o5 om H =
T 24K BiRE

wf4E S5H IIH

INSHIEIEA Y A B 28 35 B it 1
mEE JE W A Ot w

B 72 i 3 ENLO AR > 5 — i suE e

(2 it SRACHR R IX L 5-1-1

MRERSE HKE BT \
(BFSERRAE)

K IR SR B )V & AWV Ponatinib ORYIMEIER £FHMET 57 7 —~ 3
A NYU T A

SM3E 48 | BRSO H - 72 BRREIC DWW TSR TR LUELEZD
TITHENZLET,



A B2 R IR E 5 e 7V % F > C Ponatinib O¥YIEEAFR 25T 5 7 7

—<ai LY 7R

ENZ A AMFSEE v & — IR

FRIRABRSIRARFT BRI 2 —7 4 A — & —

[t%]
RFF =7, [RTEERERICERE AT A o B REERME(CML) | XU
[ERIIEEED 7 4 7TV 7 4 7TREFBEREY v EBRIK (Ph+ALL) | i
BWEE S 2/NIFFry vy F—¥HEETH SR 1-3), FFF=7OfERERE
. TRAIHNL 1 H 10 45mg 2 EBEBORSE ] & LCHAT 5, Ea, A5
AR CYP3A4 IT X B REBIcH v, RAPICHM S 2 RE(EOBITRHRFAUT
Thrrerb, B2IT77VvACLYOL2 VT 7 v A(CLtot) K HF 5 I RIETE 5
YEZOND, RSB EESZNRE L AERERRICE LT, IFHRERE
EFE MR E LRBRERI AT 50, BEEEREEEEG 2R e LR BRILE

Eh T, RFF=7oRE - BERICEROFER ARz L3 fEllcx 5, 3K



YIHEERBEBRICOWTIX, CYP3A4 DIHERTH 27 b aF V- b L UFEEC
H2) 77 veyvERHRALEBERRRO 7T — 205, MBEEE-thif THEHEAUC)F

L UBREMFEFRE (Cnax) MEEER T 5 2 L 2 A REI N TS (CCH 4, 5),

RFF = 7O R@#EERIL. CYPIALRB~DHFEE 1 52.0%) B E A HBERETH 2
23, CYP2C8(30.4%), CYP2D6(14.4%), CYP3A5(2-3%)C b {Ri#i% %) 5 (UM

6) FFF =7 D CYP3AL DRB~DEHFEIIH 50%BETH L L2 b, KOBEN
72 CYP3AAPREHRTH 27 +aFV—nrt offHEBRICE VTS, Cmax 5L WAUC
DML, ThEFN4T%E LV T78%TH o7z, Tz, JJ17 CYP3AL FHEEK L off

FidBRics )2 Cmax B X P AUC OETIX, ZhZn 42%B XV 63%TH o7,

717 CYP3Ad OEECH 27 bar =i HHALEGEETH, AUCHEINIL 2
BEERBXDZLixRVA, FFF=TRBRCERIN AROFEATH > Th,
15mg B X 3 2 L ICEREEEBAEDO Y X 7 5 33% LA T2 2 LB IRE X
NTWBZehb, AUCHIMICERPLETH 2 (LR 7,8), 72, FFF=7 DA
BN & 7 2 BRI, RSB OEITIC PR ICRE T 2. ALK L 72 B IR
3. TEREPIEL TR, YwhAZFIERCFT o LnH b, ZORRICHAT 54
TV AL, Bk CYP3A DHER(I ALY Y, T2/ N0 X—1ind)

KHEHINDbOBEL, FFF=7ORBEHRLE L TR H 5, KR, #Bh



7o CYPAAFHEETHZ ) 77 v e v VEALBAIE, FF+F=7D AUC I

50U EETLCEYERRBAVRD bz,

Mz <, KFF=7 L oRY-LYMEERZTARZHRIE, Fhary—rsIV
V77 VeV VYERRE LZREL vy, 20Z L h 5, European Medicines
Agency (EMA) X b, 34)- YR EER OBHROEMO BDEELER I LT3 (X

R 9)s

FHFE O BIIL, FFF = 7T 2550/ P EEOMER £ 72 A hEE/REOFHE
FlogEIcoWwWT PBPKEFAVEFIHLCTFRAIT 2 L Th b, YELENT — 4%
¥ Winvitro ¥— %, invivo 7 — % % F|H L 7z middle-up #EZF|A L FFF =7 D%
YIBhEE & TS 2 AR SRR 7 (PBPK)® T AR R T 5, MELET
NOREEIC IR, 7P aF = VA OBES XY 7 7 v ey VBRI O RERO
M — % (BUEME) L € F A0 by L al—F hi PRMERZ B L, FHRHED
95%EREX [ (95%CD DM ICBHIESINE 2 2 L %235, MAT, T VEHHA
L, SEEICIIERRRBRZEMBL Tk, 53V CYP3A4 ofHER(Z7 AV RF 3 1 V)&
L USRI D CYP3A4 (UNFTE L, R)aFr )=, 77)Ra~w4 vy,
ArTaFy—n) | CYP3A4 OHFE/BEOFEE(7 == M V) 2R L KD

FFF =T OEDBEEL FHIT 5,



(73]
EF ARG L 2B FRER S X O in vitro EEROFER L. Pubchem 3 X U
FKFF =7 BEERMAELSEL L2CUR6). ¥FF =7 OBBMEI, <27 V2
HRER, RYMEIERRBROMC L Y. Ungraph 5 (BIOSOFT Inc.) 2 fIIF L, #f°FH

fE(GMR) ¥ X UEHE(R 72 (SD) 2 #EfL L 72 b D ZER L e,

PBPK & 7 Vo5 it, Simeyp ver. 20.1 (Simeyp Limited, Sheffield, UK), % /i
L7z, Simcyp IC input L72-¢9 2 — & % Table 1 iIc#i# 3, #FF=7 i3, Fv,t2
EAENTIIE 99.92% & JEWICEVEWTH B < L b b, NEFEIERN IR O Ik
ARIHYES (fu_gut) . fup = fu_gut=0.001 L {RE L7z, £z, KFF =7 DRH
KA LAEHE R, BERREUTTH B 2 b, KFF =7 Cltot ~D CLRDH 5
RERTE2BETH 2 LYWLz, HILEICE T 2BRIGARIE, Qgut 7 V&

TPERPATRHAL 7,

CLperm - Quilli
—— A1)

qut = CLperm+Quilli

Fg = Qgut . K(2)
Qgut+fu_gut * CLint_gut

CLperm i3i&@M:2 V) 7 7 v X, Quilli I3/MERBIMFLEE, fu_gut 13/MERE BT

MO IEEATISEYE 4. Clint_gut RMLE T 3EE 2 V75 v 2 Th b, KRR



DIRE & LT Fu_gut=0.001 & L7272, NBET_A4 7€) 74 (Fel=1L7% %, HL

Bof#HiconTd, Cltot ic5 2 2B I/ v,

BLEX Y, CLtot=CLh & L CRIfARWEE 2 e, KFF=TORBICrDDIE
CYP B3% (CYP3A4, CYP2C8, CYP2D6, CYP3AS)DEH 2 Y7 J v R
(CLint_cyp) it 2 Tld, CL/FFANAFT A €Y 7 4)=CLpo(RAZ YT J v X)
»LIFEE 2 ) 7 v A(CLint_liver) % k@, &BROZFE5EE X O well-stirred
model ZF|FH LME L TdRD %, EFNIL, invitro T— £ & in vivo DEFERA %
MR & L7 BER SRR (7 237 v AR, FHEERRAR) 07 -2 2L <
B X 7 Gk 4,5,10), BERAD SBRE~DIMEICO VTR, K F = 7H#E
RS RYBRESROBHES X OEFAL LD Y T a L — b I FHRIEEEERRA L
PABERCHIRT 2 2 & T, ZYELIFMEL 72, FWEEEERPEICOWTE,
BERAEZNRE L, ¥FF=7L7 bary - offHEYHEEERRRS XV
V7 r vy v e RFFIRTOEYHEMERRERENRICY Iab—va ViEREE

BROBFERFBR O R & IR L £ 02 L2 MHREL 72,

rraF S —NoEYHEERY I 2 — b, Narasimhan & 23555 U 72 EYHH A
YEFRREBREREIC, 7 b aF Y = 400mgQD % FFF = 7R 12 KfE#T & Y IRA

B L7z, BFF=71X 1 H1E, 1H 15mg ZEECBRA Lz, £0KkIZ, FFF



= 7HEES I cGbE CRA L. 2 HEMKEE 3 HEZ b 29V — )1 4000D o Bifkfehk

F L 7= Tk 4)

V77 vy vOBRYEERY I 2L — oW Th, Narasimhan & 235 L 7z
EYREERARBRERC, K- F=7RA6 B2 Y 77 vy v 1H1E
600mgQD ZEHRM L2, #FF=7MRABRZ, V77 vy vidRAes, B0
26 2 AR CY 77 v ey Y 600mgQD 2R L 7= CC#k 5), K+ F =713 1 H
1@, 118 45mg ZECRA L2, FFF=7RARHK, V77 vevviRALL
WHHIE, V7 Ve s VI L ICEET S S v AR -2 —DHEMRY D
570, HERF S VAR—2—DHEL BT, BMEFEOLOBELHRT 5720

THDHLERS,

9\ CYP3A4 OHEE(7 VR ¥ 9 I V) B L UPHEE/BE D CYP3A4 (VT
TXL, RY)aFS—n, 77)Ra~4 vy, )R A VY, A FTaF Y-
A) . CYP3A4 & E/BEOFHFER(7 2= b4 V)AL EZBAOY TaL—v
avd., FHERE - IHEROERREICE T 2HKFF=7 L OMEER2 RT3
7z, KFF=THRAD 7 B> SHEH $ 72 FEHORA LKL, FrF=7
FRFEIE A5 3 BRIIMEL CRAT 2LV A vRBEELZC 1), 7. SRS

¥ X UHEH| o PBPK £F 4k, Simeyp IKF 7 44 b & LTCEHFINTWE{LEY



COWTIZZ DEMEZFIRAL, BRI LT uinbawicownwTid, YELEN 2R
e, invitro DEERTF — 4 B X Winvivo 7—X & Y PBPK = FARER L. FFF
=7 OMEERERI L7z, YAFTELICOWTIE, B & ofERE v
lalb—VvavERNLELD, BRIGEEER (ka) &7 7 44+ &Y 1.6(1/h)icEE
Ly 3ab—vavLzCk12-15), 4 F 7 aF Y —nix, REME & BEOE!E
EROBERBIE Fexv 4t 7ary—nd, KREMRRRIC CYP REIRYSH 2
LeBHMEN T B0, EEREYOEBICOWTHIERL %z, ) aFy—ro
PBPK £ 7 MICOWTlL, 4 DDFMXESEICET VB « BEEL 72 CUR 16-19),

Y Iialb—va VERTH L P TFRIIMHFIRES LU 95%CLIL, 10 AD@ERAI

L. 10 EORAR O HEYIAE EIFFRERREARR 2 i L Ko b hic,

AUC % 2 2Rl kiciginx & 2 JHER. 7413 AUC % 50%LL BET & & 2 5FEK

FE L L 7=(CCHR 20),

[fER]
T NVOBETIT, EROBREMELIERARR L FARICBRERAZNRE LT
NERBE LTz, KFF =7 D PopPK OFER, K+ F =7 OEYBRE S X — 2 IHE

REZZHERL LT TAE] BEENT, MEIC X3 RYENE T 2 —2~DOE



BAnWZ L BEINTHWECCH2D), 2D Z &h b, Caucasian, 77V HRT A

Y AN, Asian 2 5D 7 RBRABAMED 7 — 2 & LTHERI Nz,

DABEE X CEBERACTT 3R > F =T OoRMBRORHEE LY I 2L —
vavic X 32 FPHfE#% Table 2, Figure 1 ic#i¢ 3, RABRE I, BERALIERZ
ETATIV, afflER vty REREOBASRLNE T EAH BB, KT F
ZSOBBRCERREVERESA AW AL AL ko, ThiF, Hanley b0
WG e —BML bk 21, 272U, BREMHIEE(Cmax)id, BAEBE CRWER

DA LN,

Frary—rtoRYRMEERRRIVEONZERE Y IaL—va vOiER
% Table3, Figure 2 ic#+¥ 2%, BHEMEIX, ¥ I=2v—va v LD 95%CI O#

IR L TWwWa Z b FPRIEIRRIFLE LS,

V77 vy v oRYEEERBRBRLIVEOhZBREY I 2L —-va vORER
% Tabled, Figure3 ic#¢ 2, BHEMEIZ, v 32— a v LEIED 95%Cl O #i
IR LTWBZ ehb, V77 veyr vy eoftficoncd FHllEERIFEEZ

%o

Kic, 55 CYP3A4 OfHER(Z AR ¥ I V)B X UhEE/BE D CYP3A4 (¥

NFTEL, R)aFry—n, 250 zu<wfdyv, A bJFary—n)  CYP3A4
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DOHEE/BEOFERL(7 == M vEE - BOKRG)2HALLEAOY Tar—Y

a VEH % Table 5, Figure 4 I8¢ 5%,

FEH X, BERKIC AUC S 2 52 B2 2 D Didhd o, FHEAITIZ, V7
7Y EYY 600mgQD X U7 2= b 4 v 100mgTID NARIC X b K+ F=7D AUC

i 50% A L DR T RS X iz,

(%]

FFF=71, [RGB ERE X IARA 0@ B IR (CML) | X0

[ERIEEAED 7 4 7707 4 7HREKBEREY v EAIMRE (Ph+ALL) | © 2
2O AL ICHEE % Ho%#ch v, CYP3AL FERICHAIC X 2R F=7IEBERE
DETIEBYAEDETICo%D 2, £z, FFF =7 IIARKFN I BRI
DEEEZR Rz T Ao TE Y, BERICGARICERI W AEAERAH
1[0, 18 45~15mg) DEENTH o THEBIDLE LA ©H 5 TR 8), K F=
Tk AIMEHERORFEERIT, RGBS LV AUC LT 22 AbhTEH
b, KFF=7 15mg DWBTZD Y R 713 33%EAT 3 2 & 3G X T 2 Ok
78)e ¥V, KFF=TOBRBEOHMIT. BN LAEERTH 5 IMEFAEMIK

Bryl xRt Lickd,



RFF =713, Fic CYP3A4(52.0%) CREZZT. % Dfic b CYP2C9(30.4%),
CYP2D6(14.4%). CYP3A5(2-3%)Td —¥R#MZZ 2 L PMEINTED,

CYP OfHEH# s X VFER L o fIc X WY HELZ T2 2 L3 TFHI SN2 O 6),

WA BE LIBERA DR > F = T OEYBIE 5 X — X DHIEORER, AUC IKEE
BEWEIR LN 572, Cmax [IRABETEWERPA SN2, Cmax I TiL®D
RoFkahs, HHABEV)DOETIC LY Cmax B8 < = 2RSS 3,

oD ~kelInG)
Cmax = We( Tatel #(3)

FirANA4F7_45¢) 74, DRRER, Vd ZDHEM, ka ZBIPCEEELK, kel

RMEEEEERERT, BEFAT A -2 BHoOBRL Y, VdOoRERL LT, fE
L AERRASER & 7 Gk 21). RRBRCSML 2B ALBETH, BERAICHKS &
RESTERI N (BABERE  57kg  vs. @ERA: T7kg). PABE TIHEHFEK
LY, VAdANERY, Cmax B3 o 2 WREMED B 2 L E X D, 77, HEBOIRY

Lz THRAZRRE Lz 2 =X 1/2888] 13, £ F =7 15mg, 30mg RAL %
D Cmax D55 Tl d 3 45mg IRAIED Cmax X b B W EMBE X T 5 Ok

7)0

CYP3A4 FHES b ot OFER, WE~F\» CYP HEX L offRHIc XV RFrF=7

DAUCH 2% BL B Lidad o, Ll HFRKD AUC s 2 iR W3RN &
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LT, 4+ %2+ —n(Oral, 200mgQD, Oral, 400QD) ¥ X I\K Y 27— (Diy,
6mg/kg—3mg/kg. Oral, 300mgBID—200mgBID)43% %, PopPK @ CL/F O{E A
25 8) (Interindividual variability) I3 48.0%. %7 Z 8))(Residual unexplained variability)
F14.9%TH B L RBEE 2 5 L. ZORBIIEARZER L D K&, HRKICEAR

FFoTOERYGEBELEMI L B8 TFHIINE GG 21) ,

FRic, BIUE T2 OfESs X ONBRRIC X VIRIYEED ) R 7 B3| ) . ERIRR
EEHETIEEDS VAL, TV - VROFEREELH/MT 2B RERIH

BLEZL,

7L, BREEOTFHICHLNAEO 7L aF ) — 1 (Oral, 200mgQD)ic 2T
3. 7raFV=ABRLAWEAE L IERL TAUC I 144 5 C°H b, BEHRNZEE)
DEFEN L E 2 b B, 7, CYP3A4 OB REI LT E 7L —T 70—
YV e — A, #iA, BE. HR. FEASECLY, BA~PEED CYP3AL HEY
BICHME X 3 CUik 20), b3 /17 CYP3AA HER O R FF = THRWEBRE~ O
BieHSTIHETRIE, LT TIA— YV a—ARKFF T ORYBBERICS
ZABHEBINEWDDOLEZ D, MA T, REFT AT fu_gut = 0.001 2{RE L T

52hb, Qeut EFAERCTNNET 45 )74 —Fg)2EHET 5 L 11GEM
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X3, 2DZehbd, FL—FIN—YVa—ADOBEBII/NIWbDLEZLN

%o

—75. CYP3A4 83 L O TIZ. V77 v ¥ v (Oral, 600mgQD) B L U7 =
=} 4 v(Oral, 100mgTID) & OB ic AUC 28 50% L0 F~ 2 (& T L7, 50%5 Lo
RHEBEEOMEKT I, AIFO S FEEZNENEOKT., BROFREELZED 57

REMED D 5,

AIMFE AR IR L 72 B A, B, o, Ry osoesndh, i
WHARZ T 2RIIBRFRCERNBETH L LEL DL, T VhAEOKRE
FEPREHEIL Lo TR P F =7 OXFREEIRT 520, AT

BIRBEETHE L FFF =T OENO+ D BRI LREE LS,

AKX DY 35— avid, NRET 5HEF Extensive metabolizer(EM) @ % & \»
5HTH 5, ERICIE, & CYP R#EESE I, Ultra rapid metabolizer(UM) % Poor
metabolizer(PM). Intermediate metabolizer(IM)3E7E L. X b ICiEAE R BhHE
R AREMEDS S 5, AT, HIEEEICHKRT 2 7 VAR —Z —OEL X DEIR
FHROBEBICOWTHRHBELTWARY, ZORIKDOWIE, XOLRIMERLETD

5LEZR5,
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Figure legend

Figure 1 Comparison of plasma ponatinib concentration (a) Healthy adult
volunteers and (b) Cancer patients. The black solid line represents the mean predicted
blood concentration of ponatinib alone, the dotted line represents the 95% confidence

interval.

Figure 2 Plasma concentrations of ponatinib alone (15 mg QD) and ponatinib
with ketoconazole (400 mg QD). The black solid line represents the mean predicted
blood concentration of ponatinib alone, the gray solid line represents the mean
predicted blood concentration when combined with ketoconazole (400 mg QD), the

dotted line represents the 95% confidence interval, and cycles represent observed data.

Figure 3 Plasma concentrations of ponatinib alone (45 mg QD) and ponatinib
with rifampicin (600 mg QD). The black solid line represents the mean predicted blood

concentration of ponatinib alone, the gray solid line represents the mean predicted
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blood concentration when combined with rifampicin (600 mg QD), the dotted line

represents the 95% confidence interval, and cycles represent observed data.

Figure 4 Plasma drug concentrations of ponatinib alone and in combination
with various CYP3A4 inhibitors and inducers. The black solid line represents the mean
predicted blood concentration of ponatinib alone, the gray solid line represents the
mean predicted blood concentration when combined with various CYP3A4 inhibitors
and inducers. (c) Clarithromycin (200 mg BID: strong inhibitor), (d) Clarithromycin
(400 mg BID: strong inhibitor), (e) Diltiazem (100 mg QD: strong inhibitor), (f)
Diltiazem (200 mg QD: strong inhibitor), (g) Fluconazole (200mg QD: strong
inhibitor), (h) Fluconazole (400mg QD: strong inhibitor), (i) Itraconazole (100mg
QD: strong inhibitor), (j) Itraconazole (200mg QD: strong inhibitor), (k) Fluvoxamine
(50mgQD: weak inhibitor), () Fluvoxamine (150mgBID: weak inhibitor), (m)
Voriconazole (300mgBID—200mgBID: strong inhibitor), (n) Voriconazole (1h div,
6mg/kg—3mg/kg: strong inhibitor), (o) Phenytoin (IV, 125mgQD: strong inducer),
(p) Phenytoin (IV, 250mgQD: strong inducer), (q) Phenytoin (100mgTID: strong
inducer)
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Table 1 Input data

Parameters

Value

Physicochemical parameters

Compound type
Molecular weight (g/mol)
Log P
pKal
pKa2

Absorption
Effective permeability Peff (jejunum) cm/s
fa(predited from Caco-2 data)
ka(h')
Lag time (h)
Qgue(L/h)
Paap(cm/s)
fu_gut

Distribution
Blood/plasma ratio
Fraction unbound in plasma
Vss(L/kg)

Elimination
CLpo(L/h)
fm_CYP3A4*
fm_CYP2C9*
fm_CYP2D6*
fm_CYP3ABG*
Renal clearance (L/h)
Ae(%)

Diprotic base
532.6
4.1
2.77
7.8

0.73*107(-4)
0.67
0.32
3.93
5.06

4.5%10"(-6)
0.001

0.71
0.001
4.73

35.35
0.562
0.304
0.144
0.02
0
BDL

Calculated

PMDA website”
PMDA website ”
PMDA website ?

Simcyp topdown optimized
Calculated by Simcyp
Calculated by Simcyp
Estimated from the clinical
Calculated by Simcyp
PMDA website "

Assumed

PMDA website
PMDA website”
Calculated by Simcyp

Estimated from the clinical
Back-calculated from the ol
Back-calculated from the ol
Back-calculated from the ol
Back-calculated from the ol
Estimated from the clinical

Estimated from the clinical
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*fm_CYP3A4: fraction rate of ponatinib metabolized by CYP3A4, fm_CYP2C9: fraction

rate of ponatinib metabolized by CYP2C9, fm_CYP2D6: fraction rate of ponatinib

metabolized by CYP2D6, fm_CYP3A5: fraction rate of ponatinib metabolized by

CYP3A5
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Table 2 PK parameters of ponatinib alone (15 mg QD) and ponatinib with

ketoconazole (400 mg QD)

Healthy Volunteer

Interaction drug Cmax AUC.54
ng/mL h*ng/mL
Observed data 56.4 1227.3
Ponatinib (Oral, 45mgQD) Predicted data 49.6 1310.8
Ratio 0.88 1.07
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Table 3 PK parameters of ponatinib alone (45 mg QD) and ponatinib with

rifampicin (600 mg QD)]

Ponatinib alone

Interaction drug Cmax AUC.54
ng/mL h*ng/mL
Ovserved data 56.4 1242
Ponatinib (Oral, 45mgQD) Predicted data 49,6 1227
Ratio 0.88 0.99
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Table 4 Comparison of PK parameters for ponatinib alone and ponatinib with

CYP3A4 inhibitors or inducers.

Observed data

Interaction drug Cmax AU
ng/mL h*ng,
Ponatinib 1.61E+01 4.72E
Ketoconazole*1 _
Ponatinib+Interaction 2.36E+01 7.85E
(Oral, 400mgQD)
Ratio 1.47 1.6
Ponatinib
Fluconazole
Ponatinib+Interaction — —
(Oral, 200mgQD)
Ratio
Ponatinib

Fluconazole
(Oral, 400mgQD)

Ponatinib+Interaction
Ratio

Ponatinib
Intraconazole*2 o )
Ponatinib+Interaction — —
(Oral, 200QD)
Ratio
Ponatinib
Intraconazole*2 o _
Ponatinib+Interaction —_— —
(Oral, 400QD)
Ratio
) Ponatinib
Clarithromycin*2 . )
Ponatinib+Interaction — —
(Oral, 200mgBID)
Ratio
. Ponatinib
Clarithromycin*2 . ,
Ponatinib+Interaction — —
(Oral, 400mgBID)
Ratio
Diltiazem, Sustained release Ponatinib

formulations*2
(Oral, 100mgQD)

Ponatinib+Interaction
Ratio

Ponatinib
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Diltiazem, Sustained release
formulations*2

Ponatinib+Interaction

Rati
(Oral, 200mgQD) ato
Ponatinib
Voriconazole*2 ]
Ponatinib+Interaction — _—
(1h div, 6mg/kg—3mg/keg)
Ratio
Ponatinib

Voriconazole*?2
(Oral, 300mgBID—200mgBID)

Ponatinib+Interaction
Ratio

Fluvoxamine*2
(Oral, 50mgBID)

Ponatinib
Ponatinib+Interaction
Ratio

Ponatinib
Fluvoxamine*2 . _
Ponatinib+Interaction — —
(Oral, 150mgBID) _
Ratio
) Ponatinib 56.4 54(C
Rifampicin*2 . .
Ponatinib+Interaction 32.3 14
(Oral, 600mgQD)
Ratio 0.57 0.2
Ponatinib

Phenityn*2
(IV, 125mgQD)

Ponatinib+Interaction
Ratio

Phenityn*2
(v, 2560mgQD)

Ponatinib
Ponatinib+Interaction
Ratio

Phenityn*2
(Oral, 300mgTID)

Ponatinib
Ponatinib+Interaction
Ratio
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Figure 1 Comparison of plasma ponatinib concentration (a) Healthy adult volunteers

and (b) Cancer patients.
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Figure 2 Plasma concentrations of ponatinib alone (15 mg QD) and ponatinib

with ketoconazole (400 mg QD).

1.00E+02

1.00E401

1.00E+00

1.00E-01

Ponatinib Concentration (ng/mL}

1.00€-02 e et I
140 160 180 200
Time (h)
Figure 3 Plasma concentrations of ponatinib alone (45 mg QD) and ponatinib

with rifampicin (600 mg QD)
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Figure 4 Plasma drug concentrations of ponatinib alone and in combination

with various CYP3A4 inhibitors and inducers. The black solid line represents the mean
predicted blood concentration of ponatinib alone, the gray solid line represents the
mean predicted blood concentration when combined with various CYP3A4 inhibitors

and inducers.
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