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% G s B AL 4E A > A 412 A c-erbB-2 & c-erbB-44m g K
Pz ErFrAzTaHM EARBLAEET®RSY
WA EEMZALB @B T 5 8 ZEGFre H ik T AR
BlEsmEE HEABATPY2g-BiBABBEILAEN FI
SRk zBREBAAZHIREA(RKAS £ F-
GluGluGluGluTyrPheGluLeuVal) = & /&8 X F = % 8% ¢ 42 —
HITARATEZHEBILER -

a) c-erbB-2 » c-erbB4 &K EGFr#& £ 8 T ¥ 10 mM MnClI, >

10 mM ATP> 5 mMAik » R & R4 4 (8S5S mMAPDMSOX
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TR THE R&LZDMSOR E A2%)% 40 mM HEPES&
sk pH 74TF £33 530454 - R JE & EDTA (& B E
0.15 mM)Z e A2t S BRBERHERIRAY E
ZOXI6LABLE - Bk ERELXIBBBERBEKTH
FABRLASLINGRBEEBIAE L M-8
ZEAHEMEE -

b) ErbB24& £ % F #£ 15 mM MnCl,* 2 mM ATP » 0.25
mCi[g-’*P]JATP/#LA > 5 mMMKk % & » B % R4t 4 4 (8 10
mM#» DMSOZ 87 R ¥ % » & & ZDMSOR & A 2%)# 50
mM MOPS :» pH 7.2¢F #£3% F 504 4 - R & & 200% # PBS
ZmAm Pl EPLHE2SER/EFEAERRAY F
& & % SPAz # (Amersham Inc.) > 50 mM ATP > 10 mM
EDTAR 0.1% TX-100  # % & #% 3 4F > B 4 SPAz% & it &
E Y 6/ 8 o SPAM 3% # A Packard Topcount 96-3L /7 # B
¥ 3+ 2 % (Packard Instrument Co., Meriden, CT){& A -

ZROIEEMAEETHS 12RI13Z E M > W T Z & %
BER P o RAMRE R TN AIV: A 4 $#EGFR v erbB2 &
erbB4B BB MAE W HME A M T - B Lo H FEH 8 12
BRl13#z ad A &H o
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Mo ME D FTREE RS OHE

A $EH B (BT474) > 38 &R 38 (HNS) X F B 8 (N87) 4= B #k

BANMEOEEMHAFF)S 4 B i > 2 F £ 42 F10%8E 4 o F

(FBS) = 1& % # # DMEM ¥ (Life

032) > A EZ10% CO, 90% X R H 4 F - SVAOR A
2 NI BE L & te B #% HB4a » U A %8 H-ras ¢cDNA(HB4a

r4.2)% A #i c-erbB2 cDNA(HB4a ¢5.2)4F — % # & ° HB4a
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23 A5 K10% FBS> B FOGCM/EH) A TH
#» (hydrocortisone)(5#4% % /% # )X RPMI¥ » & F 3 i Ao A7
EiE 2 B 4 # E £ B(hygromycin B) (50 /& ) » = je
FIRA BB G /EDTAT K > ARt H B & £2H A
100 A @AM AERA L ATHFEEMHLI-LRAZIE
% # (Falcon 3075) : BT 474 10,0004 A& /7L " > HN5 3,000
%t B /L3R > N87 10,0004 /3L 3F > HB4a ¢5.2 3,0004= A2/
7LJR > HB4a r4.2 3,0004 /7L A > HFF 2,500% B2 /7L A °
¢ 2B Lo HBHBERAAIO0E %/E 1 A E % 2DMEM
Yoo ARALFAEREZ B RAM»DMSOZ 10 mMHTF
oo BEFERUNIOEA/LRANME FHE N8B ERNZ
100 FF38 A K F o 4 4 0.6% DMSOZ 32 % & A /v & 4% 4
ILARN -  HEADMEMZ b A Y mEMAN@EKRT &
3 HB4a r4.2 & HB4a c5.2% M #% ° £ A1 H fL A ¥ > DMSO
2 B EEH BH03% mpEF L3TC 0 10% CO,¥3IXR -
BAUBRBRIABLE AL R ADB A AAELR
¢ 100#% 7 = ¥ £ & (Sigma M9140 > 0.5% % 50 : 50% & @ XK
P VR B AN EBRTRFEDI0S4 - B & LM
BLEERZAAATHLAARL - A L @B ¥ X EH
MmN A BB EMmERA% N-A HERXNKEK M
B > Sigma L5125 WPBS) # FH L& E & #3054 -
A0 nMTFT X AFENMERFRELAR - HARENE
BREZHRBILR At detrIHFE - - Karpit
Bz s Es50%mE XL BRE(CHOFNAFKMLETHFN
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¥ # 4% (Levenberg-Marquardt) -
(X/(K+X)))+Y2 y _;ﬂ\; \-;}'J "K"*E ’_Bé;,

i IC50'{.€_ °

B R

y:Vmax*(l'

AVHARKBHILSH Z I EH > GRAHENERE &K
A AHFFA XK R MH X ABET

#og B T & uM 2 ICs1E e

AR A RFHREIBEARNZAKREFIRET ZICs
BT HAEFTREBKRBMESFEZIAAE
=Y
T )# N87 ICso uM BT474 I1Cso pM |HNS 1C5o uM
¢ = B )i 4 L
8 4+ +++ +++
12 +++ +++ +++
13 +++ +++ +++
IC50’[§. /’f‘"j:?u
<5 uM +++
5-25 UM ++
25-50 uM +
>50 uM -
C foni ND

(B X@ERA]

B 17 i N-{3-8-4-[(3-R F H)R LXK }-6-[5-({[2-(F
B A)LARIBRATF A)-2-vkdh K]-4-v2okh lE = F X
mBEEAEKLLAEHZIHRAX-HREHEX -

B 27 H N-{3-8-4-[(3-R ¥ H)RKX]IX X }-6-[5-({[2-(F
MR BA)LRIBRATT A)-2-vkd K ]-4-vE kel 2 = F X

™
‘m\r:
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[5-({[2-(P s o £)Z A1 AT A)-2-vkvh K ]-4-78 & ok
M-k Ad = FARE®EAON-(3-R-4-[CG-RF £H)RE]
% o % -

o

-4-

R Y-6-[5-({[2-(Frmam i) X1 ATTF A)-2-
m%&%%;ﬂmﬁz*@ﬁ%@ﬁo

B 47 B N-{3-8-4-[3-ARF X)AK]IRK}-6-[5-({[2-(F

W AT AR AT B)-2-vkwh A4k ko oK A
— 9 R E R —-HCIB 2 K4 R FdKLEK -

& B 57 8 N-{3-f-4-[(3-A ¥ K)A A ]X A }-6-[5-({[2-(F
ek AT A %}?%)2Vk“u%?ia]%-vé%lw‘*ﬂiﬁwkh
SR —ALHER > AHETHRARTRAIHAX-H &
g X PE R4 ERYX - PR AEKEREMAE
7% RHZ AR Z B M ARIRER - TEAFTHAKFMNERE

WN15% RHZ A Bz HZ MW AR1IRER -

135951.doc -67-



200914443

A FPXBEARE
—#FEHBHBNCOVEEHZ F X o

e AT SR
RERTRZibH
( Nz
R o
BATXZlbHh
N,U
L ~N
7

R A (C)e & 4 o
BEPUKREEXARIH- 2 & > AR AMMBRNK > AR
C FEAHED BB T EEIRAFARK A YRUE A & T 5
MARZHE G FRE S R-C ZB-&
AFA - ATFTAEXAEAFARE B-> ZB-&
4R'Z2H G THARZIE L

R YR FEBA - abw

M > Coar & ~ Crylm & & ~ &
B Ciummit - o[CapAmA ~ComsmA ~Ciani
C

135951.doc

[
+a
[



200914443

A CNN-Z(CrarA2)BmFmA -~ LA AR

%
BT K144
B
R o
HABRMAEE R
L& s %
RE-C(Q(T)W:» &£ # QR TH & A -OCH; %
O -OCH,CH; » EWR & ; &
Z& B(OH), ;
% F XAt & #
| -z
R o
W BALE A 5 A
L& & %%
RZ-C(O)H: &
G Z% B(OH), s
& T RiLE& %
N'U
L ~N
=

R A A B
L% B(OH), ;
RZ-C(O)H; &

Z7 % o

135951.doc -5-



200914443
N EXFAHE

A process for preparing a compound of formula (C),

(C)

comprising the steps of:

reacting a compound having the following formula:

-

o
R

with a compound having the following formula:

.U

to form the compound of formula (C),

wherein U represents a phenyl or 1H-indazolyl group substituted by an
R’ group and optionally substituted by at least one independently selected R’
group; wherein R? is selected from a group comprising benzyl, halo-, dihalo-
and trihalobenzyl, benzoyl, pyridylmethyl, pyridylmethoxy, phenoxy,
benzyloxy, halo-, dihalo- and trihalobenzyloxy and benzenesulphonyl; and

each R* is selected from  the group hydroxy, halo, C,_4 alkyl, C,.4 alkenyl,
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C,.4 alkynyl, C,.4 alkoxy, amino, C;.4 alkylamino, di[C;.4 alkyl]amino, C,.4
alkylthio, C;.4 alkylsulphinyl, C_4 alkylsulphonyl, C,.4 alkylcarbonyl,
carboxy, carbamoyl, C;.4 alkoxycarbonyl, C,.; alkanoylamino, N-(C.4
alkyl)carbamoyl, N,N-di(C;.4 alkyl)carbamoyl, cyano, nitro and

trifluoromethyl

and the compound of formula:

[ Y-z
0]
R
A is generated in situ; and
L is iodine or bromine;
R is “C(Q)(T)W where Q and T are independently selected from
-OCHj; or -OCH,CHj3 and W is hydrogen; and
Z is B(OH);
or the compound of formula:
B
o
< R

is generated in situ; and
L is iodine or bromine;
R is -C(O)H; and

Z is B(OH)y;

or the compound of formula
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is generated in situ; and
L is B(OH),;
R is -C(O)H; and

Z is bromine.
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