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The present invention relates to a regimen for the administration of a pyrimidyl-aminobenzamide of

formula 1
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wherein the radicals as defined herein, or of a pharmaceutically acceptable salt thereof, for the treatment
of proliferative disorders, particularly solid and liquid tumors, and other pathological conditions mediated
by the Ber-Abl oncoprotein, the cell transmembrane tyrosine kinase receptor ¢-Kit, DDR1 (discoidin domain
receptor 1), DDR2 (discoidin domain receptor 2) or PDGF-R (platelet derived growth factor receptor) kinase
activity, wherein the pyrimidylaminobenzamide of formula I and, optionally, pharmaceutically acceptable

carriers, are dispersed in a fruit preparation.



1498116 |
’ I R

BRAEARAPT

(ARBAERK MARBRBRF H0E2E28H XLEPrHPHE)
X ¥HER: 9710745

006:01)
X ¥FA 99 ) b XIPC 2% =%A61K3’/W6 ¢ 0
Co7 040}/ 200001
RN B e H
BALAE C (PU#EX) p?%o (2000:01)

43 4 Mk g% R 24 i BCR-ABL ~ C-KIT -~ DDR1 ~ DDR2 % PDGF-
R¥BgEMAAGZREZIH E
METHOD OF TREATING PROLIFERATIVE DISORDERS AND

® OTHER PATHOLOGICAL CONDITIONS MEDIATED BY BCR-ABL,
C-KIT, DDR1, DDR2 OR PDGF-R KINASE ACTIVITY

— s PXBARE
ABAGMN —HRABRIERABL LT BB - &
HBEZIPITHEZLHBSHE
f\N
Py \NJ\NH
R4 ||?1

R2
© (1)

Z
%z%‘*%ﬁ&&%ﬁé/@) R E 4 & Ber-AblBE F & - a2
L Bt RR B s X M c-Kit - DDRI(B K & #H B £ 8 1)
DDR2(B2 K & #H R £ #2)X PDGF-R(A /R 474 4 &£ B F

s L 3 @4%&05‘(4’7{%’%1’,’%%75" B E MR ERBH

i

XR)BRBEIHMAGZIAE  EPBumafIgaxdAnt
ATBERAARTFLEEIRE2 L THZEB >N AR Y

151728.doc -1-



[498116

on ‘P °
Z-RAXBEAFE:

The present invention relates to a regimen for the

administration of a pyrimidyl-aminobenzamide of formula I

© (D)

wherein the radicals as defined herein, or of a pharmaceutically
acceptable salt thereof, for the treatment of proliferative
disorders, particularly solid and liquid tumors, and other
pathological conditions mediated by the Bcr-Abl oncoprotein, the
cell transmembrane tyrosine kinase receptor c-Kit, DDRI
(discoidin domain receptor 1), DDR2 (discoidin domain receptor
2) or PDGF-R (platelet derived growth factor receptor) kinase
activity, wherein the pyrimidylaminobenzamide of formula I and,
optionally, pharmaceutically acceptable carriers, are dispersed in

a fruit preparation.
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HEERNE R LN R K RHE & & Ber-Abl ~ c-Kit -
DDR1 ~ DDR2 X PDGF-R# 88 F L rr A 2 % & 2 B % 4
LEz2AR EYRBBEDAEARTEZERLBEE L THS
BE - R—RIPUNKREDL Y BB ORAEAFETEZAREE
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61 FRZZHERAR

B 4o WO 2008/037716 HiF Z R ¥ EB E 2 %N E W
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ZRREF - -CHET O RHAERARTAEZTRTRELISH &
BFHYRHFERED R R BIT.62£99.9% -
RH2: RBERRESKREPEITHER - MAEEKE - =B
BEXRE YRR ROAERARAIBMAMVIUL LR R
RAEBARRERCIBRELARUBRRAD B RAGAY
THAE
o Ko FTHAR HENEREMSHE TXIBE65RHVi 17 4%
£ FRE0o Jf;’tﬁi400mg/é¥ﬁ§£’#mﬁﬁrﬂé‘hi #200 mg
R % RBEGREA), R 4% 0 % 8400 mgR H H R
BAEPHN - FRAREEDHRABRN T2 H8200 mgh #
RRERBRE(BREB), RERL o/ M400 mgR Y H L - %
RETHD - FRABAREPZIHR200 mgR H H BB &
(BEC)  RERBRARYHRZIHKLEST2NG > %R E 4
o RERAARBA L L FPZRYBRAEAE - HEE D10
PR ZERERZIK N FRHEMAA LB LR 240 mL

151728.doc -21-



[498116

Ke S HhABEERIRERIIT ABRARHHBRZ
BANF(FR)RI0D B (R R)RBIFZER - B LK 46 14 48
SR BAEBADERS DA MT > REMSSFREZ
s

WHEL 13- R25K > R BEMN(0F) - RARLRH B R X
%05~1~2~3~4~5~6-~8~10~12~24~36"~ 48 &
TR ELRER UAETLAFPREABBRERGORE - N &
8% Fa] 25 © #] A Serum Separator Vacutainer®(Becton, Dickinson
and Company, Franklin Lakes, New Jersey, USA)#% 44 BR 2.5
mLe @ - EHENERTELH L3I0 & > K& M5°C
T o> k1100 gt 10548 «- NEE o X% T BPE B E I o F
BR  BABNS-15°CT > BEEEHHLBEITH RS
oo

M ABBEETAXZITRMBE M- B 4 Z(LC-MS/MS) 5 4
o RBEERAEL B AZIFIAMNILFT FRHHZF AL
z & B (Larson RA, le Coutre PD, Reiffers J% A » J Clin
Oncol 28:7s, 2010(3¢ ¥ ; # £6501)) - # A 700 pLF X &
= TH&MTBE)A 100 pLa A H AT ERERHHF R AR
REZH(MHIR S H R) # EMTBER » A # Z 2tk > i
#) A 400 pLZ A% £ 0.2% F B 2 4 4 (40:60 » v/v)E K - #
A% 3F» £ /2 TF 2 Phenomenex Synergi MPolar-RP % *i (B
42 4 pm > 50 mmx2 mmMA 4@ )(Phenomenex 2> 8 : Torrance,
California)i# 47 B2 # - #1 A £ R E & & > £ 0.5 mL/mini
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151728.doc -22-



1498116

KBER P S02%FBEE 2 T BB #%&(60:40 > v/v) o # Sciex
API4000 % #% 1% (Applied Biosystem, USA) L -+ 3 & F5 2 F
BXZMS/MSEFTHRA - $ RAEE R Am/z 530-289(R %
% R)BLS534-293(AAZE4) - %A 100 nlba FHR A2 2 H
¥RRZEETRAH2.50 ng/mLe P45 QCKkF T X H#Z#H
FRE<11% B Z£#HE AH95.2%%104.3% -
£ ARAL2000mgE X B EERE 0 F{HI00-mgR B L
2t MR PR (tax)B40 T E A RS R LB
b FEE BHCaxF¥{@E A398 ng/mL- #HEH % E
Z B B198/ 0 c MELRGANATAR FARE
MzER RO RHFZEATARY UL EBEHRARZ
BAAE BRI HABLOHRAZI00-mgE X RERHH L - ZUFHHA
200-mgx 2B & M 4% 8 2 400-mg R ¥ ¥ R (& ik ALk #&
BRUABEDRSZIHAMB ERAERSH R (400 mg)(Rk &
B)2#% ' RHFBRZA2FEEERBRFTES - RHYH R 2 Cse
x > AUCqsanm > BRAUCoanZ &7 F 354 5 3 38 K31% -
11% ~ 8% - R % RCax ~ AUC( EAAUCo. o2 % 17 F 35
b (& 2 B#HA)Z90% CI4 3 & 1.22-1.41 ~ 1.05-1.06 ~ &
1.02-1.15 -
BASUNERET2Z2HRRHFH LB £400 mg)(H %
AUAXTEBERAZIRAHBR(BREFAAMZ A
°c R# % RCax > AUCo.nnun - BAUCopanZ & 47 F

& e

Lk (B ECHA) S A1 B0.95-099 097> B 48K 290%

Cl4% % B 0.88-1.02 ~ 0.94-1.04~ %0.90-1.03 -
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k1 mEEX
B4TFH
PK 4 2 BIEA # 5B B# A= b5 & 90% CI
(B E) (RELWBRA)
Tax(h) 4.0 4.0 -0.02(-8.0, 6.0)
Cax(ng/mL) 398 525 1.31(1.22-1.41)
AUCo- 11 223 12 559 1.11(1.05-1.16)
(ng*h/mL) '
AUC.o(ng*h/mL) 11 965 13 655 1.08(1.02-1.15)
t12(h) 19.7 21.0 NA '
e iEA F7=C CHAZ 5 2 90% CI
(REBH) (RBARERS)
Teax(h) 4.0 3.0 -0.02(-6.00, 6.07)
Cax(ng/mL) 398 378 0.95(0.88-1.02)
AUCo- 11 223 11214 0.99(0.94-1.04)
(ng*h/mL)
AUC.o(ng*h/mL) 11 965 12 105 0.97(0.90-1.03)
ti2(h) 19.7 20.6 NA
BRERARATHFETHER

k@ 0 4% 2400 mgR B A R (M 200 mgR ¥ A R

BE BN - FREEVEREL F)ER LY

SR MNEREoORAZIREBE EZI00mgRHHER -

= R 4E 0% $400 mgR B H R (R K200 mgh $H H L
BE S EN - FREAREFIIGKEE RGO KA

L E 2400 mg R BB B A W F 2 e
BT RAANAKRESFTZIRBBRAER
A

ML WE R
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