wt% 26108

TGA BEES50C AE5.8%; 80CHE
150C B&3.7% ; 160C&E
210°C 520.7%
DSC Hl
XRPD 4 7= F O] REEFRIA AT B
& 5 R B
7L Y

ERENAREPHRER T —BE - FHEXT  BREE

ZEEEAZRBEM -

HMIEEYZIET & Z BB (100 mg > 5 5 L& H 5155 90°C %

71 -
S Py A7
HPLC » DS wt% 59.4 wt%

HPLC - DSEM% | #996.9% GREMERML3.1%) | 1B5E

ANOEEWZIRT 4% = B 8 (500 mg - 5 5 EL 8 5 615) 1 K (5

B2

mL) P25 CRAF20/NEF - RS RIF R EIERBEE > BHAK > pH

€ - BFEMHPLCRIE AR - #5 HXRPD K TGAZ #7 i 8 25 b Fi s o

ZERNE -

Vg Vi

EEES ZtHE

B

> 8.1 mg/100 ml

C198215PA.docx
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1592158

pH 3.1 BAI/K AN
XRPD (EfE5EE:1) A SAE SRR E
(?
TGA ([EREEERYD) 1E30°CE90°C £58% 5 1E
100°C 2 150°C £2.5% ;
1E150°C LA EA14%

L ESI6 : A(DEEMZHRRE

mHMIEEYB.0 g 6.24 mmo) X NEH/ZK/ESG (50 mL > 9:1
vV Z BFR TR A ER(1.2 g0 12.5 mmol » 2% &) i F 1%
Y& o £50C THEBH TINEEGYO.5/NF » ZH&RAEIST F3IXR - It
i BEMZNIBABERZFEL - HESYTHFNNEG @
mL) BEZER THEBERESK  ELETBERFRURMEDE -

HEHEEREREZIR  HAABEEHKAEFEEGOTC » 10025 > 16/)
i) BFIFTEEWG.S g0 83.3%) o
e -
GPTT7% &R L
HPLC > DS wt% 62.9 W%
496.1% (THITE%) » FEE
F1493.9%
IC > FEEYIwWt% 26.4 wt% 41:258
TGA 30 C&2100C £56.3% 5 7£
220°C B522% (53 1)
DSC A ES
XRPD I%?%%a‘%’: | oy RIREE T
2= D G A

FiEERERIUEKRER _HFi=HEEE -

BR > MABHERES

R MR _HEREENEPRAGBESE > RAZAEE

o R IEET

C198215PA.docx
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EEBE S B

R (L&Y 2 FREE (100 mg > {3 LLEEFI6)K 0T HE 1
..

Pk BF 20

HPLC > DS wt% 59.5 wt%

HPLC - DSHFE% #996.7% (REEHML3.3%) | BE

(L&Y BB (500 mg » 3 H LB EH6)H K (5 mL)d

1E25°C HEE20/NES - B TR LR > EEREREHERAY

@ =inonpHE o HEHHPLCH EABE - AT > BEAY T E
BYER B LUEITE—H O -

T AR HE
YRFEE > 8.3 mg/100 ml
| pH 492.3 BRI KA
XRPD ([ R FEERY) A,
TGA (ER=FEERY)) AR
&5 o

@ Ry L2 A% > ()2 = B RS 5 (B 51 4) 18 41 |
MEFARILEEOFR RS ANEBSFZEMNER > 41T xE5%FH

[

[ad

rEN{-

oy
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5 )
R | T IFTE= PR 1)
B (RE (R B s . FOLED
EE:HE | 411 | 411 491:2 #91:2 1:2 EHFAHPLC/IC
1EERE o - o) - (o) - EER > AR E
sy + + o) 0) + (o) H &% HPLC
EREMS 0 - + n.d. ++ n.a. FK/FA 7K gafR
EEE 0 - + o) ++ 0) XRPD
K 494 H,0 TEISY A HENRE T

138 B]ERK

KM #98.5 | #J5.5 >8.1 >83 > 88 3 z‘fg;((:)ynhgfj\ag ’
zjfzﬁ?ff n.d. n.d. n.d. n.d. n.d. o) g;g:gi?;él\ﬁ%{ ;
‘%‘é%& * = * + + ++ 0TI
dCD o —— o - + o
- — R E A F]
- AH]
O: i
+ 1 FH
o i H A ] ®
n.a. : i
nf @ REFW

nd  RHE BREEEBBER > "THEERRMERRK -

Hot o WEEEERIIFTR > HPEERH - GRERKEEAME
GV EREERE HEERIFERE - HE > WEFHIFE - HdAD
Z_HBEBTVPRRBE AR —HRE &5 _ERETEAKTARR
HL A 0T B I i i A R E M

C198215PA.docx -28 -
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Besh o RERHZ —EBREN AN BEEERFERZ HEM
- WEFHEAARETZEE KPR G THEBOR S - JREIR &
A T Bl T B

AR “ERR &R EEN EE LW ((EXRPD Y E B JE S
AFIE) -

HRX > WLEBEDS CRER)FHREXRPDERFE » SEAL
REPISZAMEEVZIRE TR _BREEEEE  FFER > hE=
EUERANSRES - L4 MBLEBREFNSTE > BRIETH =
REI KRS BWAE - HE > WEH (RFWPZ —EEEE)F~ > o

@ FPR_HERERESFERERAE -

Beoh - R A FEREZRBEUNE -

LLoh > ARHZ "HEBEEID EMRMAFEEE > S8R
REH T FEPRRBALERRBLER  EEEBENRRER
THRE > HFe&EmREWUNENOEEDORER)MELE » K
HZEgE PSR ERREERTES -

NI HEMES - WERSHE  F4E HEHEBEEH  S5FE
KoKW TTHE HRENESS NES -

® Beoh o HEERNE » WPIB3KaKPIBKBAE WLE ST /£
PI3Ko S PIBKBEYMEE oM d - FEEmg I — S8R 8 B R E S
M- “HREPAZNERENERFERENEEERER - 5N EEK
HAEF -
AEH BNBEFLY

MEXFTRKE  ABHZEWENANEEAR YL > 1
EIE AT SRR RE REESTEHRED  BRN - =
H-FEEE - EENNKCERTE LB LGS -

ZFEEY I EOREEEE B EMA N R T = s

Ly AHE

C198215PA.docx -20.
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EA - BRNAZHZHNZBEZFLRFTEAFERERNERK ZHALD
v BEANE - At ARFACEEBEFARHESYP A cREHZ
 RBEFHEGYAcBEE L #Z VEHAABESEFNELZ
ZHE o BEE PN IHAREMAETEEER S EREEZRE
THEBEHEEE KESFWEE - WILEEE5E 2 EFEEREAR
FHREHESDK/NEEZEREN  ZEGZBHEAVUERERY
FraBRZFERNELAERNFEXLER IHE - REPIETHL
ERMP RN EEEE P EE 8L EFHEEMGER - &
BRERFBRERZEMEREMEA A - &0 - JREE - £
-~ &KE - &R %8 (ophthalmically) ~ X R B (optically) ~ & F ~ & H
B~ &l K EBELUREREE -

HR&OH®ENS > JHEFALRESSORBRE » F0E
F- ALK R RE - OS5 - RMBE ~ B3O8 - BR - BRI
Ko B RBHEEEFCHNHAN R SBEE S AR E -
BEMRUTLEBE  EhaBOOFREEER - BEE KO
ME ~ RENE - BREESS & ROKMRfy 2 15 M 4E Je B /Y 2 158 I 7 B R Rk B B 4
EE -

ES—BHRAIF > AR ARSH B E R AEGENARE -
FEME R ERBM)MU R AT - wH - 258 > Bl EE
(acacia) ~ EoRBMEEAE - EM AN TR ERBER DB R IEEL

R S E R B Ok RULH B (guar gum) -

=HER - MuaE 0 B R RN < n B B 1k SEEI A R R E

\

P SE R BRI R SRR E 2 PIANE A~ BEARBR BE AR BR 5% - B
PEER S IR AE B oY © BA MR B nEHEEFREATERER

=

Zgk -~ FZOR R EEAUHABCER - LT MBAER R RE 2 R o
AR ORREEZ 2 MR B fE R 8 KRR > s8I /KRE

C198215PA.docx -30-
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Pl 2% ~ FERBELGE  HP RN R RNesEeE F sy 7
HEMER ~ BFE AL - ESEEMYENTUERERNELEHE

MG RUEEBECERR - BTSSR 5 K
@i B _EaE -

TR EUE R KL B B KRR - ERMEESE RS HE S
AUBIBCORER - BIZE R —NESEEREEZREY - BE 5B R
HEEEZFEEECCREZESEREHRE - S FE M REY

> AN b AU S R A~ SRR R

AP IBEEESYA T EKEHABRZRER - HETEEY

@ HEURBOBEEYMZEEY BEALETE(XAREEY
B FOHMUEEREER S QRAGFEEZHE > BOKRT R
Bifs C QOTEREBRRCEERN 2 BEsmE > B4 88 /K 545
HHERE WZSEREERBEILGZECEY  IUNBEL 2% KK

I HE RS B IR B o FLR IR O] & 75 S R R S vk B

HMERFRATBEEER D BIZREOICER -~ BERH - ZFH
B AR T 0 2 AR 0 T B EE AR RS MR 2 R R - MR R
SR B  WOMRARE - BRI T A — K

@ SEVER  IHNERFRIGRESEXFRERNE ) —X%
EEOH ) —XEEHARE D KRS EHRE > HOFEERER

MRS R B TR R H O - N B - 0 BLRE R R R B sk
KM - ZFHRC T I EF GBI R EN GO KREXERH
B h BRSO E R A B N B ) DA B 1 R 8 e 32 e 7 -

AZEHZEIR T UGN EHEYE REAM LSRN EE
BEAEZZHRER RS BT PN BB SREE (REIE T
ARARPY ~ BRPY ~ JEEA - BN SRE B ) e E g B s
RNMBARINBERZ FR#2 REEMEE GO ESREZE) - &

C198215PA. docx -31-
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S (S5 SR © % ¥ (carbomer) « FEMMEE  MAEREBES
o e F A A 4 20) B T AL TR R L A S E 0 T A9 S B R B SR BROR A
By s SEAIK - EEE K - AR KR R B B W
B BRERARE B BOFEREZ O HHEE
SE402,0- -1, 1- TSR R4 B 0K (Z 8400 ;
i~ BSHSES - RS S B SRS By Ee HOM S Bk 2 B AL AS e M s -

B PR A 8 B > 9E RS S IR 4 o 2 3 B e B S B
Y SR & R OB 2 M 0 BT - KEH - TRUE - T - X
Kol - U GO R - B B AR S - RS - R
RS L R T VOGRS o W FS I EE B B B B 2 B R+ 0 e B R
M o S EEAERERRSBE  SE RS 2R B R
55 1B B R E R B0 T T b e~ b R I B
HEZ B R T EEEE > Bl SERFIEERE 0 K
S MR BB TR > REET B TS
m o BIAORS BT IR EALY « BRI RER R R (A ZE-ARE) » Rl
G R E TR R Y - R R > B BB T e
o 2-J R IS UK T 4% 5 5 DA ROR & -

ASHE Y RS BEESRTAAN0SER%EL2SE
B % FE M RS> o 7 T R M B R R B - BB MESHE R
SERER A M REHAYTAEAEAREN2EY1TZ KB
S (E (HLB)AO JE B TR R EDE I - ZREY S REEEE 2 85
EEYSER%ENISER% FERN - REEENT A EH S RHLB
) B —4H 4T B E] B TR SR AR LA £ A FREHLB 4145 2B A Y -

B JE GRS SR IS ) T > T M T B R T 2 R K L L s
RS IR E - Pl K AR SRR REEZEREBEANE
R EESFVR I GKEEENE S TFEMEY -

C198215PA.docx -32-
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BHEGAESYTERE TS AMBREIRI PR - RSB TR
FR 8 5 0 07 5 0 43 B SR BB B MR B I 0 % T
| BUBREEGEEN FEGET  SAEEEGET B -
B2 R I R I A 4 SO SR B T B R AT T
CHEfE ) HMIREE  BERBEBR Y BAEY  AOES 2 EE
BB BEZKEEMEEREY BAEY AN+t H I Ea T
NE BEZEEGENEPBECEE Y BENEAEY B0
IR B A T I 2 R AT A B B R O M B T
RESHIE B > DI & 2 5% B K L S0 B B S B T -

@ EHTENBETTAERNIECETES Y mEREN S5
1 8 B TR B RSO - T R R ROA T R B A0 K bk
% F, 7 (Ringer's solution) + 5538 £ (L 4440 B S B 8 B HE A -
Sh o RE R E SN SRR ROENE - MR EN > TEEA
$55 5 B U B o S S B S A B R 6O R SR B o B -
St 401 7 B B 7R BT B R B4 TS A

AGHZLEWT T SR EBRAEY Y BRI - o5
Y SN AR R ER A R R IS A R R
@ R T B E T B I L R R LUK T B o B 9
W o S B B AT S B 7 R
KGR S — B R (T
Hoo) e TR R B R A SRR G B A S T
& o R EE R > K R B R A B R 7 B TE 5 A o B B
(2 B4 199148 6 F 11 48 ff 2 25 B0 BRI 55.5,023,2528% » 2 12| FIf
FAPEATRT ) - R G R H A IR - R R s

i -

8

Fﬁﬁ’:\ifié_ﬁ?éH%T&E@Z%%U%ﬁﬁl%ﬁ?ﬁﬂ%@%ﬁtIE&?}T@EF‘E%DZHE'%?@
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FEMKEEEREHRLEY -
HREEEXLNFEHRBREEEERELEHCYWIABRER
N ARNERERZIEMEIESLE 2 BiERKHRR I HEEM 5 Ak
- Bl BEY EFRESTNERRTTBE S REEYEIES
EEANBEZISELZSGPUERMISERE - —EXBEARGEE
EERBEEAYNBZEHNTEAXNBEAGH BN ERHEFE
5,011,4725% (199144 H30H sE ) F -
KEPZHEYDAFEEILFTR AT EFEEMBN I EE#E
AFETZREHRCEERAEBSREL)  IEHENEFRER
ERHNZEHEY RER T REFBEUT B Pl 2 %
RO RERF > ZEXRMEBUSI AN TR AR S @ Powell, M.F,
2 A, T Compendium of Excipients for Parenteral Formulations ; PDA
Journal of Pharmaceutical Science & Technology 1998, 52(5), 238-
311 ; Strickley, R.G ' Parenteral Formulations of Small Molecule
Therapeutics Marketed in the United States (1999)-Part-1 ; PDA

Journal of Pharmaceutical Science & Technology 1999, 53(6), 324-
9 ; F Nema, S.% A, T Excipients and Their Use in Injectable

Products |  PDA Journal of Pharmaceutical Science & Technology .

1997, 51(4), 166-171 -

BEFUHANRFALENEEAHEEZRR 25N E HBERK
A

BB (EFEBEEARR)IE - EEE - KT &8 -
B~ )

EALB(EFEBEEARARMEBER kKB - Z 2B - B2
g g S568 - W kK fELm - = 28K

(triethanolamine) + = Z, % f# (trolamine) ;

lil

4

C198215PA.docx -34-
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REFE(BE O EEERRNMRREEZ RIEER)
RAEBHEER (BEHEEERERER)ZHEIEHB « CCLF, » F,CIC-
" CCIF,} CCIF3) ;

HRBE(BEFEEEFREMERLER)

NEENREE(EHEEEARMERR - HREXZFBE T
B - WRAEFRHELRE  UHREFHBRTFE - HREXFIBRNE - &
L )

NENER(EFEFE(MERREMNEERTEH - TREAR
(benzethonium chloride) ~ *FEE ~ & LF/NGEEMLSE - | T - EE

@ F2LIE - HEEIRR KEIHIK (thimerosal)) ;

MEALE(EMEFEUERRM)PUEMDE - 515 M A -
TEBREFRER - TELREFRRE - REEE - BEmHEHH - 2&8F
BEAEE - DUEIMEE - SHEEH - FEAXEREN - REHRE S
)

FEVEENEBFEERENMREEESY RAREREBE
BAMGERE - FREFERE BEVE  BEWERERRZEG-T 2t
=Y

® EER(EVERZREARM)FEHERST BRE_H - 28 -
WOKEBRE R _KE RN

HE(EFBEBEMERRMFIABESE  SEESE S5
B EEMRBEEE - W AlMEAE - REMEAE - MEAE - EORM - B - L4
M~ ZROE ~ IR M EAREE S R R HNE 5 oK)

EER(BEMEREEARARM IR ELB M EZ iz

= G (5 Bl & (E AR )FD&CAL & 35% - FD&CAL 2057
FD&CE 1657 + FD&CEE 1258  D&C 55 » D&CIE B 55 « D&C
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AT E085% - BMER SALMAD) ;

BEB(EOAEERRMEEL) ;

AAEM (EHEE(EFBR) B R EE - % EEE
(cetomacrogol) ~ /Nl ~ EHEERSE H OBy - ONBEAE -« AR /K UIZLHE
B EHEETE - B S 2 F 0B A L) ;

T B (E G BE(ETRRNEERBE - FBZBREDS)

FURE(E G EEERRP)RE S« AEH - TT5 -« 45
s R R R B ) ;

ISR (B 0 56 (IE R PR ) EF R ~ 73 B R L B )

T 8 (B 05160 955 (1L B 7 0 3t JRe k)

SE (B B 366 (18 R ) FE 42530 ~ WM ~ M - TRl 2
i S AE YD)

KREEE(EHABEERBR)EEMRE BASKE 2@
HOE - G BOKMEGEE  BeRT - e85 R KK
=)

27 3 1 R B (A% B 0B (S B 48 (B R PR ) — T R % 1/ ~ —
R E S E R - RIS R R AR R - MRS R AR FE A IS - BT =X
FEIA T EEEE - FEH - BRESERELTAEY - REBEAS - 75 BRRE - B -
IR 5

B VR (B B (R R TR P Rl — Z B R Hd)

AR (EH A ERBRZE - ERH - AIEw - Bl 2%
B BEYD  AER -~ TEA ALK SRR - SR E S KR R
B LK)

AL B (B G148 (H R RPN BB ~ +oNBEBe il - 2 5 -

i +/UEE ~ i K =18)

REIEE(EOAEERRMTTELEZ ECGEEY))
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U M (B (B R RS EE e - TR0 -
SEFR B BE9(oxtoxynol 9) ~ B IIFLEZFE 80 ~ + I ELHR B S R AR /K (L AL
B
B (A EEMERRMNERE BEL - £E8 - BEE

GEM - BRZEGEE RRNEREE SREFEGES - =3

+ - FEBEE  EEE R &R (veegum)) ; |

S R R (BT 9] 6 9 (1B 2R PR 7 ) P 7 £ Bl 3% (aspartame) ~ 745 e ~
> HEBEE - W RN DB KRR
SERIBT R B (B OB (ERRMEEBERBL) ;
® SEMBE AT (EHAEERRFRAE - B%EB - 50
YEE N TTERMERE - ZEMSEE B RETEE  FEGeE -
JE 52 Bk B 2 I Uk O v I % T B AR )
REKRBEFEEN(EASEEFRMBEBES S8+ - A

W HERE MEBEE RWRREES - RS - M -

BEEE AN~ IR R R )

SRR (EFAEERREMNREEEE - RZ2E8%E%

MAEBES  RREFEGES  FEEBEE  ZHGEE B
@ THRIBMERRAR)

S i L 3 R LTS B (9D BE (R TR BE BB 5,85
S HER(EASEERRR)SER  BHEEBEEE - &

fm G 4E R~ B AL B M 8F (polacrillin potassium) ~ 3% Bk BX Z, f5 T 0% g

B~ VEEEASN - ZEEEE R S RO ;

SEREBE (TR AEETEMBR-GELY - EXBHEE

h) s

REEEB(EFAEEMETRMNERBS - WASBRE - By

i TERSEE R RS R £Y)

Ly
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SER/BRECR(EAEEWEFRM)ZEILE)

€ B 3 6 B (B 1 &2 (B R R ) B 78 £ 18 # (carnuba wax) & H
1)

WHEB(EFEEERRMN)ESR - + X REEGE)

5R 7B (& Bl 58 (R BRI A TEME K &E8)

WER(EVEFEERRN)EER - WHEL - FES BHRE
BRI FEBER BLHURER - SEBRALEER) &

REB(EABEEWERRM B ZESE T NE - FEAE

WA EREENERE FRAZBUAREREENRERE S ZGERR

EE) -

AEEH 2 BEEELH ST A0 T AR AR

MEBIRABR  ARHFMEEGWZS me/mLEE K A
AESR KRG - HELE > RIHEpHE - K2 B KA RES%E bk
PRFEZE 1-2 mg/mL DA £ B2 B DAAS HR A1 0 0% 07 LA 8249 60> 8 -

ARk NI 88 2 AREZ B R - EEEA T HG) 100 mgZE 1000 mgft
EARZHEEWIERREZH K ~ (1) 32 mg/mLE327 mg/mLIE 5 E
K (iii) 300 mgZ 3000 mg# FAE4A0BME - FIME - EHEHEAEK
KA TEMES %GR ER ZRE 510 mg/mLE20 mg/mL > #—3 H
SHBEBKHEIEES%HE20.2 mg/mLE0.4 mg/mL > E%“EEE?HE
P I S B B 25 E 1578 6043 4 A IR T 8y S 1L B

LAY PO S0 R - T L4 DL T AR BT R DL B L P S 4

50 mg/mLATE Z REHK R BHLEY

5 mg/mL3%Z F BL 4 4 R

4 mg/mL TWEEN 80

9 mg/mL & 1L $R

9 mg/mLF 2
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W B %*kEHHﬂB"’EWﬂfF‘EEEEﬁH*H;\ % 100 mgty Kk &
MERCST ~ 150 mgZL i ~ 50 mg@R R 26 melE 5l SR WK BB K B
Brg#®E -

RHBRBE - WESERINEHEEGEOREH - miFh®
WIEH) T ZREGY  HEUREHREEZEBREZIABBHBE T UFA
2H100 mg/EMERS ZHRABBE - HBEERORE - T8EHR

TABRELE - HMRUFREE RSP A H R /KRB
%ﬁ—?—‘é/ﬁ:é#@ °

e - FAENEFHERERN > FEHEMHEA100 mgiE
@ MRS - 0.2 mglBiR ZSAER © 5 melEAREEEE - 275 mefH M LES -
11 mgify ;2 98.8 mgZLE - W] FE I 2 & 7K 1t B IF 7K M A 1% 206 38 i
M MEREEABEMRSEERIK -

BB/ SR AENTORN E S AN ENERED
AR - HEFEAR A A K O A EEY R RAREEE - BiEk
OTBASHEORE - HE - RBRIREZ RSN RE S - #
REIE R E R R T S R B bR E B m B E - TEEY
eV RBEREERREEIERESY S ME 0 — BB E S

) BEARTEERKZEL TIIMNBRNSAES -
BRI IE Z U7 VA |
EAREHZ EFXA - lisE "EE ) BB EARER)AE - Ff

B AEBTE - NLEE- ARES B RE - HE
W BEGEE - RREE  FRERERILESELE - HERERA
WS BRI KB - R E R

A EOAEERRNEEELREE « BB/ EE . 9
B 5 B L 985 R /N B [ R o -
el L pa LR ACGEN S QUNE Tl Lt -

T
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X% 8 B B B R B B4 B
ME 2 EFEFAMERRPRES LT ERHEBER - MMERkXK
M2 - BEAREE  EEREUREEINEE RRRER -

EMEESEERBEBEARR)IIERE KEE - LMHEE
HEBEBEFBEARRRTEAERERE - TESHE - FRE - RBEER
PR R T E AR -

HALEREAEFAERRDILIE  SBE  SHEBE |E
BoEERE - BE > BRE - ERE - NEEKERRE -

MREBEERERRR)ENE - BEE - BE  BFLE W
FREFE - REBEM NBEALBENREE -

RESHEEFRRMBRARREGEESAERE -

FRZEFNEFEERRMFAEE(ERESRERBER ZF
MpERE) - EBEREGTRREER MRS AREEEE -

EEEAEMMEARRKN)BRMEE - KKK KA E Kaposi's
sarcoma) ~ FME BRI - A4 AR 57 & (Merkel cell skin cancer) & 3F
REBENLERE -

BHEEAEWERRREE - THE - 2RE - OWE - B
W T LA R ik 4l BT -

MEBEEHEMERRR)AIDSHEHEMEE - FETFERMER
(non-Hodgkin's lymphoma) ~ ET-HIBEHKERE - BEHFMKERE
(Burkitt lymphoma) ~ %E &7 & [X j§ (Hodgkin's disease) k& 1 fil 18 &€ 21 &4
ZMERE -

REEEERRKESEAE - AR - EHEEHSUER
B MERERESALARE -

HMBEEFEERREMN=EFEOLR - SEAEZHEEm
o e EEREEmE - e EEE MR kBRI -
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KB GHR —BERASE S AN Tl EE > 5
% BEWILBYNSCLC ~ CRC « BER - B - FFaiE=a s -
75 55 B 2 B PRSI - PR ~ R0 - R () 4T B 0 B R/ S 0 B 4
RIS E A WA T DUAE ST B > 23 2 NSCLC - CRC -
B B FAREENAE - A aREEE Y B
V) (L 35 A JE) 7 B 806 S TR B 8 iE (3 2 NSCLC - CRC ~ B &
B EEE FERESLE B ASHAA RS EE [ ok
T BREE - SREY - REY - KSW B AW REE -

M1 S FT L 2 T35 T 49 (treating/treatment) | (% DL 414
BEA - PIEESEEEEETEE  RE B - R - =
R SO GE ) R S B -

il 82 F 3 B

H EA A A PR LTS B » 863 2 NSCLC - CRC -
BEE  BEEE FORESLEZ LAYWNIEETRERT - %H
EEEEIRE AN EELTY Y LB RREERER >
ST B 5y A 0 o B E LB A SR B P DG AR Ik S e Bk B G
TR T2 5 R AN U B A R T (SO - e
Py B S 2 R AR T SREE TS AFE(EFRNE
e le REBEM - BEER  LRBE - FaBmEsy ai
BB - RATARFEIRZ E REE -

EMRS B E—RESREAFEE£0.001 mgZ #1200
mg> FEN LB ELEEREATBEL0.01 mgs 4920 mg §E K -
Bk LB NA SR BEA— R E - SR I E L
Ko Boh o TEMEE (Kb E-EHENRLEBEEY)TE
25 P BET B 0F BT 2 M R A R T E{TETE§%05M
F1,500 mgiEHER T BHUERKE—KSREPRER— %‘*EEI

firy
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EST(EFERIRA - ALAA ~ KT KIEERR TS K (5 8 0% 500 7% 58
CEBRFEUBERERBATHEEOOI mgE 200 mg - FHFERLK
ERGEFTEREREATHAEOO mg® 200 mg - EHFREKIE
BEEETERERFN ﬁ%%émnmﬁﬂ%n%°$ﬁﬁ%%@%
27 EBfER0.1 mgE200 mg BRAKLE-—RENRK - KFREEE
R4ERF0.01 mg/kgZ 200 mg/kg HEIZFAFEZRE - EIHEREHR A
GENTEBERSATHAEEOl mgE 100 mg -
EREZHEVEREEGCETERRBUTME - WX E2
BrEMAEE 2 RAMEREERE AR EHEGaZEYE - BEZ
FEEe R — AR - IEENFR R - Y PR - EYE R
HEUKRZE  FEAEEEARAFRAECHBESZ P #EZ ZEH
BE B 4H & W) 2 45 &5 R B0 P B 2 I TR £0iT & 158 A 38 4006 5 R0 5k 2k i
fé o
ERAAZPZEBNRE  —RSEEMEER

AP ZE DI B ER - S EAMEERES K
Bl HpASHZE R AMBENFRZEHEAg5IEATERZZR

R

FIER - BHITE - A% 28 E4H o CORE — 20 2 18 H i B 22
DG > HOERTME LS - JIBEMAELE  JHRE - bF
~ RERRETE  FRE - PULEKRFEE > IEEERBRLES - fi
BEREREE - UK FESIURER R EBELCY - IR BEEREEY K

A4y CF] J— S0 5 BB SR - 340 I3 /) (3 % (aldesleukin) « [
#r JBE & (alendronic acid) ~ [ J£ JE B (alfaferone) ~ ©n FI| & #f =
(alitretinoin) ~ Rl IE 0% 2 (allopurinol) ~ [of 3 # (aloprim) - a8 =5
(aloxi) ~ 7~ FH Z5 B (altretamine) ~ f% & >K 15 (aminoglutethimide) ~ J& &
7T (amifostine) ~ &2 [k £ (amrubicin) ~ ZZN0Y IE (amsacrine) ~ [o] H[S iy 04
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(anastrozole) * %7 2k 3= %f (anzmet) ~ [ 5% H 57T (aranesp) ~ [a] EFh13E
(arglabin) ~ = & 16 = &8 ~ [9 3§ #7 (aromasin) -+ 5- & 5 B8 I (5-

" azacytidine) - B M IZ ¥ (azathioprine) ~ BCG 5 tice BCG ~ H i &
(bestatin) ~ Z % % fifl 5K # (betamethasone acetate) ~ £ il 3i¢ #2 55 % &
(betamethasone sodium phosphate) + H 3528 /T (bexarotene) ~ T g 8 3%
# & (bleomycin sulfate) - B f8 F (broxuridine) -~ # & & i
(bortezomib) - H ¥ % (busulfan) ~ ] §5 & (calcitonin) ~ ¥ 09 Hf
(campath) ~ K P fi /& (capecitabine) - £ $ (carboplatin) - & + &
(casodex) ~ ZE 75 I (cefesone) ~ FH E /) [ & (celmoleukin) + T EE 5
® (cerubidine) ~ 7 ] & & JF (chlorambucil) - JIE $f (cisplatin) ~ 55 11 J& 38
(cladribine) ~ 7 $II J& /& (cladribine) ~ & [ B (clodronic acid) - BBE R
B ~ [ lE B ¥ (cytarabine) -~ # & [2 & (dacarbazine) ~ ¥ 4 & =
D(dactinomycin) ~ 2k 4L & % J5 B & (DaunoXome) - #f K ¥ [&
(decadron) ~ W % H#r = %F [£ (decadron phosphate) ~ % B& i — fiE
(delestrogen) ~ #fJE /" H & (denileukin diftitox) ~ Ik} - & E5 % (depo-
medrol) ~ {8 < B PR (deslorelin) ~ Hi 22 2K #24 (dexomethasone) ~ /5 & (£ 4
(dexrazoxane) ~ . }% I 7 (diethylstilbestrol) » X #k §# (diflucan) ~ % /&%
. ol A (docetaXel) - E & & R F (doxifluridine) - /N & #
(doxorubicin) * J& X [t By (dronabinol) - DW-166HC ~ X F] fj1 1=
(eligard) ~ 18 1L %7 (elitek) ~ F [ & & (ellence) ~ [k 1t (emend) ~ FF

EE 2 (epirubicin) ~ [ A JH T (epoetin alfa) ~ 25 Lk B (epogen) ~ ¢ £
(eptaplatin) ~ B§ 75 DK M (ergamisol) ~ ff fir M — EZ (estrace) ~ fif — fiz
(estradiol) ~ Wi 5L 5] 77 Bk % §4 (estramustine phosphate sodium) ~ Z i

" fiZ (ethinyl estradiol) ~ %55 B (ethyol) + ¥ Z B % (etidronic acid) ~ [,
EL % (etopophos) * % % )8 F (etoposide) ~ 3 J& "k (fadrozole) ~ 3£ Hf 3@
(farston) - JE #& 5] = (filgrastim) ~ JE F [t 22 (finasteride) - 5}5%—}?

Ly

C198215PA.docx -43 -



1592158

(fligrastim) - % JR & (floxuridine) ~ £ & " (fluconazole) ~ 4, % il /&
(fludarabine) ~ 5-FERIREHBERE - 5S-FHIREE(S-FU) ~ & HEMH
(fluoxymesterone) ~ &, fil f# (flutamide) ~ g 32 &] 3H (formestane) ~ & H
% V& (fosteabine) ~ 18 & T )T (fotemustine) - % 4 5 Ef (fulvestrant) ~ I
E B0 7 (gammagard) - F 78 fif /& (gemcitabine) ~ FH ¥ Bk B #1
(gemtuzumab) - #% FI| # (gleevec) ~ & 1I 15 (gliadel) ~ X & Fy #F
(goserelin) - E& g 4% fif 5] 38 (granisetron HCI) ~ 4H B I R (histrelin) ~ F
2 %7 (hycamtin) ~ & {b B B9 #2 (hydrocortone) ~ F7R-F A JRIERS « KA
fif ~ % {7 B B Pi (ibritumomab tiuxetan) - % [ 2 (idarubicin) ~ £ IE
Wk B B (ifosfamide) ~ T+ Ko~ F#EER-02 > FEFRo-2A > FEHo-
2B~ T#Fanl > FEZRen3 -~ TERP TERy-la- "THE-2-H
#EEE (intron A) ~ B % /b (iressa) ~ 7108 B (irinotecan) ~ §F R (kytril) -
57 B8 & 4% 25 1 (lentinan sulphate) - 2 g 4 (letrozole) ~ HH fE VU & ZE %
(leucovorin) ~ %= N ¥# # (leuprolide) - Z B 3% W #% #& (leuprolide
acetate) ~ 2K A8 /& B# (lenalidomide) ~ = g B 4 (levamisole) ~ /£ 1B ZE i
$% & (levofolinic acid calcium salt) ~ 72 KR & #4 (levothroid) ~ £ Jig
EH 4R B 2 (levoxyl) ~ & E 5] 7T (lomustine) ~ & /& #Z HH (lonidamine) ~ &
H # (marinol) ~ % 7F (mechlorethamine) ~ H § i (mecobalamin) ~ 2
FH ¥% Z= [l (medroxyprogesterone acetate) ~ 2 g HH #if Z2 [il§ (megestrol
acetate) » 35 £ fy (melphalan) ~ F5 b M % & (menest) ~ 6-Fi FLIE S « £
5§ (Mesna) ~ F JZ gk #5 (methotrexate) ~ 3247 4 52 (metvix) ~ SK & 18 Hfr
(miltefosine) - K &5 I8 Z (minocycline) ~ %318 & C(mitomycin C) ~ K
#%.3H (mitotane) ~ >K#E B fE (mitoxantrone) ~ ff /% 5] H (Modrenal) ~ E 7
% (Myocet) ~ 2= # ${ (nedaplatin) ~ 4t $i1 & £ (neulasta) ~ 4t 2 i1
(neumega) ~ & {% }£ (neupogen) ~ JE & K Ff (nilutamide) ~ 3% FL. & L

(nolvadex) ~ NSC-631570 ~ OCT-43 ~ B ik (octreotide) ~ B % &5 FF

X

]
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38 (ondansetron HCI) - BR 48 & ¥ (orapred) ~ B b F §8 (oxaliplatin) ~ &
W R AZ B (paclitaxe ) (E 80 BAF R B R FIERIZEERE) ~ TR i 5
(pediapred) - ¥Z 9 2 fi§ (pegaspargase) ~ JK Z& ik (Pegasys) ~ IE & 13T
(pentostatin) ~ £ 75 & (picibanil) » ¥4 1% VT & K fn(pilocarpine HCI) -
Itk 2% B & (pirarubicin) ~ ¥ K 8 & (plicamycin) ~ Of 1} # $4 (porfimer
sodium) - % JE E 5T (prednimustine) - % /& ¥E (prednisolone) ~ B M
(prednisone) ~ & E 5 M (premarin) ~ N £ E I (procarbazine) -+ % 5§ 75
E #F (procrit) ~ 2 & gl Z£ (raltitrexed) ~ RDEA 119 -~ Fl|Eh (rebif) ~ &
foi % % -186(rthenium-186 etidronate) ~ Fl| &% & BE 5 (rituximab) - ZBIEE
® -A(roferon-A) ~ Z& Z K (romurtide) - #F %% j# $F (salagen) - = =
(sandostatin) + 7D £% 5] & (sargramostim) + &) & T JT (semustine) ~ 75 {£
M (sizofiran) - & 77 /&£ 4£ (sobuzoxane) ~ HH 58 HE (solu-medrol) ~ B F§ &
B% (sparfosic acid) - ¥ 4l i B )% - o {4 8 3 (streptozocin) ~ &AL #8 -
89 ~ #f J& & 18 (synthroid) ~ ff. & & 75 (tamoxifen) - ffl & & 3¢
(tamsulosin) - it 2 4% BH (tasonermin) ~ ﬁ'WEE(testolactone) ~ Wl EE B
(taxotere) ~ & FH I H & (teceleukin) - ¥ E 4 fi7 (temozolomide) ~ & B
)3 H (teniposide) ~ A & = P (testosterone propionate) ~ 45 Hy ff /=
S (testred) ~ i BIRE ~ BEE K (thiotepa) ~ & AR R % & (thyrotropin)
& & & BE (tiludronic acid) - #h A & FE (topotecan) ~ #% Ef Sf 2%
(toremifene) ~ £ FH 5L B 1 (tositumomab) ~ #f % Bk B §7i (trastuzumab) -
HH B &F M. (treosulfan) ~ % B9 B (tretinoin) ~ HH 74 2% (trexall) ~ = A=
&M - = H )P (trimetrexate) ~ Z % H 3% %5 #K (triptorelin acetate) »
£ ¥E X g il ¥ ¥ AR (triptorelin pamoate)  UFT ~ [RH ~ (R FZ L2
(valrubicin) ~ 4 5] JJ B (vesnarinone) - £ F i (vinblastine) - £ & ¥ i
(vincristine) ~ & & ) 2 (vindesine) - & & %7 & (vinorelbine) ~ 4 1%
(virulizin) - E T £ 4 (zinecard) - ¥ T fr ;T B B5 (zinostatin

)

i
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stimalamer) - f& 1€ £ (zofran) ~ ABI-007 ~ [ & kL %% (acolbifene) ~ &
Z v-1b(actimmune) ~ o] JE il 32 (affinitak) ~ fz £ i ¥ (aminopterin) ~ [
{2 & %5 (arzoxifene) ~ 2 & I JE (asoprisnil) ~ Fof {7 35 $H (atamestane) ~ [
Hf 4 IH (atrasentan) ~ BAY 43-9006(% #iL JE J& (sorafenib)) ~ [o] FL #F 7 T
(avastin) ~ CCI-779 ~ CDC-501 - PH &% ¥ (celebrex) ~ V5§ % & B iy
(cetuximab) ~ IF 17 Ff #£ (crisnatol) ~ Z B8 B N Z= F{ (cyproterone
acetate) ~ HF P fifl & (decitabine) ~ DN-101 ~ /N4L & -MTC ~ dSLIM -~ [E
fir i B (dutasteride) « 3L %5 Bk 4 (cdotecarin) © X M B B B
(eflornithine) - X = & (exatecan) ~ ZX 4 Al (fenretinide) ~ = E& i 4H
Fz ~ TE A ZY 4H B% % Ak 7K 5% BB (histrelin hydrogel implant) - £k -166
DOTMP -~ {7 3T ji B% (ibandronic acid) ~ F# &y - H % 4 -PEG(intron-
PEG) - f# b UC f# (ixabepilone) ~ gt 7 ¥ f1 & % & (keyhole limpet
hemocyanin) ~ L-651582 -~ [ Ei AK (lanreotide) ~ fI & & £
(lasofoxifene) ~ | & fu (libra) ~ & HP £ J& (lonafarnib) ~ >§ 3 & 2%
(miproxifene) ~ >K 5% Bt B8 Ef (minodronate) + MS-209 -~ A5 & #& MTP-
PE ~ MX-6 ~ FB7EL B PR (nafarelin) ~ ZRE Z [k 2 (nemorubicin) ~ B E &
(neovastat) ~ F& fiI B £ (nolatrexed) ~ B FI] Bk # (oblimersen) - onco-
TCS ~ B Hr 18 @ (osidem) ~ % %k ¢ BE K F 3 & 12 B2 (paclitaxel
polyglutamate) ~ MH >K B §& — §4 (pamidronate disodium) - PN-401 -~ QS-
21 ~ ¥ 79 7 (quazepam) ~ R-1549 - £ )& £ Z¥ (raloxifene) - %Y &E fif
(ranpirnase) ~ 13-l - & & B - 2 %F #0 (satraplatin) ~ 7§ B & 1k 2
(seocalcitol) ~ T-138067 - #f g gll (tarceva) ~ fifl 57 ¥ 3% (taxoprexin) ~ Vb
1L fE }% (thalidomide) ~ B% fE Z ol ~ BEME IR K (tiazofurine) ~ B L% B
(tipifarnib) ~ # fi7 E: HH (tirapazamine) -~ TLK-286 -~ £ ¥ >k £
(toremifene) -~ TransMID-107R -~ {£ &] £ # (valspodar) ~ (X ¥ Ak
(vapreotide) ~ N.EEEEJE (vatalanib) ~ 4B J)H 25 (verteporfin) » EH & =
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(vinflunine) ~ Z-100 ~ M 2K ff fi% (zoledronic acid)Zl, E B o

EAZWPHZ —EERGAT » HOCH AU T —H%E : 1311-
ChTNT « [ B2 % 3 (abarelix) « [ bt 45 B2 (abiraterone) ~ [ & b &
(aclarubicin) ~ [ #r /) 5 & - [ fy B §i (alemtuzumab) - T5 F| 2 # 2
(alitretinoin) ~ N ZE iz ~ BEKE - BERILE - 20 - [ 5 df
W~ BB ALE - =846 =8~ R A B B B8 (asparaginase) ~ [ % BT E
(azacitidine) ~ B FJ & E #i (basiliximab) - BAY 80-6946 - BAY
1000394 ~ BAY 86-9766 (RDEA 119) - H & ¥ (belotecan) ~ FiE &
5] ;T (bendamustine) + H {& B §ii (bevacizumab) ~ HFEET ~ LR & I
(bicalutamide) ~ EL 4= B (bisantrene) ~ B E - WL - HEFHh
(buserelin) ~ H % ~ K Eth £ (cabazitaxel) - THEEFE§5 - /£ o5 B g
#5 ~ REEMAE ~ F38 - FE & (carmofur) ~ £ E 5T (carmustine) ~
%2 B Pl (catumaxomab) + ZE A E 1 (celecoxib) ~ FHENHE - FHEZE
B~ FTEEI - &M 228 (chlormadinone) + & 7F (chlormethine)
N8 ~ 52 Hr JE /& - & B BE - & 0k B & (clofarabine) ~ 7 17 L fi§
(crisantaspase) ~ IR FEfE - MANZME - FERE - 20 % - 1
ZD ~ #Z HH 7T o(darbepoetin alfa) - # /)% JE (dasatinib) - & S #=
(daunorubicin) ~ HrPH M7 - M/l 35 3¢ (degarelix) ~ #HIJE A 0§ & - #i3E
B ji(denosumadb) ~ BEIWM - TIREBEHE  ZHELE - Z€&8RF
BTN E - NLEIER - 3 E 4 B i (eculizumab) + fR3E % E i
(edrecolomab) ~ & F| EE $% (elliptinium acetate) ~ F & & 8
(eltrombopag) ~ N & &4 & #lll & (endostatin) - % £ it /& (enocitabine) -
RELE - BRHULEEE (epitiostanol) ~ AT ~ fEMLMR3ETT - ik
#1 ~ X H 15 Mk (eribulin) ~ £ ZE & /B (erlotinib) ~ M — 2 - M E 55T -
RELHE ~ K4 K Tl (everolimus) - i 75 35 $H (exemestane) ~ J% fE M -
JEHE H] Z (filgrastim) ~ HIEHE - HIRBIE - FffE - EETH - 18
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EHET - FEEE - WEE - 08 5 X (ganirelix) ~ FIEFE
(gefitinib) ~ HFFEMIE - &F ZEHREHL - fLE A B H K (glutoxim) ~ X
2 By Bk (goserelin) ~ AH &k Mr " E L - dHRE R AR - FEEHR - I-1250
Z - FUtEER - BSFEED FEULE  EREEE - - FEEE
(imatinib) ~ BK #E B %F (imiquimod) ~ 3% 74 £F ML (improsulfan) ~ +#E &
o FHEEP TEZXy  FTEH (pilimmab) - FILEE - FHET
B2 -~ B Ew BK - I /8 & J& (lapatinib) ~ ZK A0 E g ~ K #& 5 =
(lenograstim) ~ F#E L - 2K ~ BRI - ZHEWkME - A LK
(lisuride) ~ % $#A (lobaplatin) ~ EZ E T )] - & EEH - ERE
(masoprocol) ~ B ¥ B Z=2 W - H# 2= - £XA & - = K
(mepitiostane) ~ $RIEI - FF RIS B & D Mk (methoxsalen) ~ AT
BEWNERE - B2 - K& AR (mifamurtide) ~ K& E#H - >k 8
(miriplatin) + =8 H £ B2 (mitobronitol) ~ 7 Bk I (mitoguazone) ~ — &
f# 77 B% (mitolactol) ~ 4R ZUBIE ~ KL - SRILEIR - NEH - BHLAE
(nelarabine) - JE Z % JE (nilotinib) - JE % K % - JE % % B i
(nimotuzumab) + [& & =] T (nimustine) ~ — JZ f§ Y I (nitracrine) ~ B X
4 B P71 (ofatumumab) - B 35 fiI %k (omeprazole) -~ B ¥ & N H &
(oprelvekin) ~ BEID RIS ~ pS3BEREE - KEFERTE - BWAI X H
(palifermin) ~ $f-103M #% ~ 183K b B% (pamidronic acid) ~ # JE B E i1
(panitumumab) * 15 {£ ¥ J& (pazopanib) ~ HFILE ~ PEG-& fit {0 7T
(P& EPEG-fEMRIA)T) - 2 _BLIERE T - BEL_B{ETEZRo
2b ~ BZ 2 i 2E (pemetrexed) ~ W il {2 3 (pentazocine) ~ B H T ~ %7
8 3= (peplomycin) ~ 5% B} B i (perfosfamide) ~ FFEE & ~ MEILEE -
W %)) 18 (plerixafor) ~ HREE - TEhewig - T —1 - S -
~ ONIY 4R 8 ~ 3 F7 B V0 (pralatrexate) ~ WEEET - HEEH -~ &
= FFF (quinagolide) ~ BIR &% - EEME - X 577 (ranimustine) -

x
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B £ &4 (razoxane) - ¥ X JE JE (regorafenib) ~ F & B B8 (risedronic
acid) ~ F|ZE B {1 - & K H ¥ (romidepsin) %& oK 5] = (romiplostim) -
C ODREEIT - PSR EE-T(sipuleucel-T) ~ FiEIE - KA & - HEpEW
4 (sodium glycididazole) ~ KA JEJE - LB E - FEH E
(sunitinib) ~ ffr fi7 )5 75 (talaporfin) ~ il 2K 2 28T (tamibarotene) ~ 4 2 L&
G MERMAH - BENEE - BRI 1 EE S EETE (gimeracil)+
B %% 11 74 (oteracil) ~ B 500 75 (temoporfin) ~ & BE W iy - 75 2 & 5
(temsirolimus) ~ FHE’GH -~ Z E 8 - & dfi B (tetrofosmin) ~ b 17 &
i~ BEEIR - B BR VAT (thymalfasin) - B & IE I (tioguanine) ~ 3 Bk B8
@ Ui (tocilizumab) ~ FHAMEFE « FLHAK S - HEEEHR -  HEBE
(trabectedin) ~ i Z BRE H1 - R & M - & HEE - dh g 5 8
(trilostane) ~ 1 & 37 AR - g W B (trofosfamide) ~ & % g (tryptophan) »
£ 96 3 ] (ubenimex) « R F L2 « FLAEHLE (vandetanib) + (B - 4
ZEJFJE (vemurafenib) - EF i - RENEK - E&EM X - REESE - E
& i & > IR IL 56 f (vorinostat) ~ {R & ™t (vorozole) ~ $7-90%% 58 i Bk
B2 IFEMIT > FEMOTETES - YRR - /£ Z% L & (zorubicin) o
HE - ZESCHE—HNSEEGU T2 EMEBER &5
A RKVPRERVB(EUEIBEER BNV ERLER) - JHH - £
81~ T Eg#h ~ 5-FU » /N4L & (doxirubicin) ~ i EEEZF ~ RELIHE -
EWREG - HIEGE - HE%E - EMHE - 17-AAG - V0126~ EE
X -REBERUTEY - PPARILM 58 - BEEREY » o-HHEEIHNA
Bl ~ ©HL - PTP-1BHIHI %] - DPP-IVHIHI A ~ 11-p-HSDHT A% - GLP-
1~ GLP-17T4£4%Y) ~ GIP ~ GIPET4 %) - PACAP ~ PACAPLTAE W) ~ BE L
BRHRMERTTEY -
2E o ZESCHE—NSEEGU T ZEER - Lk 24
LR - K PFEVERREE  2HEE > B0EDTE - fﬁEIf.
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% UC [ (Patupilone) ¢ /b X UE [ (Sagopilone) ; KL EEE - Z&KEH
B ; MEEORMA  METEREST ) REW  REFER NLE F#EE
FFRELE ) BHEBE BREBER RO TE > BoiiElk 0 ERUUR

B WRERE EEa S-BREE  FEME > S EZENE S FER
T Ara-C: 2-8-2-EEMRE REER  HEEESE > HOEM
Bt~ CBEBRZERERER W EK  $a0T4AEY > SEWIHANRF

o RTEBREI  FRER S RAZEED -
AEBESCRMEARH B AT HEBELERAZHAE
B4 B AR (E R R I )Merck Index » 55 11HR(1996) 0 ¢t ¥ B fEAE £
ROEEEY T EFIE LY BBUB HNARGEARE - s @
REATEEe - HREE - R RETT - FTERSEI - EH - £k
IR EREFZES - IRGEERAE - IMEREE - EFREE - WEHED - HHEH
Z - /NEEER) - REWLE - KFEEE S5S-BREE - NP
S KER -  BEBEE  FUEE - PHRUSER - BEST -
I~ 6-FHIEE « ETHY - FRER - KREBEC - KEER - BE
- BEM  WFEM BRES  EEEER MEES  WEE
15~ AR - RER  REMBRESEMY
BAERESCEASFHZBHEHERAZEMNAENAER T @
¥ ({8 F PR 7 )Goodman and Gilman's The Pharmacological Basis of
Therapeutics (55 9h%), Molinoff% A 45, McGraw-HillHi ik, %5 1225-
1287H, (1996)(FZ U AT A RKF AR X)) T AFA R eRESE
MERZEELLEY  HOREARST  ERRXLHRK - HLER - 5-
ST  RHEAE - BH% ol - 22- 25880 - 2%
BEE - RRTERER - ZHRECE  S-HEX8&RET - S-8F54R
HHEBRYE - BREENE  SFEN - sk cBEEE - 2
LR ~ FHEE - Z2BRFREE - ZBHE M - Ekd > KkitHE - X
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BB (S ESBAS R B KT EMEN) - EEMT - N-BE
ZHEE-L-RABBE(PALA) - ¥FHE FZTT - BEET K
BEN - EER CTFESEAN  RERESEE -

B E B A5 CEA ST Y AL SR Y S b A & B H e
HEER IR EAMITRE SR MM ER LAY - FUSE -
B IR IEANE -

— AT ES + W FE  1e  /  F Hf 71 4L 4 C B s 5 B
> BB 4R 2 (G AE LA TR

(1) BEREE—BEREL  EROBREEREENRER

@ JEELEEE

(2) BE{EFFHTEL 2 (h A BB iR 81 8

(3) FriRft 2 LB et e e B b > i 2 M B B BRI E >
HE S L — AL B ROE R R S A 4 o BRI
R > 7 A

4) HEALBY - £E AT % ER B R AL

(5) EFEET BE PR T ER ;

(6) 1EFT A B PR E LB L B ROL S M ERTEE N

@ () EREEERBH K R/%
(8) B L M 85 o B0 B A 4k S U SUIE 2 SIS AR L - A
 DORURI B 4 R ) 0 S R R 0 AR —
2 Wy 53
PI3Ka % PI3K B 5 1 B B 3 B 43 4

p110ak Y1128 4347 £ 8 1> PE A p1 10052 B s 86 BILES (P1)
B S A o Bh 43 T B S B RCK B 28 22 43 #7 (FuchikamiZE A, 2002)Hy
B - 72 STOYH B of £ 3 His 50 NAK IS B 40 (AN 1-108) 2 pl 100 6t =
P854E & M E &M 2 pl10p (AN 1-108)FE [ » F 4i1b 2 4 &

=
s
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>50% o B EE A ICsoHH 48 o 18 LA N & £ T 8 F MaxiSorp#% % 43 £ 384 7L,
BAPEITRIE - HEREAA LN EFPHRBZERL R L1 B
BS BRE L B2 (PI : Avanti #840042C) K %5 Hs Bi 4 B B (PS : Avanti
#840032C) %/ - HHKEEENERB TS ERE RERHFERE
B o EBBEASREEES S REHAFICHEES —HAR
Fi o #5675 ngBiia 2 @Mbpl 10 EERMESEHY nLi FE % E (50
mM MOPSO pH 7.0 ~ 100 mM NaCl + 4 mM MgCl, ~ 0.1% (w/v) BSA)
TH EESRESERZRESBILRS - SEEFRBREBRI
M £ % 5k & ) 2 DMSO B ZE 4 8L 8 T JE (B X BAY{L & 1 2
& E0.0~ 0.003~0.01~003~0.1~03~1.0~3.0K10 uM) - ZEE
HR 1S pL& A 20 pCi/ml[y-*P]-ATPZ 40 pM ATPH K44 HE =8
TSRS TETM/E - RIEFEHRS uL 25 mM EDTAREH 5
TRl o BE A FI3SATL RIS W EEE B B EDR TR - B2
uL UltimaGoldP R & B R I E B FLth - FBetaPlateli B% B3 j4 51 8
SHIE fF A B EPIEE P 2B o @AM T RS EEER

140 %=1-(Tcpm-Bepm)/ (Pepm-Bepm) X100 ©

Tepm=Hl L &YW ERE T 27 P-cpm

Bpn=77 5 ¥ Y (J€ 85+ 2 *°P-cpm

Ppm=p 1 108G ¥ B8 ) (G20 #17)) F 2 *P-cpm

pl10a Kz pl 10B4E (b 88 43 47 o s Bl lh e — BB B B8 27 TCso 8 7B 3 72
FAT - FEPIBKeBIPBBKBAEYEE ST WE(LSYBERELEY -
THBRERR I WNERETERENERERE -
= A. PI3KoJ PISK P43 A7 o i i i e — BB R B8 7 5% 1k

{E&Y) PI3Ko. ICsy (M) PI3KB ICso (M)
A 4.96E-10 3.72E-09
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_EEfEES 1.23E-10 1.00E-09
3 5E oy BT

1E 5 85 Py BE Y 72/ 1N IS 2 1% 8 Fi Promega Z Cell Titer-Glo&s 3¢ 4 i
FEREG(E$HHCTSTAE NN - 5> GHEN2S wLet
REEE D LEILS00E 1000/8 M IE HERE R 384TLEE A o - SIS 4
REPRES - 5 4 B AR Y 5 B BB A5 b DU t=0/N B J% t=72/N 5 06
BL & - FE3TC THRERB % » OR8¢ Ea TR E
SFLIREM2S pL Cell Titer-Glo¥A W » EZE T ¥ B M = e
EHZEP10508 » HEFEF Wallac Victor2 1420 Multilabel HTSE 8¢
55 b0 FI 8 e A BT (16428 nMEB B AV RN S - t=72/]NBS 1%
BB ARSEERI L HER AR RRE T LAY E
B o BEEITC THE M2/ o =72/ B4 5 2 8% E 0 TR
% JRM30 mL Promega CellTiter-Glods i » £ 28 3B T ¥ 40 f B34 =
BEE F105 8 - BEE M Victor b B M % - BE TR > i
OB T B R R T B 0 3 I =720 I B T B N (R R =0
B - FHEREEY YRy Y ENENEE TS EE G
3G o

R E B EEE > 6 Rt - e —
B E R A UM R BEFHR BiA BRI T > 1Cs,
EZZB/NN3ME - WEER I ES T R RS> T
E o
=B, FEREAIMEARY S HT R R R B > B R E

AR SHEE | EEEERICs | ZHAELHEICS, | ICsLLR
(nM) (nM)

KPL4 15 3 3 1.0

BT474 5 10 0.5
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T47D 6 2 2.8
BT20 6 2 3.1
MCF7 27 9 3.0
MDA-MB- 760 256 3.0
468
SK-Br-3 2 1 1.5
LNCaP EigaliE 69 67 1.0
PC3 100 90 1.1
Col0205 GERS. 48 110 0.4
HT29 27 10 2.7
HCT116 56 72 0.8
A549 B 37 44 0.8
H460 46 67 0.7
U87MG PN 85 85 1.0
7860 Ehg 116 247 0.5
SE R

Reinemer P. J Biomol Screen. 7(5):441-50 (2002). A versatile high-
throughput screen for inhibitors of lipid kinase activity: development of

an immobilized phospholipid plate assay for phosphoinositide 3-kinase

gamma °
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HH B 25 Rl i [

© 1. —ERADZ2-BE-N-[7-F & E-8-3-Ek-4-EHE E)-2,3- 7 &
DS [ 1,2-c )0 DAL K - 5- 25 108 0 - - FF e — B B B SO LK &

OD8EBBIRAR
@
N O
Omujj\(\'\l
o~ \N)\NHZ
. 2 HCI
®
(II) -

HEAEHNMERERER/SFEE MRS B 2 25 -
2. WEFEXKBEIZHAZR > HPZMMEEGESHAIDSHEMERE ~ 3E
ZE TF & KM E & (non-Hodgkin's lymphoma) ~ 57 & T- 41 B ik =
B~ B EFF MR E B (Burkitt lymphoma) ~ 2 & £ [, %% (Hodgkin's
disease) & TR K L4 2 ME B 2 BE -

3. MEREIZAR EPRHERAFEESSRKRER -

®

@ 1 wERE - 2EIZAR BEPRAI)Z HBRBGELES
= o

(4]
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