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ALK Anaplastic lymphoma kinase Kok vl —8

AUCo.24 Area under the plasma concentration—time | 07> 5 24RER] & ~C o (fi 45 Hh i B —RF [
curve from 0 to 24 hours iR T iR F

AUCint Area under the plasma concentration-time | 07> & HEFR IR [#] & C % 4h L 7= i 4
curve from time zero to extrapolated infinity | P BE—IRE [ AR T i fE

AUC a5t Area under the plasma concentration—time | 07> & iz #& I B e 38 F 50 C oD i 5
curve from 0 to the last measurable time | HP{EBE—IRF[H HAR T o fE
point

BCRP Breast cancer resistance pump FLIEMHE R A

BSEP Bile salt export protein NV R AR

90%CI 90% confidence interval 90% 5 #H X [H]

CI95% L. | Lower bound of the 95% confidence interval | $&{r] -2 D 95%15 48 X [E D TR

Geomean around the geometric mean

CI95%  U. | Upper bound of the 95% confidence interval | 2&{r] -2 D 95% 15 48 X [E D LR

Geomean around the geometric mean

CL/F Apparent total clearance BT ORE 7 VT T A

Crnax Maximum (peak) plasma concentration o v I ARE TP SR

CYP Cytochrome P450 F ~ 7 1 L P450

CV% Coefficient of variation of the arithmetic | AT F-IME D L EREK
mean

CV% Coefficient of variation of the geometric | £&(n FIJE D BFREL

Geomean mean

FaSSIF Fasted state simulated intestinal fluid ZefgRF e N /NN IR

FeSSIF Fed state simulated intestinal fluid R NN

F Bioavailability INAFTT XA ZE) T 4

Geomean Geometric mean B2 fiE

HPMC hydroxypropyl methylcellulose E7rAn—2X

ICso Half maximal (50%) inhibitory 50%BH. i B
concentration

LC-MS/MS | Liquid chromatography—tandem mass Wik a~ 777 4 —807 L8
spectrometry B '

LLOQ Lower limit of quantification EfE TR

MRM Multiple reaction monitoring ZERIGCE=HZY T

ROS1 Proto-oncogene tyrosine-protein kinase 1 -

MATE Multidrug and toxin extrusion —

NTRK Neurotrophic tyrosine receptor kinase —

OAT Organic anion transporter AT =4 N T U AR—H—

OATP Organic anion transporting polypeptide BT = A kAR ) T TF R

OCT Organic cation transporter BT A N T AR—H—

P-gp P-glycoprotein P-HE R

PK Pharmacokinetics W RE

PPI Proton pump inhibitor 7'a kR T HEA]

tin Elimination half-life TH I8
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Trnax Time to reach maximum plasma o v I v SR R IR ]
concentration
TRK Tropomyosin receptor kinase FeERIA VR ERR
UGT UDP-Glucuronosyltransferase UDP- 77 wa ) )v hT AT -
77—
Vs Volume of distribution at steady-state TEHIRRBIZ 31T B 0 AN HE
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2.7 BRR#HE

2.7.1 EYEFFHBREUVOEET 51E

2.7.1.1  EBEERUEE

nXY—hkL7 (LLF, A#) X, +TODTRK, ROSILNALK F 1 FF—EZRENK
DR ORI 22 BAERTH 5,

AFNE, Aa~gpeurEraaonkcshy, | osszasmsiesncns, =
7=, AflRREEs s st e by, [Prrmnenmsrtr s, ) oo
DIE D M Evy, Invitro 3ER TORE M XL T, BCS (Biopharmaceutics Classification
System) 7 7 A1X, 2XITMHIHF SN D, FEERRBBRARR > DI, ARANTRE 1 #5500
WIS, BIFRANATT XA TZEY T 4 2R T 2 ENMERINTN D,

BEIR Tl 2 E TICEBOABMED 1 72 AR BIT S, BNABRERRRRICIT, FITFI
J OV F2A ARV DALz, F2A AT ERR LA ZE524H305)  (STARTRK-235R) CTHEH I
A TH D0, pAMEANL FOodUH &4 55 Th 5, FO6LUHIIL, entrectinib 100 mg J T
200 mg Z HPMC i ) 72 /VICHRIE L -WFTH Y (100 mg: 2754 7 &/1, 200 mg: 0570 7k
V), AR O 7 v 2l T el eZe/NERT ORI TH 5,

ARICE, AHN DAY IEAKIFEAIME 2, in vitro akBR & B AW A Bk K OREE S 5 45 #
a4 5,

2.7.1.1.1  HERUVEE

ARFN OGRS (£2.5.1.3-1) THEH L728A KOG E&EOFEM %2 LT IR 3 5,

RN BB 23T B ARK OGRS BRI Foolils|Z1 B 1E (QD) 600 mg oD H % M #
HEThY, BREHENITEERIC, FBETHROLND T TRET S,

NRIZ I T D ARF 0GR EE LM EIX FoedAlZ 1H1E (QD) 300 mg/m??E H % 1 5
THY, BF%UIZEMERHS, WEETHAREO LN ETRET D,

AFNOEERABRIZIBN T, WO Bl 28RO A ERFINRE SN, 20N, BEIC
BEXN7=DIX F1, F2A, F2B KON FO6RA|DAFEE CTH 5,

ALKA-372-001 (ALKA) #BR|Zi% F18U#]%2, RXDX-101-01 (STARTRK-1) #BRICIEZ FI&E O
F2A ##)%, RXDX-101-02 (STARTRK-2) #B&IZ1X F2A KON FIEAI 265 L7=,

RXDX-101-03 (STARTRK-NG) #RERO/NE KR OFFEBE (2~225%, LT, /AR £ERNICIE
FLEOF2B B e s, zowkzst riasnik s snr-, [ v oizicoss
ST HRERE IR LTI, TRBRIEDS FOORIAIZOI 0 B 2 BTV 5,

B & B CREFE R T G- SN 722 Do BANL F2, F05, FO7K TN FA400FER A CTH - 7=,
IS, HEERAR T & H[Cl-entrectinib 25 H T2 0 8AIN © kO~ A7 o ZFERIZHEH
Sh, EfiEREREICBO TR ST,

BUROFE TIE, Fo6dlHlz, AR OD Sz Falge/nNERaERAE LIRS %7
ETH D,

F1#84%01%, entrectinib 50 mg, 100 mg & U200 mg & H il 7L A TH D, & &S50 mg, 100
mg % 0200 mg i3z« X Profs o > ) 7 L R S T,
TRTCoEGEO FI#AZL ToRnA%2 492 I .
BEEKT AT ONAT T U~ 7R Ly

F2, F2A X OVF2B AL, FIRKICRO bz, G TEM, KO 'a f R 7R
EH (PP % 2ME4M Fopil Lz x i@k T s e ey 5720, || IR

F2aA . r2A O 2B 2 ) ;5L 5, F2R 0N F2B
A2 AW BRI T TR T LTV 5,

F2A SUANFIHEE T OB OBFRRBRICEDNLTRBY, ZhE TITRAREICBIT &b
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NI

%< OERBBNER S TS MAITH 2, F2A JFITE 5200 mg 20O 250w
2T SN, AEFCRE SN ForiF 2 a1 2 I
HE D S D, kB, AT U LY SR
M A,

Sl O BRI 1T FIR O F2A ®ANTIN 2, FO6RIAI i T 5, FO6RANIXE &100
mg K U200 mg NENZENYA X2/ N0FDE 7r Au—A (HPMC) » 7/ R/VICHESH S,
shrericgprornszasds man (D - exas e 7axo—x2,
fEmEAr—X, JuARE R, BEEKT A8, 277 ) VB 73204,

F400fEk %1%, IO entrectinib % NG
DTk b, BT CHY, BTN BT CE AR WEBE T O
DL LT, I—IN M EDOFOLPVEBICRY S THWS Z L 2EL TV 5, F400
BEREIE, E 100 mg AEICH O TR E IR s Lo gt sy <o I T
N 7t () (Cci D, F400RERI AN IV B
LoEECE s g, Eatre—2k 0 CH 5.

111,20 B

ACEIE, AFNCOVTHE LI T2 EE R AEYEHA LA O B % LR ISR,

B o amme, NIRES oo n 7w e s LR iR
griEpspz sn-, I, 1 v - LT, [
I i T

G R BRI BBk S U R O A (KRB IS AFAE T entrectinib & % 0 EE R IHHEH M5
Z, NV F— b SN AEMERSITES O CRIE L,

Entrectinib oWtz E % 52 211 LT, @Wxiny (NI 0 9w rossc
bD 2 LRSI,

B 552k, 7o B THER (PP PHIROHEN pH O L5 K&
DRFOFBLZIIILL RD I ERALMTR T,

e suzzengrsc [ I ) ;555 F2A 5% PPL L RS LT
Y&, PPLIZ entrectinib & U M5O FEW BN REICERIRANICE WO & 5 5228 % Kl iéfmxoto
RAAUAN & 72 % FOGMANIL, HGRBCHE I At F2A B0 b L4 [R5 T b o T
FOGRUFAIIY, BEDEERFELZI R0,

ALKA, STARTRK-1} 0" STARTRK-2FRERIZI\NT, @G ER 1 BiE B ORI TR~
— ADZWrEE vz,

1.1.1.3  HHEOHE

111301 SN AREREREER IC A L =S A

Entrectinib O HA&Z, BN TEHSCOIIEMT 5 L 5 ICEF SN2 BTERAITH 5,

4§50 mg, 100 mg } 08200 mg @ FIRLK] (840 7B AH) 23, BABENSGEERAR (ALKA
7B, STARTRK-173&5 M (8 STARTRK-NG #BR) (Z WD 7= DI W BIR STz,

F1h 7B VA OB TTIZHRMANA 7 U —=0 TR A F 2 TR S l-, BIR LT
Alch s N 20k BRRORT T Vv O x ‘/rM
1%, BARENIZCBWTERLFRM E LTEROLNTVWDI LD THD, T ORINAIE
FEOEHFEBEBE 2 CRE L7z, FIEAIS0, 100 K% 0200 mg i 4 7 & /LAl @kﬁ—ﬁ%i\%
2.7.1.1.3.1- 1127~ 7,
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Fz 2.7.1.1.3.1-1 F1&%| 50, 100% 1,200 mg #&EH TI/LHIDWNA
50 mg 100 mg 200 mg FRE
ANl 15 7270 O S E(mg)
BT IVNEY
Entrectlmb 50.00 100.00 200.00

%Tﬁﬂ&%%

ATT VU~ TR T N

FEEY) DR E = _
B eV R EE —
B IV EE —

%mﬁ #200 mg OEFKH F2A BUAIABIR &4, STARTRK-2REBRICHEH S/, Zofl
i_%m&;, 0 ERIGheW | K
_> A ST,
F2A A (200 mg i 4 7L AHK]) O —EE2FK 2.7.1.13.1-21R-F,

& 2.7.1.1.3.1-2 F2A &% 200 mg iEH T FDLT

200 mg FERE
A 1 7V 472 0 O FlE F(mg)
A7V FRIEY)
Entrectinib 200.00

HAw

ATT VU~ T AT N
FEHEY) O E &
H 7R VHI R EE
IV EE

%EE!K?/( i3 t

~ AT AR (RXDX-101-05) T, BOPEERES A2 5 A 4 2 ”AID N Sz, Hi%
i R AR FE S 5% T & 5 Celerion (2°7C, _. mg K& OV'*C]-entrectinib 200 mg
(674 WCi)Z FIE L= 7B AN ST,

2.7.1.1.3.2  #H4AERORF

SEE O A 7 7L (Fos, Foe, Fo7 ; NN ;% 54 ; RXDX-101-07:
BR) D F2A BN k4 2 HH%6 ) BA Z 314l L7265 5%, FO6Z pa fHAUAI & L IR L7=, Foolils|
I, .. | YL b sk,
w oM, I N —E S b0Th s, FoeltH Tl ] -a}
F2A #EN A L~ > s~ 2AF L, 2L, B e R
n—2h 7% (HPMC) ~ONRFEEZ1T-> T 5, FO6RAITE B100 mg K U200 mg % i
RT5TFTETHS,

FO68U%] (100 mg, 200 mg) DO GHA Y720 OIS %, *Hitad D ik & O% oy DEERE
GEHTHE 2.7.1.132-1 % FE 2.7.1.1.32-2127-7,
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% 2.7.1.1.3.2-1 Foe&l%l 100 mg iEH 7/ (NG 55

1B 7' YT-0 OFE
D% Ktk Hére #(mg)
WA
Entrectinib [ ] JR 3K 100.000 mg
AL I I -
e on o C —
U ] N -
I | - I
s AR | | I
AV [/ SV _ - -mg
SREL K A N I | B
WA W) & 225.00 mg
BT HI
%43 (Body)
I I N .-
ML 4 v I I -
Htn = TRl gk I ] B
%53 (Cap)
£ m A% I NS .
Ll ] I -
e - —
71 72 VK| e B 61.00 mg
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% 2.7.1.1.3.2-2 Foesl%l 200 mg iEH 7/ (G 55

1 7Y OFE

EaAo—2A
JaARE R
ATT VU~ TR T A

D% Ktk Hére #(mg)
W&
Entrectinib JR 3K 200.00 mg
K FLbE - - mg
fEah e —= - - mg
i L] Bl

-
[ e
e

%53 (Body)
E7a Ao —2A

BRI A B
WA W) & 450.00 mg
J1 7B

-

feibF & - mg
W5 H - mg
Ji% 47 (Cap)
t7RrAe—X - mg
(e [
W5 H -mg
71 72 VK| e B 96.00 mg

Abbreviations: JP=Japanese Pharmacopeia; Ph. Eur=European Pharmacopeia; USP/NF=United States

Pharmacopeia/National Formulary
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2.71.1.1.4 SHEOHBE

IR WL, NV T —Ta X A—4 ROGHHEOMREEZ £ 2.7.1.145-11CFE LD
TR, ONEOEEA2.7.1.1.41752.7.1.1.45Z580 3 5, BEAERER CEREL L 723 o 04
B D HTIEDOMREFERE 2R 2.7.1.1.45212F LD TRT, AN T — a3 »FIEKLOFE D
HIEREEL, SOV NERBRINCGRD 5N TWDHH A XA (FDA Xt EMA) K OMigo
EHUCEE S W TERIT TV A EEEER FIREITIE - 72,

Entrectinib } X entrectinib @ F=ZAEHY) TH B M5D PK Fith 2 3+ A 7= iz, HE &g
PR O MABEFIREE, W QNGBS OIRTIRE %, UM HR SN2 oiriEE AV
Mriiz,

MmAEF @ Entrectinib OB Z DT 720D K I o~ 7T 7 4 —4% 5 NEEGHT
we-msms) =2, [ T 7)) csvcBrsne 53146 0 Z
DOMIEIE, BRANBREZ GG E L% TR (ALKA BR) D27 Y 2—1 A O
BEOSHHIHEH Sz, Z OBRKRBROFHi I entrectinib O EZEAHIY MSBFE S i-7-
W, b MISEF O entrectinib & TN MSOIRESHT 3 ATREZRHT LV LC-MS/MS %5 (5.3.1.4-9) A3
B oS, NUF— &R, ALKA RBRT entrectinib %5579 % 72 8 OB
LWorbriE (53.1.4-9) OFEM%Z U7 — 425 HMT, 220008 (53.1.4-6)21°5.3.1.4-9)
T H 70 AN T —v gy (53.141) RNEBINTZ, TOMEE, FLOOHE
(5.3.1.4-9) DOF5EE & EEIX, entrectinib JE2E2~2000 ng/mL D#FiPH THOME (5.3.1.4-6) L[
HETHDIEINREINTZ, ZOH LWaHE (53.1.4-9) 1E, ALKA REBOA 72—V B &
ONC CEREL U 72 I ERREEH O entrectinib 352 5 M ON\MSTEFE % [RIRFIC 00T 3 5 72 D2 S vz,

B MALER O entrectinib & MS% AR 4T 270 % Lu Le-MsMs #5:7° [I +

. <) - oEEsh, NUF— a7 (53.144) , C
DL, EFERAZXIRE L2F 1 AHRAEER (CA14707:8R) , KON BE 2 x5 &
L7-% 1TAHaBR  (STARTRK-17&Ek) O/3— MU ST,

£ R fSEF O entrectinib & M5 T2 72008 L Le-MsMs 17 [+ (IR
B <) chvpksh, N)F—hERE (53.142)
STARTRK-1FRER D /X — 12, KNZEDHZDOTXTORBEO IS, Z ORIFFATIENEH S
7= (3% 2.7.1.145281)

b T o entrectinib &0 M52 5579 % [ R0 IR oo E T2 2 =
ANY F—g vn, 2fEak M CEBE I N, EimE LT, ZbD2o0D08IEE,
STARTRK-17RBRIZ CEREL L 7= & MIAEECEFH @ entrectinib & MSOGHTIZEBWCRZETH 5 &
EzbhD (53.14-8)

Bl c i S ALKA BB T — 2 &4 PKARHT, PK/PD EITIC &0 % 2 & %
grys-o2, |+ TR0 I gD entectinib & O MSHEE S 7
EDOIZ7a AN T =g B E L, LrLZIDZ o AN F— g Il EE A= &
o=, o s ALKA BB F — 2 1354 PR T, PK/PD R I E
L7227 o 7= (5.3.1.4-11),

L2 N D HIEIC I Z T, FRIT0 entrectinib & M54 R 434735 Le-Ms/MS i % [
ALV AN F— & (53.14-3) , & ORI - /G - Peitt (AME) 3Bk (RXDX-101-05)
TR entrectinib & X MSOSHIZEHA S,

TR BREOMEE, 2.7.1.1.4.612, BE B FRELEOMEITZ2.7.1.1.4.7125EdR T 5,

2.7.1.1.4.1  musge entrectinib : [l tzs37 v €4
Entrectinib OIMAEFIREZ, 967 = /LT L— K~ 74—~ v MILDBREHLED%, U T
— h &7z LC-MS/MS £ (53.1.4-6) 2V ot Lz, & Ml (BuEEAl - ~ U F KD
VL) WEE20 uL 9o, ik v [entrectinib 25 H9 2 2 % 2 —1300 uL
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DAST967 = VAJET L— MIIRM L7z, EiEZESEL, LC-MS/MS ¥ A7 AIZiEA LT,
Kinetex 8 C18% 7 & (50X3.00mm) #fW/=r v~ 77 70%, 77y MEIETFT
Fh L7z, BEIFH A 1X10 mmol/L XER7T > & =" A pH3.5, BEMHABIZT & b=k U L& H
L7z, MS fHiIZIX AB Sciex AP13000% V>, TurbolonSpray f % —7 = — A5G4 A E— R
T MRM % %l L7,

Entrectinib (3t gt <, —so°c ClrMizETH -7 (53.1.4-5) . —20°C TOEHIR
FrEEHR T r o (nrmmnz e B wri L),

2.7.1.1.4.2 g entrectinib U M5 : [l tz£37 €4

ALKA 55RO S50 12 G MSOMRFE S 72729, entrectinib & M5 % [AIRFIZ /34T A HE
72, 967 =T L — 7 —~<y MIEXDOBREALEEZHWZH Ly LC-MS/MS &

(5.3.1.4-9) MR IN, NUF—hEN7-, b MSE GUEFEKF . ~SU oF R U ma) &
BHa20 uL 3o, ez [entrectinib X M5z EE T TR =YL
300 pL DAS72967 = VAE T L — MIoTE L2, EIE200 uL & HERES AT 2% VT
200 uL ™10 mmol/L ¥FE7T »E =7 A pH 3.5CAR L7z, DNk %E LC-MS/MS & AT
LIZHEAN LTz, Kinetex # C1847 7 & (50X3.00mm) ZH\Wi=ru~ N7 7 0W%E, 7o
T MR CHEM L2, BEIE A X100 mmol/L ¥EET »E="7 A pH3.5, BEIMHBIZT & k
= MU NVEMEH L7z, MSfHIZIE AB Sciex AP15000% IV, TurbolonSpray A > % — 7 = — A
BA 4 > E— KT MRM % it L7-,

t hfSEH Entrectinib & O MS5IE, —20°C & TU-80°C T“- HMZETH -2 (53.1.4-10),

2.7.1.1.4.3 g entrectinib 20 M5 : [ (TN ) <=
57 vtA

Entrectinib & O MSOMBEHFIRE %, BREALEREEZ HW 2N 57— &7z LC-MS/MS 1%

(5.3.1.4-4) (2L VT Lz, fi3okokigh o5 Lz, v Mgt (BugEmEAl : ~ 0 o
FU o) keSOl oL, WinEEnE (P entectinib X0 Ms) wi2s uL RO
KAHK = (50/50, vIv) RS uL 2 Li=tk, 7L — hEBEBELRLT v 7 A LT,
KT I AH ) —)L (300 L) ZMx7-%, 7L — b E2HBEAL, RL7 v 7 AROEL LT,
Tomtec Quadra 96% /7145 % VY,  EIE200 uL Z#Hr L1196 w = L7 L — M LT, fhtio s
0~ 7T 75N WS C, Kinetex C18 HPLC 7 Z A &, 20 mmol/L X7 =1 A
KW pH 35K O 7 b= U LVERAWZZZ V2 b AT ALY EE L=, MS B
< AB Sciex API 4000% V>, TurbolonSpray A % — 7 = —A[5A 4 & — KT MRM % Zfifi
L7,

b hidEd Entrectinib %O MsiE, —8o°c CjrmiziEch o7, —20°Cc coRETH,
entrectinib [ZJ e, MsixrmzEch o,

2.7.1.1.4.4  fusgrh entrectinib RO M5 : [tz &£37 v &4

Entrectinib } 08 M5O MR 4, BRE AEEE VW= N 5 — k &7z LC-MS/MS ik

(5.3.1.4-2) ([CE VM Uiz, fHIOKKIB R CIHME Lz, & M (BrkEEAl « ~ U >
FU o) @250 uL 3o, [entrectinib X O M50 T £ R = b U 300 WL N L
7o BHABEWEAL O E1550.0 uL 42250 pL OFEME 2 ALz 7 L— M LTo, 2 Ofckédh
¥ Z SRR LT v 7 A Lz, o7 o~ s 75 7558 2 #if84:F T, Kinetex C18
HPLC 7 7 A L, 10mmol/L X7 > E="7 A, 0.05%FFEKEKL0.1% X7 h=KU L
WikE AW/ 7y hy AT ML 0 FEhE Lz, MS #BHIZIE AB Sciex API 5500% VY,
TurbolonSpray f % —7 = — Af5A 4 F— KT MRM % Ffii L7,

t hdfEd Entrectinib & 08 M513-80°C % 0—20°C T zech -7,
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2.7.1.1.4.5

R entrectinib U M5 : [t c& 37 v &1

Entrectinib &2 Y MSOJRHFIREZ, A X ) — VERE ALEEEZ W= 5 — &7z LC-
MSMS i (5.3.1.4-3) (2 kvt Lz, ki cEie Lz, e Eate (IR
B %50 uL o [entrectiniv 2O M50 2 2 7 —rvEigz00 pLicEmM L, &AE
TLEA% 0O L1550 pL %250 pL O FFEMERE AT 7 L— MCB Uiz, 2 OF&hhiti® & Al
RN T v 7 A LTe, i %2.7.1.1.4 AFIZ G L72 FIEIC K0 40hr Lz,

Entrectinib % O M5 <o L e rrpo, —socc cfjamizech o7,

& 2.71.1.1.45-1 XKHOBHRKABRCTHEA L -EMRESITE
" &
NYF—a (%RE) FEEE (%CV)
St BT ~ bV | R BRE S %CF@?%}E EREFP | LLOQ Q:E&“: M| (EBe: ST
| v 7 A | (Report TR | (ng/mL) (ng/mL) | AL AN, T | i, TE: &
Number) Be: SpHTHALL | HTHAALID)

i)

Entrectinib it | T | 2200 |2 11.0~57 | 1.7~103
-8.2~5.0 2.7~10.3

Entrectinib i | [ 2200 |2 75~30 | 2.0~126
-1.8~7.0 5.6~13.3

M5 it | T | 2200 |2 [145~-06 | 3.7~124
3.5~2.5 4.9~152

Entrectinib m | Nl 22000 |2 9.83~2.00 | 3.03~8.15
4.67~2.67 | 3.61~6.92

M5 mie | Tl | 2200 |2 8.67~0.00 | 1.69~8.14
6.00~-2.00 | 3.01~6.58

Entrectinib i | | 22000 |2 6.1~8.0 2.4~10.4
34~7.5 3.4~6.6

M5 i | T 22000 |2 6.4~8.0 3.0~11.0
2.5~5.0 3.9~72

Entrectinib PR B 50-10000 | 50 108~62 | 0.6~4.5
49~29 | 41~80

MS5 PR B 50-10000 | 50 4.6~6.6 0.6~5.8
-1.4~3.0 2.9~5.5
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£ 27.1.1.45-2 FHRAABRTEASNEVREITEL TDIHTIERE

HRRTBRE | 3 B R | BWIREST | oS E R~ | LLOQ | EE b1
2 B oy H | 1 (Report kU > | (ng/mL | (%RE) (%CV)
aax Number) 7 A )
ALKA-372- Entrectinib JiiiRS 2 -5.6t0 8.2 1.3t08.3
001
(Schedule A)
ALKA-372- Entrectinib ki 2 -44t079 7.7t014.3
001 M5 JiiiRS 2 0.6 to0 2.7 9.3t09.9
(Schedules B
& C)
RXDX-101- Entrectinib I 2 -6.10to 1.83 4.84109.00
01 M5 i3 2 -3.50 t0 0.667 | 4.74t012.3
(1% Part)
RXDX-101- Entrectinib JiiiRS 2 -0.9to0 3.1 42t016.4
01 M5 JiiiRS 2 -0.3t03.8 4.8106.2
(2" Part)
RXDX-101- Entrectinib JiiiRS 2 -0.8t02.5 4.3t013.0
02 M5 I 2 -2.0to0 3.1 49t015.2
RXDX-101- Entrectinib JiiiRS 2 -1.5t0 1.9 4.1to0 12.9
03 M5 I 2 -2.5t02.5 2.5t05.8
CA14707 Entrectinib JiiiRS 2 0.00 to 2.00 4.69 10 6.93
M5 I 2 0.00 to 5.33 4.611t08.63
RXDX-101- Entrectinib JiiiRS 2 0.6t0 8.0 42t04.4
04 M5 I 2 1.3t08.6 32t04.1
RXDX-101- Entrectinib e 2 -11.8to -4.4 1.5t02.6
05 M5 JiiiRS 2 -8.5t0-1.9 2.1t04.8
Entrectinib )7 50 1.0to4.3 1.61t06.2
M5 K 50 -0.6 t0 6.1 2.2t04.5
RXDX-101- Entrectinib JiiiRS 2 -11.5t0-1.3 3.0t0 35.0
06 M5 I 2 -5.2t00.0 3.5t04.8
RXDX-101- Entrectinib JiiiRS 2 -5.6to-3.1 2.1t05.6
07 M5 I 2 -3.8t0-0.6 42t054
RXDX-101- Entrectinib JiiiRS 2 -3.3t00.0 1.6t02.9
08 M5 I 2 -5.0t0 0.6 23t03.4
RXDX-101- Entrectinib JiiiRS 2 -2.0t0-0.6 3.1t07.6
09 M5 itk 2 -3.7t0 0.0 4.2t05.5
RXDX-101- Entrectinib JiiiRS 2 -3.8t0-1.3 1.5t03.7
12 M5 I 2 -4.7 t0 0.0 2.1t03.1
RXDX-101- Entrectinib JiiiRS 2 -4.7to0 3.1 1.0t05.8
13 M5 4% 2 -7.3t03.8 1.7t05.7
RXDX-101- Entrectinib JiiiRS 2 -4.5t04.4 2.2t05.0
14 M5 I 2 -3.3t03.1 2.7t05.6
RXDX-101- Entrectinib JiiiRS 2 -3.0t0 5.0 2.4106.0
15 M5 I 2 -3.5t01.9 2.4t04.1
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2.7.1.1.46 AHHERE

105 B B D
| ||

x 2.7.1.1.46-1 1IN

#2.7.1.1.4.6-2

ARBRIEICKESS T (USP)  <711>, <1092>, BMIFE/R5 (Ph. Eur.) KOVH RIS (JP)
OBFEZIR > THIE I, ICH A X2 RAIZhEVy, Briide, B, &P, BE, HBEM&OVH
HEMEICBILTAY F— h &,

e s n-,

2.7.1.1.4.7 MEECTFREE

ALKA, STARTRK-1} ' STARTRK-2FRBRIZI\NT, A EE T-IHMERE ORI
— ADPBWIEE ATz, Ignyta thiE, NTRK, ROSL, ALK @G #{s 123 %7250 RNA X
— A NGS &4 (Trailblaze Pharos ; LL'F, Pharos) % = x=F2Witkss (LLF, CDx) &
L CBA%E L, 201648 H30H (2 STARTRK-2 T\ % inkfkds & LT Pharos @ Investigational
Device Exemption (IDE G160133) DGR %= EUS L, EJE.H . H (Z1% Expedited Access Pathway

(EAP) OFE S BT LT,

Z D7, STARTRK-2GER DYLERE B ERIZEE L CTiX, Ignyta ££0 Clinical trial assay Td 5
Pharos % W7o IR 2 521F 57y, HFRRENZIT 6D &) ITHREEZRIGEEMN T2 &%
sfricizmE~— 20 Local test | R B -
DHERF BRI TR LT,

7233, Ignyta £1:23 Roche Group D—HIZ72 > 722 & #%5:1F, [FI U< Roche Group D—E TH D
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Foundation Medicine #7238 %% L CV5 FoundationOne CDx I2C, HFEEHEDOKEBELLF T a7 7
A NVEARE RN, IRRREMBIO IO OB ZIT 5 2 & DNk IGEE S 2 it4 5 LT
HEE B AEOEEHE DM AR B LTS oox & Lt [

I E I EE 0.1 dationOne CDx

OFAKGRHFEL2019F9H6 A2 EE L T\ 5,
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2.7.1.2 {E<DHBRERDELN
2.7.1.2.1  {E%&®invitro AHABRERDELY
F 7R RRER IZ W= 8HI O invitro I HEEBROFE R 2 2.7.1.2.1.2-11TR T,

2.7.1.2.1.1  CA147075 8%

xscr, || ) - (oA 5 o

a | Ooremes | ]
_

# 2711461 L ag I I B B

e v 2

I (o< 2.7.1.1.4.6-2)

2.7.1.2.1.1-1 F1EH & P2ARE — REERTEHEBREZEZAO LR
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2.7.1.2.1.2  RXDX101-15z{8&
AFBR Tid F2A BAI & FO6RAI D AW SRR ZE DS R Sz,
e I [ I B >

HRIIFERETH T,

2.7.1.2.1.2-1 F2AHFI & FOORA — RAEEMITAHAREZRA VLR
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RERDELEH

a

= 2.7.1.2.1.2-1 In vitroiat
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2.7.1.2.2  EARDERRARGRDERN

Entrectinib D W ERAIEAOME 1L, BIR T 1 7T ADOEIE TS T L 7= FE Ok K 3R H R BR 2
WL THLMNIESNTWD, ERERERERBRZ LT IORT,
R N 2581, 3FEORHA] (F2A, F2B, F2) K OWIHI OB T 8K F1 42 B T35
VITT = EDOIHATERE LI E EOMMARALFTTRATE VT 4 ROBFEORE
(CA14707)
AARANKL O A NDREFER N B2 XTSI, AH (F2A 4] 400 mg & TV600 mg % ZZIERFIC
A, & 53600 mg 2 BZICHBEIEE L2 & S OMFHINA AT ATV T 4, &
ORFEOZE (RXDX-101-04)
AR N B A2 w1, 3FEEORIAF (FO5, F06, FO7) K ONF2A A2 E L7 & & D%
BINRA AT XA TV T 4 FOVEEORE (RXDX-101-07)
RN B ARSI, TV 7T — (PPI) % FO6MLA| 600 mg & OFfAEELIZE & D
BN pH DZEAL entrectinib & ONEMEREH) M5D PK IZ KX T2 (RXDX-101-09)
fERERC N B2 x5, 178 CYP3A4FHEA] (4 T 2 Y —/b) Nk CYP3A4FHEEA
(V77 ey) 28KA (FO6RIA]) &OFHA L7z & & @ entrectinib DI ENEEIZ % 5 2L
(RXDX-101-12)
T HE RN B M & R RICARFN O OF R BN D =% o o NI O S ENHE |- K IE 58 (RXDX-
101-13)
R N B A KT, R CH 5 FoeRAM &, ERARFERIZAEA L 72 F2A 8454 4 F &600
mg Tih L7z & & 0AEY 7R (RXDX-101-15)

2.7.1.2.2.1  CA14707&58 : #HEIWA, BERUSI VY TFV—ILARBRBAIC

BITHHEAUNAATRLASEY T4 IZRIFTEE (5.3.1.11)
CA1470738R1%, B DWERER AR 2 X1, #E D fK 2 22 I IZ BT U7 v Y
77— (PPI) L DOPFHTEE LT, XML AT XA T8 T 4 i o L &b
ZTNHORANCEEN LT TRBEEIMT 53/3— b, EEH, 7o ¥k, 285IEF, 45
Hle s, 3R ChH 5, ok, BRBRTVA 2K 2.7.1.221- 1R LT,
3INX—=FDOFTRTT, £8H (F1, F2, F2A KO F2B) D200 mg 7 7 & /48 (£F800 mg
@ entrectinib) ZH[ARE O G Lz, BFEOHK G v bR 7 HEAZ W56
TV TT =) 30mg B T EIV1EE) %@ﬁ&QEW%@L,DW4,$ﬁ%ﬁﬁbto%%
DOARFIBEGRT, KO 514 120081 £ COMEE 288 LT,

N— L, TV 7TV —)LOEHRERE E OO TAAR (FIEW) F28UK]) & Z2jF 1z
ARG L2 & E ORI NS AT XA T8 T 0 Z3HliL, F72, FRANCEENLIETE
BEFTMT H-OICT A ST,

NR—=R2%, TV VT TV O AREES O UTHEMTAK (F2A #A) 220
RRICHERE L2 & S ORI NAL AT XA T eV T 0 Z3HMiL, £72, Y77 —10D
HWHARERE L O T TEET 5 F2A fUANCAEN KIETHELFHT 5 7-010F
FA o ENT,
sN— R31%, F2B ®HEZHNT, AFIFMBEGOBFOREL ML, £, W@Xiﬁ%
\ZT T TV EOFRERE LT A OGN, T XA TV T 4 BT 5720
FA S,

AFETIE, FIRAIE F2A RANZBT D2BEHEROZ 2R L, BiEt L7z 2 TORA ORRIE
CA14707# B2 D> CSR |Z3t#k L7,
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2.7.1.2.2.1-1 CA14707 : HEB&TH 1 >

Part 1
F2A 800 mg F2A 800 mg F2A 800 mg
w/PPI, Fasted & w/PPI, Fasted . w/PPI, Fed
(N=12) 5 : (N=12) (N=12)
Part 2
F2A 800 mg % F2A 800 mg F2A 800 mg
no PPI, Fasted [ no PPI, Fasted = No PPI, Fed
(N=12) (N=12) (N=12)
F2B 800 mg F2B 800 mg F2B 800 mg
No PPI, Fasted [ P| No PPI, Fasted il /PP, Fasted
(N=12) (N=12) (N=12)
Part 3 p 4
F2B 800 mg F2B 800 mg F2B 800 mg
No PPI, Fed y No PPI, Fed == w/PPI, Fed

(N=12) (N=12)

(N=12)

(1) BUHIALST 2 entrectinib DIRFE E (2 KT 52
FURANC KT 5 F2A BRI ORI A AT 4 T8V T ¢ \CBT 5 5 A0RERS R % &
2.7.122.1-11R7,

£ 2.7.1.2.2.1-1 CA14707 : FIRIZIF2ARFZS VY TSI —ILEHARELI-EZD
entrectinib M PK /NS5 A —4

Geometric Mean Geomean Ratio (%)
Food PPI Parameter
F1 F2A F2A/F1
Fasted Yes Crnax 447 1440 323
AUCins 19400 37400 192
Fed Yes Crnax 2440 2200 90.1
AUCins 84400 91400 108

AUCins = OB 57 & MEFR A FE C O JEEE-HERT B T A Conax = 5155 L4 0 2
Higf: 5.3.1.1-1 CSR 11.7.1 Table 11-102%Z5

BHRICT YT T = EPEAEE LT L X, F2A 8AK|D AUChH 1T FIELE| S ZIEREETH
o7, —F, WWEERRCT Y T T =B LT E 1, F2A #HIO AUCh 1% F1EAZ
RO2%DEHEE R LT,

(2) B entrectinib DBREFE 12 M 1T T 55
R4S entrectinib OURERICRIETHEE, T2V 7T — LGN L HEGEARFO IS
WTRHI L7z, £ ORIRAZR 2.7.1.2.2.1-21377,
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F& 2.7.1.2.2.1-2 CA14707 : ZEXIIBRICKFIZIZE L& ED entrectinib D PK /A5 A —

3
. Geometric Mean Geomean Ratio (%)
Formulation PPI Parameter
Fasted Fed Fed/Fasted

F2A No Cmax 2480 2490 100

AUCins 60100 79000 132
F1 Yes Crnax 538 2500 464

AUCins 19700 83100 421
F2A Yes Cmax 1480 2200 149

AUCins 42500 91400 215

Ln=F S50 B AUCine =0WFA370> & HERR K & T 0D FE -RF[H R T Cinax = 5 o LA RS
fHh: 5.3.1.1-1 CSR 11.7.2 Table 11-118%

T T = NIEPFHRFICBIT 2 BEORELY, F2A ®ANZOWTHHMI L7z, ZO5MT
TliE, BEOEEIT/NE L, AUCh 1I32% DI E -7, BL, T 7 7 — /LAl
IZBIT 2 BFEORET, MAMENRD OGN, BFEICLIBFEROL(IT FIRAIZ HW -
EEDHPREL, BHBEDEA, AUC XZEERE 5L FIL D R2A fAIcEnEFh
321% K% ON15%3 00 L 7=,

(3) FZ V7T —)LDHfHID entrectinib DIEEE
TG T T VORI entrectinib DBREER
ZTOREREFR 271221312577,

BIZRIE T
=N Ed
EH i«

WCRIET R L F2A BANZOWTEEm L,

#& 2.7.1.2.2.1-3 CA14707 : 5>V T35V —ILBAXITIEGHARFIZEH TS entrectinib @ PK /3

TA—4
. Geometric Mean Geomean Ratio (%)
Formulation Food Parameter
No PPI PPI PPI/No PPI

F2A Fasted Cmax 2620 1440 55. 1

AUCins 63500 37800 59.6
F2A Fed Cmax 2490 2200 884

AUC;ns 79000 91400 116

Ln=F S50 B AUCine= 0070 5 HEBR A & C 052 FE -IRp [ B T Cinax = 5 o ILAE RS
fHh: 5.3.1.1-1 CSR 11.7.3 Table 11-128%

FUI T =N O SR BT EER R 5 OATRD b vz, EERRCT Y 7T
VAT T RRA ®FIZRE LI X, T Y7 T — LIEGFAIERIC Y entrectinib @
AUCins 1T5940%84 U=y, B#% G T, AUChDZILITFE D Lo 7=,

(4) RBROBERFGFTROE L O

TAIOFEEE (F1, F2A 8A)) (2B 5T, £ < DA entrectinib (3% 5-0D0. 5K % 2> & 1 E
g ENTZ, BELORT Y T —LOFRITZWTRY, SHHO The 2 IRESE7Z
N, BEE~OFBIITEEGEME (BFSEM, PPIOFHOARE) LORAIM CEND T,

o KA T, FIRAFHERD entrectinib OEEFEEIL, F2A HHF L v H{RVMEMZ R LT,
£72, F2A BHITIE, FIEHF L AT, BEELOCRFOREBICET H2HBRER OIS X
DRI Lz,

o F2A BUFIZZEERFICIRG LIZL &, T Y7 TV — LI X 0 IREENKI40%ID L71-23,
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BRICEEL-EXITE, Ty V7T — PRI L AREIZRD Lo T,

o TUIYTITV—NHTTCRBRICAAERE LT & %, F1L O F2A BF| & 6 IZIREE & OHN
iz R LA, ZOHEIMOFIEIL F2A ®AIDIZ 5 DR oTz, T2V 7T —VOIEFLE
TTRA#BAZEE LGS, BREOREIIDT N THoT,

2.71.1.2.2.2  RXDX-101-07548% : MANSRUVBENMERAANICES TS PK TR
[FIEE (53.1.1-2)

RXDX-101-07388% 1%, MEEEAN BYEIZZE MG S0F T~ CHIERE D57 5 & fdH (F05,F06,”
F07 vs F2A) OFERIEINA AT XA Z 8V 74 R L, £7o, EEXITE% (@ENED =

U—18) ST CHRERAOKRE L, SF0ORELZMT2IEEM, 77 Mk, 4BEIEF, 5
HIHEGABR CTH D,

K GHNCE, A£8A (FO5, F06, FO7} TN F2A) D200 mg » 7 & /L38E (£7600 mg O
entrectinib) ZHL.[EIER O HG L7, S OARAFR 500, LU 5% 12008/ £ T o Mgk 2 £
L7,

ZEESAETICH T D F2A BAN K42 F05, FO6 K& O FOTRLEI DR EINA 4T _A4 T2 U 7
A AR R A 2.7.1.2.2.2- RS, PRERAVRMRMT & U CHEHE L 72 &% &M T TOAEXAY S A
FTR_AZEY T ¢ OFHlFER AR 2.7.1.2.2.2-21T57F,

F 72, BHE) entrectinib D IEYENREIZ LI T HEIZ OV TR L 72 fE R 2 R 2.7.1.2.2.2-31TR
R

PRI D, 2SR S5-O8:5, F2A RAI L F05, FO6 X 1% FOTRIANZA M FHIIC
ThHDHI LN Wgh Conax X O AUCM)&H%@@MM&U%@90%1:.%!:?%@5&3%115
WP HB0~125%DHFPAIZINE 72 (R 2.7.1.2.2.2-1)

& 2.7.1.2.2.2-1 RXDX-101-07 : F2A ®FI[=*xf9 % F05, FO6K X FOTHFI DI HI/NA AT R
15 T+1 (ZEF)

W&’K(N)/ﬂﬁﬁ%ﬁg PK /35 A— 4 Geometric Mean Geometric Mean Ratio (%)
(N)* FOX" F2A (FOX®/F2A) (90% CI)
Cunax (nmol/L) 2050 2240 91.4 (85.8,97.3)
FO5 (48)/F2A (48) | AUCuy (nmol/Leh) | 49700 53600 92.7 (87.0, 98.8)
AUC ¢ (nmol/L «h) 50500 54500 92.6 (86.9, 98.8)
Cunax (nmol/L) 2120 2240 94.7 (88.9, 101)
FO6 (48)/F2A (48) | AUCuy (nmol/Leh) | 50900 53600 94.9 (89.1, 101)
AUC ¢ (nmol/L »h) 51800 54500 95.0 (89.1, 101)
Cunax (nmol/L) 2210 2240 98.7 (92.7, 105)
FO7 (48)/F2A (48) | AUCuy (nmol/Leh) | 53700 53600 100 (93.9, 107)
AUC ¢ (nmol/L »h) 54600 54500 100 (94.0, 107)
AUCing = OFRF S5 B BEPRIER & fm;%r“ E#Fﬂaéaﬁmﬁa AUClast =0 570> B J i 7 — 2 DN DAL 7= e e i E ©
m;%r“ BRI AR T S Coax = i SR I T

a%%%F%mwm7ﬁ%%FM;Mﬁﬁ@ﬁ%&LtW%%ﬁ
bFOX= F05/F06/F07
Hi ¢ 5.3.1.1-2: CSR 11.4.1 Table 11-424%25
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R ETE LT, SRR A2 BRICEGE LR ORERLZ R LT, F2A & &8F o0&
BB OREBERE (AUCK) 1XFRE TH Y, FO05, FO6 L N FO7THLAI D F2A #ANZ k45
AUCins D EED FERIZZNFI, 91.6%, 118% K% TN105% Tdh 7= (F 2.7.1.2.2.2-2) ,

& 2.7.1.2.2.2-2 RXDX-101-07 : F2A ®FI[=*xf9 % F05, FO6K X FOTHFIDIEXHI/NA AT R
15U T4 (BER)

W&%%(N)/ K HR PK /35 A — 4 Geometric Mean Geometric Mean Ratio (%)
(N)* FOX" F2A (FOX/F2A) (90% CI)
Cinax (nmol/L) 2360 2290 103 (85.2, 124)
FO5 (11)/F2A (12) | AUC}as (nmol/L-h) 55300 60100 91.9 (70.7, 120)
AUCn¢ (nmol/L-h) 55800 60900 91.6 (70.2, 119)
Cinax (nmol/L) 2570 2290 112 (96.9, 129)
FO6 (12)/F2A (12) | AUC)as (nmol/L-h) 70800 60100 118 (97.2, 142)
AUCn¢ (nmol/L-h) 72100 60900 118 (97.2, 144)
Cinax (nmol/L) 2370 2290 103 (88.9, 120)
FO7 (12)/F2A (12) | AUC)as (nmol/L-h) 63000 60100 105 (85.7, 128)
AUCn¢ (nmol/L-h) 64200 60900 105 (85.7, 129)
AUCing = OB £7)> & MEFR R TOD{&%T“ H#Fﬂﬂéaﬁ??ﬁﬁa AUCrst = OFF 1570 5 IR JE 7 — 5 255 B L 7o e iR 25
T YL - AR T A 5 Conn = Y

T : e WEEBREE=F05/F06/F07, ia“ﬁ’é%:FZA ; N:ﬁﬁﬁ@ﬁ%%& L 7= 9B
bFOX= F05/F06/F07
Hi ¢ 5.3.1.1-2: CSR 11.4.1 Table 11-424%5

FRANS T D2 RBFOREIZOWTL, B% (®ENEsIe ) —8) II&-ALRE LzL
XOBEREIL, WTHORANZEBWTHEERFREOLGE LIZIEFRRTH Y, BEOEEIIIA

ERO LN hoT= (R 2.7.1.2223) . (HL, WTFHOBANIEBWNTHBHEKEGRFDIZH RN
ZENEIFRE HAZ IO, Tinax 23205 AR S 22 DM 2R LT,
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# 2.7.1.2.2.2-3 RXDX-101-07 : Entrectinib @ PK ICRIZT BREDEE

M| N [PRgams e Geometic Mean Ratio()
Conax (nmol/L) 2290 2550 90.1 (83.6, 97.1)
F2A 12 | AUChy (nmol/Leh) | 60100 65400 92.0 (82.5, 102)
AUC ¢ (nmol/L « h) 60900 66700 91.4 (81.8, 102)
Conax (nmol/L) 2360 2150 110 (98.0, 123)
FO05 11 AUC)ust (nmol/L «h) 55300 49000 113 (99.9, 127)
AUCiys(nmol/L «h) 55800 49400 113 (99.9, 128)
Conax (nmol/L) 2570 2380 108 (92.4, 126)
FO6 12 | AUChy (nmol/Leh) | 70800 66200 107 (91.8, 124)
AUC ¢ (nmol/L « h) 72100 67200 107 (92.2, 125)
Conax (nmol/L) 2370 2420 97.7 (88.0, 109)
FO7 12 | AUChy (nmol/Leh) | 63000 62600 101 (90.4, 112)
AUC ¢ (nmol/L « h) 64200 63900 101 (90.0, 112)

AUCint = OFf 172> B BEFRIFH] £ T ORPEE-RFRIHIBR THRL ; AUCha = ORI DIRET — & MG D A7 Bl sl &
TOWRL - BR T AR 5 Cnax = Foc MUBEPIRAD IR L
Mt 5.3.1.1-2: CSR 11.4.1 Table 11-584%8

GRBROEELFGROE L W)

ZEMEIRF SR TIZF VT, FOS, FO6 K% UY FO7HUANI F2A HHI & AW Eiic R CTh - 72,
PRREI RIS R 518, BB T T, F05, FO6K Y FO7THIF & F2A BLAI# 5 OIMETE
BIXIFERKETH -T2,

WTHOBANZB N TS, BRFEOREIIFRERD NIRRT,

2.7.1.2.2.3 RXDX-101-08588k : R — L7 v TR D FOoRAFIDEERA

[ZETBHEHMNAFTRALSEY T4 (56.3.1.2-1)

RXDX-101-087X8k 1%, HEFEER A B IERERE &2 xf 5 & L T FOMA| D #LiE R /7 — /L 7)3 entrectinib
DA FT A ZEY T I RIETREZMGT 2, EEHR, 7441k, 282817 n 24—
N—, HEEERBRTH S, H1H O Day 11, 2EHEORGIEF, +70bbE 10 Fo6HiH| n
AN 00 oA Y I\ =
N B (HFEE1TH Ar—nclld) 2#&532IEFE, F1HO FocdAla v v B O 5126
WTE2HNC FooliA e v N A 2B G TDIEFOWT NIRRT % 7 X L EIM T LT, &
D Day LA (FO6RAle v b A X FoodlAlm » b B) #H[ERROKEG L, £DO%, PK
FEAT D 72 3D DOFEHE B A 12005272 D 1T o T2, FHIOARFIE G OERIZIE, 9B ML LDk
MM 2 5% T 7=,

R FROREM N S, ZEERFICR G- LT & X2 FoollAlm »~ N A & Fo6fA| o » b B NS
BINZIRIZETH D Z ERRED 5L, BEEEE (Chax, AUChy, AUCh) DOZE(EME D & ONE D
90% 15 #H X [E D FR S 1L80~125% D ELFHIZ UL F - Tz (R 2.7.1.2.2.3-1) , ZORERIE,
& A — U entrectinib D/NA FT XA T U T 0 ROWERRICHBEZ LTSRN 2R LT
W5,
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#F* 2.7.1.2.2.3-1 RXDX-101-08: FO6&AZIAw B & Oy b ADHEMINAFTTRLAZE) T«

Geometric Mean Geometric Mean Ratio
Test (N) versus (Lot B/Lot A) (%)
Refeien)ce (N) PK parameter Lot B LotA Ratio 90% CI 90% CI
(lower) (upper)
F06 Lot B (24) Cmax (nmol/L) 2310 2360 98.1 90.3 106
versus AUClast (nmol/L * h) 52300 52300 99.8 90.5 110
F06 Lot A (24) AUCinf(nmol/L * h) 53000 53000 100 90.6 110

AUCins = OIRFE20> & HERIRE R & C O - Bh#R T FE 5 AUCha = ORI BIRET — & D35 B I 7o ik kg
RECTORE- R Tl ; Cl= B ; Cna = SNSRI RE

1 - Fostimi e~ A, [ 7. Fosi#in vk BIE, gk
179 Ar—L il LT,

Hiff : 53.1.2-1 : CSR 11.4.1.2 Table 6
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2.7.1.2.2.4 RXDX-101-09iE : BERAEZREELES VOV TSIY—ILED
DDI iX8& (5.3.3.4-1)
RXDX-101-09z88R 1%, 2.7.2.2.22.11C70# L7,

2.7.1.2.2.5 RXDX-101-15588% : EFNARUVBENMERERANIZE TS PK TR
X9 5E (5.3.1.2-2)

RXDX-101-15388R1%, MEFEER A B %2641, Pivotal FEEER (STARTRK-2) (ZHW Sz
200 mg F2A B4, M ORI ToH o Fooluf| (EREAR 7 — o THUE) & 228IpIci G LTz
& EDORRBINA T XA Z YT ¢, WO FORAI GO RFDOHE LM 25 1 4,
FHEMR, ToX M, 23— §, 2HRBRTH D, 200/ 83— MIENEI2EEY 1 A4 — 3 —3K
Bl LTEMIN, SEBREIZI OO/ S— MIOBBIM LT, £5/3— F TIIEBRE 22000 O
BIEFFOWT NN T o Z 2IZED T 72, BB Day HIAHK 600 mg ZHEREAOHEL L,
PK FEAH D 72 8 OFREHREL & % 550 B & 514 120027 0 1T o 7=, #eHFI, RO E%
120058 F CTOMEAE 2B L7z,

= N OBEERE ~OFG1E, FH1HIH FORAITH2HIN F2A #HFl, A L IXE0HDNEF
EL, BT BN IR A 22 IR L=, X— F2ORBRE ~D 1L, F1HY Fo6
RFN D ZEGRFH 5-CH2 82N Foe A D&% H L, B L IXZOHDNEF & LTz,

N—R1 (FO6 K TN F2A #UKI) TIEZEfERE, /38— b2 (FO6HIA]) TIXZEEIE & OB % ICAHK
600 mg % HL.[AIFE O & 5-1%, entrectinib (F3HC2NEWUL X4, #5-0.5REM LARED & I AR H S
N7 WTNOEEREE BT Tmax D P IAEIT3I~5FE] Td o 7=, Entrectinib O I AP A 132
A EE & U TI8~19FEMIFRE TR L, ZHUT1B1E# G50 k% #F L7z, Entrectinib

O—EBIE, IEHEREYM CTH D MSITEH#E S, MSOBEFR 2 entrectinib @:]'/JJZZC3O%’C§)O7L\_O
N— MIZBWT, ZEERHIRE LT & X2 Foolufl & F2A SUAINEWZEICFSETH D Z
kﬁ%@%n,%mﬁwﬁ@w&@%@%%Eﬁ&%@@ﬁﬁ@m~&%@%ﬁﬁﬂiot
(# 2.7.122.5-1) .

& 2.7.1.2.2.5-1 RXDX-101-15: F2A HFI=x9 5 FOSHFKI D EMFHIRF M (/S— 1)

Geometric Mean Ratio

Test (N) Geometric Mean (FOG/F2A) (%)
versus PK parameter 90% CI_90% CI
Reference (N) F2A F06 Ratio ° ’
(lower)  (upper)
Cmax (nmol/L 2330 2180 93.3 88.3 98.6
F06 (48) AUC(1 )
Versus ot 52100 47600 91.4 85.3 97.9
F2A (48) (nmol/L « h)
AUCinr(nmol/Leh) 52800 48300 914 85.4 97.9

AUCint = O 57> & EFREER £ C O YRR - R R MR FHfE ; AUChLy = OFF S B IEEET — 2 235 B AL 7= ik e i
TORE-FEM R FEA ; Cl= FFEXM ; Cna = & MAEH SRR
Hih : 5.3.1.2-2: CSR 11.3.1.2 Table 9

sN— R 2ITBWNT, FOORUH) 2 Z2 G L VBTG Lo & &, R¥IL entrectinib DIEFERIZFA
SRR Bz 8, A EAE O B K OV D 90%AE HE X [ O [RAUE 1280~ 125% D & JHIZ I F -
7= (3 2.7.12252) ,
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# 2.7.1.2.2.5-2 RXDX-101-15: FOGHAFIZH (T H5BEDFE (/\—F+2)

. Geometric Mean Ratio
Test (N) Geometric Mean (Fed/Fasted) (%)
Versus PK parameter 90% CI_90% CI
Reference (N) Fasted Fed Ratio ° °
(lower)  (upper)

FO6 Fed (45) i,{?xc(nmol/L) 2230 2370 106 98.9 115
versus fast 49600 57200 115 107 123
F06 Fasted (45) (nmol/L. + b)

AUCiyr(nmol/Leh) 50300 57900 115 107 124

AUCint = OFRf 172> B BEFRIFH] £ T ORI THRL ; AUCha = ORI DIRET — & MG A7 Bl sl &
T ORSE-HFR AR T A 5 Cl= BRI 5 Cmac = Jer MAE T SEA L
fH#: 5.3.1.2-2: CSR 11.3.1.3 Table 10

2.7.1.3 2RBRZEL TOBRDOLLE & fEMN
2.7.1.3.1  FO6&#I100 mg 71 T IL D4
Pivotal 5Bk Cfli H S 4172 F2A K & pg AN & 72 5 FO6RIAN D100 mg 5 7B VHl & DL
MRS MERRBR T M LT\ s, BUFISRTRIEZ B LT 5,

o F2A HAIL FOCHA|IDAMLMRZNEIL, 200 mg B 7B VAl Z F T2 AW 00 R 0 7 R
(RXDX-101-15388k) |Z CHEIEI T,

e FO65UFI 0100 mg & 0200 mg » 7 & L#41Z N - - > ClEsnTns, £7-,
T TS ST W D EINANXFE—TH Y, entrectinib & &% 5 24w o IR
s s k2711321, % 27.01322) . [
HC5HY, 200 mg & EIXFIFAT & OB TRFEH 205 HPMC 7 7 &)L, 100 mg & &
FIft & O A TRIEBW 72255 HPMC 7 7L L 725 T b,

o WMEMBRL L CERE LTEHEBRIETHE LR T e 7 7 A4 Lid, ERBTIZIERETH
>7= (% 2.7.1.3.1-1)

2.7.1.3.1-1 FO6&FIMD100 mg R UV200 mg 1 T LFIDBH L E#ER




2.7.1 EWERFI R ER K OB 5 40T i Page 30

Entrectinib
S 3CHk



Entrectinib 2.7.2 FRIRIEPREER

Page 1

OX!)—kLYHFEIL100 mg
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2.7.2 B PRIEEEE R

AR S A
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W& aE—Ta

W& 55 Fidh 4

ALK Anaplastic lymphoma kinase KAk R EXF—F

AUCo.24 Area under the plasma concentration—time | 07> 5 24RER] & C o (fi 45 Hh i B —RF [
curve from 0 to 24 hours iR T iR F

AUCint Area under the plasma concentration-time | 07> 5 HEFR IR [#] & C % 4M L 72 4%
curve from time zero to extrapolated | Hyk LR BhAR T i fE
infinity

AUC a5t Area under the plasma concentration-time | 07> & iz #& I B e 38 F 50 C oD i 5
curve from 0 to the last measurable time | P BE—IRF[E HAR T o fE
point

AUCqs Area under the plasma concentration-time | & 7 IR AEIZ 33 1T 5 4% i B - ]
curve at steady-state iR T iR F

AUCrau Area under the plasma concentration time | 1 5 5[] @ o ifn 4 o 52 B - B ] il
curve over a dosing interval T EfH

BCRP Breast cancer resistance protein FLIEMHE R A

BSA Body surface area IRF A

BSEP Bile salt export pump JEYFFREHE AR

90%CI 90% confidence interval 90% 5 #H X [H]

CI95% L. | Lower bound of the 95% confidence | $&{r] -2 D95% 4 X [E D TR

Geomean interval around the geometric mean

CI95% U. | Upper bound of the 95% confidence | 2&(r] -2 D95% FFE X [E D LR

Geomean interval around the geometric mean

CL/F Apparent total clearance BT ORE 7 VT T A

Crnax Maximum (peak) plasma concentration o v I ARE TP SR

CNS Central nervous system FRAX A R

Cirough Trough concentration N7 TR

CV% Coefficient of variation of the arithmetic | AT F-IME D L BRI
mean

CV% Coefficient of variation of the geometric | £&(n "FIIME D BEREL

Geomean , | mean around the geometric mean

ST CV%

CYP Cytochrome P450 v 7\ L P450

DLT Dose limiting toxicity FH Bl PR

F Bioavailability INAFTT XA ZE) T 4

Geomean Geometric mean DRI

KG Growth rate of the tumor N Y VG G

KS Shrinkage rate of the tumor e LA

ICso Half maximal (50%) inhibitory 50% BH. i
concentration

MATE Multidrug and toxin extrusion -

M/P Metabolite/Parent compounds exposure | X & RELIRDOMRE D
ratio

MTD Maxmum Torelated Dose e K &

NC Not caclulated SR AN RE

NCA Non-compartment analysis Ay N— KAV NETIZHES
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VN7 AT

NTRK Neurotrophic tyrosine receptor kinase —

OAT Organic anion transporter AT =4 N TV AR—H—

OATP Organic anion transporting polypeptide BT = kAR ) XTTF R

OCT Organic cation transporter AT A N T AR—H—

P-gp P-glycoprotein P-HE R

PK Pharmacokinetics B HE

PopPK Population pharmacokinetic FHEHIE Y B RE

PPI Proton pump inhibitor 7'a kR T HEA]

QTc Corrected QT FIIE QT MR

Race Accumulation ratio iR

RECIST Response Evaluation Criteria in Solid | —

Tumors

ROS1 Proto-oncogene tyrosine-protein kinase 1 -

RP2D The recommended phase 11 dose 5B AERERICB T A HEREH &

SLD Sum of longest diameter TN

tin Elimination half-life TH IR

TEAE Treatment-emergent adverse event —

Trnax Time to reach maximum plasma o ren I FE v SR A i R IR ]

concentration

TRK Tropomyosin receptor kinase FERIF TV UZEERF

UGT UDP-Glucuronosyltransferase UDP-7 /v wa /) )V hT7 AT =
77—

V/F Apparent volume of distribution FLNT DA R FE
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2.7.2.2.2.1.1  CA14707 &k : WAL, BREROT vV 7TT7 Y — )LHMERERRA
[ZBIT DX AN AT A Z VT I RIET R (53.1.1-1) 50

2.7.2.2.2.1.2 RXDX-101-04 & : AANE AN DOEEEEHLERE 12361 DA RIS
AFTRATEVT A KOBEOEE (533.1-1) e 50

2.7.2.2.2.1.3 RXDX-101-05 3Bk : f@HEMRANICH T LH[MCl-=X b L7 F=T DR
I, AR OHEIE (5.3.3.1-2) oo 54

2.7.2.2.2.1.4 RXDX-101-07 8k : AL K OB FP R AT D PK I
FAFTIZE (5.3.1.12) oo 57

2.7.2.2.2.1.5 RXDX-101-15 38k : 8L K OB FBR R AT 5D PK I
JOAE TR (5.3.1.2-2) oo 57
2.7.2.2.2.2  FY-FRIAB EAEF D FTAM oovooeoeeeeeeeeeeeeeeee e 57

2.7.2.2.2.2.1 RXDX-101-09 & : R ANE R E LT Y T TV =L LD
DDIFRBR  (5.3.3.4-1) oo 57

2.7.2.2.2.2.2 RXDX-101-12 &8 : fEEMAZIRE LA b T 2T Y — X
V77 @DDIRBR (53.3.4-2) e 58

2.7.2.2.2.2.3 RXDX-101-13 #k# : fEEM A LRI G L LIy a% 2 L@ DDI R
BR(5.3.3.4-3) oo 63

2.7.2.2.2.2.4 RXDX-101-14 il : BELXRLE LI XY T 4L D DDI kiR
(5.3.31454) oo 66
2.7.2.3 4B ZE L CORRD I EIRHT oo 67
2.7.2.3.1  ARBIDOIBENREFZIHVRFVE ..o 67
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2.7.2.3.1.2  FHEEEEBIIE oo 70
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2.7.2.3.3.2  EHWNpH FRETFED B oo 78
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HM—%

2.7.2.1.1-1  AARNEERERR A BYEICAH] 600mg % ZZERFICHERE O G L7 & DT X
K7 F =T R OFEGENRG MS O MR CEYIME R =,
N=12) ot 11
272112 EENABEICAA 600mg 2 1 H 1[0 14 HREIKEROELS L &0
X kU7 F =T R OETEEGHY MS O fSEF R ERER CEAME SR E) 12

2.722.1.1.1-1 ALKA-372-001 (R~ a—/L A) : HEE %O HERO P YyfEic
X5 X N7 F=T7 MAERRE-RR 7 0 7 7 4V (Z2[EFF ; 4 7 /L 1 Day
L BB R Tl ) oottt et aann 22

2.722.1.1.1-2 ALKA-372-001 (A4 Y 2—/LB) : HE#EE#OFEHERICBIT 5T
X ML F =T ROMS OFRAEIC K D msEFRE-RR 77 7 AL (8% ;
FA T 1 DAy 1 5 RIELA T I0) e 24
2.722.1.12-1 ALKA-372-001 (72— A) : KEHRGHOZHERICKBIT ST
X M7 F =T ORRAEIC XD MAEFIRE-RH] 7w 7 7 AL G r—v)

(A 70 1Day 18 5 SHEL AT I1) oo 26
2.722.1.1.2-2 ALKA-372-001 (A4 Y2 —/L B) : BHKEHGHOEHERE (200~
400 mg/m?, [EEME 600 mg) IZBITFH=X L7 F=T7 KM OHRAEIZ
£ 2 mAEFIRE-RE 7 7 7 7 A L (A 7V 1 Day 15 5 XA —/L) .. 28
2.722.1.2.1-1 STARTRK-1: H[E[HE GO X F L7 F=7 K MS OHFRAEIZ L 5 i
SETEE R 7 0 7 7 AL (A 2 1Day 1 ; SR —V) . 31
2.722.1.22-1 STARTRK-1: KEHRGROZX L7 F=7 KO M5 OHFRAEIZ L 5
BmAERRE-EM 7 a7 7 A v (94 7/ 1 Day 14 ; SEA T —IL) . 35
2.7.2.2.122-2 STARTRK-1: =X hL 7 F =T OHREIZL D b T 7REHS (H &M
B R R ) ettt ettt ne 38

2.72.2.13.1-1 STARTRK-2 HZAA substudy: H[E#HGHFICBITAZX MLy F =7
() BROMS5 (AX) OF¥) (£ SD) IiEhEERER (1 2 /L 1 Day
) ettt aenaes 39
2.722.132-1 STARTRK-2 HZAA substudy: KIEHRGHFICBITHTX hL 7 F=7
(E£K) KOM5 (AX) O (£ SD) imiEdhEE#E% (1 7 /L 2 Day

) ettt en e 41
4 2.722.133-1 HARNLHENEZEDOEFIREICKIT DX h o7 F =7 OREE 42
27221332 AARNEHENEEOEFIREIZIEIT D M5 DR R .o, 43
2.722.14.1-1 STARTRK-NG: H[EFEERHZBITH-X L7 F=7 (LX) KTO'MS

(FB) o (= SD) MEFREHER (A 7L 1Day 1, A RHEER) .45
2.7.2.2.1.42-1 STARTRK-NG: REHGRIZETL2=X M7 F=7 (LK) KOMS

(T) O (= SD) IMAEHREHER (A 7L 2Dayl, FxEER) .48
2.72.22.12-1 RXDX-101-04: HAAK DA ANICAA] 600 mg (F2A BA|) % Z2fERRC
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HREELGLZEEOX MLy F=T K ONMS OHSRAEIC X 5 i b i -
T T 7 A (ZEHEIRE, KRR T IL) e e 52
2.7222.1.2-2 RXDX-101-04: HARAKOEAIZAHK] 600 mg (F2A #H]) #R%ICH
B G L7z &DTX N7 F =T KON MS O RAELS X 2 i i g -y~
077 A (B, SR T IL) e 53
X 2.7.2.2.2.1.3-1 RXDX-101-05: [“C]-=X kL7 F =7 600 mg % Hi[al{% 0 & 515 DK
OPRFIASDBFEHEETE oo 55
4 2.7.2.2.2.1.3-2 RXDX-101-05 3l : M - AR RE, mEfFoX L7 F=
7, MOMEFMSIREZ 07 7 A0 (FRAE ; HEA T —/1) s 56
¥ 2.7.2.2222-1 RXDX-101-12: A&#l (100 mg) & A b7 =2F > — O UFFEGHIFD
TX M T F=T7 KOMS O MR EERER(PRE, A7 e v M. 60
¥ 2.7.2.2.22.2-2 RXDX-101-12: A&#| (600mg) &V 7 7 > & O XITIEDFHFED = X
7 F =T KOMS QMR REHER (T IE, AT T Y B 62
X 2.7.2.2223-1 RXDX-101-13: = 0.5 mg & AHK| 600 mg & 0F i £ 7 13 IEDER EED
HAEF Y S D PREEHERS oo 64
X 2.7.2.2223-2 RXDX-101-13:2 =% > 0.5 mg & AK| 600 mg % GFH £ 72 12 FEOF FHIF
BT DIRFYIAF T PR (BHREICHT DEE) OB 65
X 2.7.2.2.22.4-1 RXDX-101-14: AHl| 600 mg % S AEHEH X IFIEOEH & G-RFo i < &
T BTEIEHERS oo 66
B 2.7.23.1.13-1 =X L7 F =T OHETERBITIEEE oo 69
[ 2.7.2.3.1.2-1 ALKA-372-001 (ALKA) : BH%ICHEERLGL/ZZX FL 7 F =70 AUC,
TEBIME & BB ONEVRIERR & OBIER v 71
¥ 2.7.2.3.12-2 ALKA-372-001 (ALKA) : ZEMRFCKER G LI-=X L7 F=TD
AUCAEHBIME & F B K ONEUFEAR & DBIR oo 71
4 2.7.2.3.1.2-3 RXDX-101-01 (STARTRK-1) : H[EEELI-EEDZIX ML F=TD
AUCo24 E BB & FHEEDBIFR oo 73
¥ 2.7.2.3.1.2-4 RXDX-101-01 (STARTRK-1) : KiE#H L7=& DA 7L 1Day 14 |2
BIFLZZX LT F =T D AUCo24 EHNE & FHEDBIFR oo 74
4 2.7.2.3.2.6-1 B F T HEBEREREEE & IEWBERERE BT 2BREBEEO

4 2.7.2.3.2.7-1 RS, AR E 7T EHEENTEEERE B8 & IERATRRE R (ST DR

¥ 2.7.2.3.5.1-1 ROS1 @& i#fs 7Btk NSCLC FBFEIZH51F 5 SLD ORI (N=39) .80

X 2.7.2.3.5.1-2 ROS1 @A iEfs Btk NSCLC BEICB T DX hL o F=T L M5 24
BLRFERE (AUCy) EIEGHEANERE (KG) K OVEEM/NEE (KS) & DB
B ettt r e 81

X 2.7.23.52-1 HEHHEFERIL— RN TOR L I HAFEFRERALZBED
BE & TN DBRTE R L DOBIIR e 83
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2.7.2.3.53-1 QTcF CE¥IME +SD) DFRIFHIHERS ......ooooeeeeeeeee e 84
2.723.53-2 AQTcF CEEIME R O] 95%E AKX D ERR) ORERFAIHER ..o 85
2723533 =X M F =T OMBEFIEMIRE & AQTCF DBIER (o 85

x—E
F 272.1.1-1 AARAEEER AN BYEICAH 600mg % ZEHERF I H R Q5 L7z & & omiE
FrX R L7 F =7 ROFEEERHY MS OFRYEHRE/ X T A —&ED 12
7% 2721122 BEENABEIZAF 600mg %2 1 H 1[0 14 HFRERO#EE L& Zom
P X R L7 F =7 ROETEENH MS OSEYENRE ST A —&ED 13
# 27212-1 =X ML IF=TKOMS O DMPK IZBIT DFER oo 16
# 2722.1.1.1-1 ALKA-372-001 (A7 Y 2—/L A) : HEEGEHZOTZX hL 7 F =73
WERE /N T A —Z O BRI (AT CV%) (28R ; 1 711
DAY 1) oottt 23
# 2722.1.1.1-2 ALKA-372-001 (A% Y 2—/LB) : HEHGHDOTZIX hL 7 F=T K
O'M5 DIEMENRE/ T X — & O BRI EAE (%0 CV%) (B ; A
T IV T DAY 1) oot 25
# 2722.1.12-1 ALKA-372-001 (A7 Y 2—/L A)  KERGHOTZX hL 7 F =73
WEhRe T A — 5 O EREREETEHE (T CV%) (&% ; 1 7/ 1 Day
1) ettt ettt 26
# 2722.1.12-2 ALKA-372-001 (A7 Y 2—/VB) : /KEHEGHDOZIX N7 F =Tk
M5 DIEMENRE/ T X — & O BRI EAE (%0 CV%) (BT ; A
T IV T DAY 15) oottt 29
# 2.7.2.2.1.2.1-1 STARTRK-1: HEERGERIZBITLZX L7 F=TDPK/NT A —HZD
S EIME (A 7 v 1 Day 1, BM%CV, 95% CI)  oooveeeeeeeeeeeeeee e, 32
# 2.722.1.2.1-2 STARTRK-1: H[E[EGRHZIITH M5 O PK /3T A — X O F-HfE
(A 70 1 Day 1, Bf%CV, 95% CI) oo 33
# 2.7.2.2.1.2.2-1 STARTRK-1: IEHEEGRHZBITHTZX NI F=TDPK/NTA—=ZD
LM (YA 7 /v 1 Day 14, 2(%CV, 95% CD  ooooveeeeeeeeee e, 36
# 2.7.2.2.1.2.2-2 STARTRK-1: KiE#HGHRFZI51T D M5 D PK 73T A — X O L) E
(B 7 /v 1 Day 14, 2(0%CV, 95% CI)  .oooeveeeeeeeeeeeeeeeee e, 37
# 2.7.2.2.1.3.1-1 STARTRK-2 HA A substudy: Hi[El#HRHZE T L =X ML 7 F =T D
SEENAE /R T A =5 (A TV 1 DAY 1) oo 40
# 2.72.2.1.3.1-2 STARTRK-2 HZA A substudy: H[E$#GHFICIIT 5 M5 OFYERE T
A (T A T IV T DAY 1) oo 40
# 2.722.132-1 STARTRK-2 HAA substudy: iEMEIHGHRICKBITH=X hL 7 F=7
DIPFNRE/NT A —H (A T I 2DAY 1) oo 41
# 2.72.2.1.3.2-2 STARTRK-2 HA A substudy: IEEIFG-H23517 5 M5 OIRYyEhEE <
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TA=H (AT IV 2DAY 1) et 42
# 2.72.2.14.1-1 STARTRK-NG: H[EEGRIZBITL =X b L7 F=T7 DY ERE T A
T (A T IV 1 DAY 1) oo 46
# 2.7.2.2.1.4.1-2 STARTRK-NG: H[EEEFRHZIT D M5 OFEMENRE T A —2 (A 7
JU T DAY 1) ittt 47
# 2.7.2.2.1.42-1 STARTRK-NG: REHLGRHIZB T L =X L7 F =7 OEYERE T A
=B (T A T IV 2DAY 1) o 49
#* 2.7.2.2.1.42-2 STARTRK-NG: [E&EGRHZIT D M5 OFEMENRE T A —2 (A 7
JU 2 DAY 1) oottt 50
7 2.7222.1.2-1 RXDX-101-04 : RN T X ML F =7 OBRFTEEICRITTHE .. 54
# 27222122 RXDX-101-04 : BHENTX F L7 F =T OIREBEEICKITTEE ... 54
7 2.72222.1-1 RXDX-101-09: 7>V 7 Z Y —VNTX L7 F =7 OMEEEICRIET
B et 58
# 2.7.22222-1 RXDX-101-12: &#| (100 mg) & A b7 25— O XTIEDEHFED
TX ML F=TROMS OIFEMENIE/NT A =B e, 61
# 27222222 RXDX-101-12: &F| (600 mg) &V 7 7 > & PFHUFIED FHRFDO = X
N7 F =T R ONMS OFEMENIE /ST A =B e, 63
# 2.722223-1 RXDX-101-13 : AFINY TF 2 0 OBRBERICKIETEE e, 65
%2Jxmz¢1Rmmqmmtﬁﬁwm@%ﬁ@ﬁ%iti#ﬁ%&ﬁﬁ®:593
2 K% Of a -hydroxymidazolam @ Dayl } Of Day 21 (235 D IEYEHE/NT A — X 67
# 2.7.2.3.1.2-1 ALKA-372-001 (ALKA) : ZEfEHFICHEIE ONKER G LIz X ML o7 F
=T DONRT =T ML DM E OHEEE (90%CD  (JHEHLPH 100~1600
172101 ) OO U OO U OO OTOROO 71
# 2.7.2.3.1.2-2 RXDX-101-01 (STARTRK-1) : H[E[}ROKEHRGREOZX ML 7 F=7
DRT —FT N L DMHE OHETEME (90%CD) oo 72
# 2.7233.1-1 F2A KUVF06 TANTIIT DEI DR oo, 78
# 2.723.5.1-1 ROS1 A E s 7B NSCLC B 12881 2 EY B g (KG) KO
FEIEEAE /TR (KS) oo 81
# 2723512 =X LI F=TRUMS 265 LIz AUCs @ 5 53 hLsifE0 ROSL @& ie
{5F M NSCLC B ITRT D BARE R (s 82
RMTEH—

ML,
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2.7.2 BRERFEHER

2.7.2.1  EBERUBEH

AEE, v XY —rL 7 (BT, K& ORKRBR (F2.5.1.3-1) THGF S 72 GRS E
LRI OWTCRLR T 5, TSR Z®E U T, HEERELORERSHOZX MLy
F=7 L ZOEEERHY N-LA F IR TH D M5) ORYEhRE (PK) , BFEOME, K
Y-S EAER (DDD O FREME, WX, A6, &L OE (ADME) , ~ AT R, #l
FILTT R OV RMEAY PRI KRIFE T3, W NC= X b L7 F=70WMIE QT (QTc) MM &
ETHEICOWT, BREMRBRH - O &2iT-o7-, RBROx41%, NTRK1/2/3, ROS1X (% ALK
BABIG T2 AT DA OVNE A A B I OMEERERR AR & L 7=,

F72, DABEGGROFE TR (STARTRK-1, &8 STARTRK-NG #5R) KOV 11 FEERIR
B (STARTRK-2:RER) 2SN T-T — & %2 I RHEN SR EhREfRT 21TV, X FL 7
F=T RO MSOWGEGREICHEL 52 DEKEHBF LI, 618, =X M7 F=7 OlEE-IX
JGRETR A EEAICEHN T 5720, FAMER WL e E 5 D 3EmEhEIE )% (PK/PD) T %
1777,

2.7.2.1.1 CF sy
AHN O BRI ZRFM TH O N2 BRMBIIRO LBY TH 5,
(1) FYBREFAREE
o RXDX-101-047BRICF N T, HANERAABIEI2BNIAKI600 mg Z 2[RI (2 Hi[alRE
NG UL EO=X Ly F=7 ROEERERBY MSO MU FEEESE (X
2.72.1.1-1) , ROFEMERE T XA —% (£ 2.7.2.1.1-1) ZLLFITRT,

X 2.7.2.1.1-1 BARABERABMIZAKHFI600n: ZZEERKICERZEAORE LI-EEZDIX ML
JF_ITRUVEFERBM MO MBREEHTE (FHEZERE, n=12)

: T —=IFLOFF

—a— 5

AP EE Cnmol /L

0 6 12 1B 24 30 36 42 4B 54 60 66 72 7B B4 90 96 102 108 114 120

RSB R

Higt : 5.3.3.1-1: CSR Additional Reports, Pharmacokinetic Report. Table 14. 4, Table 14. 10 X ¥ {E[X]
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F2.7.21.1-1 BRABRERABMHEICAFIO0NE #ZERFICHERFEOKREG LIz ETOMEST

X b L5 F T RUEEERBYNSOEYTE/ 5 A— 52

Tmax Cmax ti2 AUCinf
(h) (nmol/L) (h) (nmol/L-h)
TX ML F=T 3.00 2170 18.3 40800
(n=12) (2.00 - 5.00) (39.6) (19.6) (47.2)
M5 3.50 430 40.6 12600
(n=12) (3.00 — 5.00) (48.4) (20.5) (47.0)

Tnax =#5¢ i ML HR R BE B TEIRE R Cnax =55 i IV HIR B 10 =TH 80T

AUCins = ORF 72> B JERRIRENE & T oD IR B - IR BhAR T i fl

D) Toma W HRAE (FEPH) TRLU, ZOMO/RT A —F [ TRMEHE (% EERE) TRLE,
Hi# : 5.3.3.1-1: CSR Additional Reports, Pharmacokinetic Report. Table 13. 1, Table 13. 2, %2&{i/ 28 Bh{R%x
I, Table 15. 4% 0% Table 15. 10£ ¥ B HH

TX LI F=THECNITWRI &, BE%0SIFRE Tl ict &, =X L
JF =T D Tmax 1%, 3FEHE (FRAE) THY, THEAH OB EMEIZ18.3FE TH
7 (2.722212) .

RXDX-101-0478BR 12T, HARAKOE NOREEERR A 23 512, AH| % HalEe 0 &
LI xR EEWE o 7 7 4 MWMIEERETH- 72 (¥ 2.7222.1.2-1,
27222.12-2) . 72, AANCHT D HARADOD S MR £ T2 4MF L7z g
FE-HER AR F i fE (AUCh) OARIHIANSA AT XA Z U7 410, 600 mg 22 K O
600 mg % HEEHHIB W TENLN83% K 196.1% Th -7 (F 2.72.1.1-2) .
NTRK1/2/3, ROS1X (% ALK iBI& 1A REGMEDEE N ARNBFT Zxtge Ll U258 1 #R
BR(STARTRK-1FRER)IZHB W T, EIEAABFITAAI00 mg 21 H 1[E114 H ] KAERE D $#
BLZLxoH5BIAAKLC4ARBICBIT AT X b L7 F =7 KO EEEARHY
M5O ML EERESE (K 2.7.2.1.1-2) , LOEYERE T XA —% (F 2.72.1.1-2) %L
TR,

2.7.2.1.1-2 EBINABEIZKHFIC mg Z1AIET4EMREREOKRELIZEEDIX ML

9 FZIJRUVEFEERBOOMBHREHRRE (FHELFERE)

(510 B, n=18)

—= LR LADFZT

mol /L)

e
- \
e
jsava
® —Jr:/

1#E512850(h)

Higf : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Table 14.21, Table 14.45 X V) {E[X|



Entrectinib 2.7.2 ERIEFRFER Page 13

(#5140 H, n=15)

—=TIFPFT

3 .(run-.l_.-'l)
$
L=
L=

migRE
NS
e

18 51265R1(h)

Higf : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Table 14.21, Table 14.45 X V) {E[X|

X LY FZITRUEFEERE DOEDERE/ S A —FFD

TmaX Cmax AUCO-24
(h) (nmol/L) (nmol/L-h)
TX NI F=F 4.00 2250 3180072
(n=18) (2.00 - 8.00) (57.5) (47.7)
510 H
M5 4.00 622 1020072
(n=18) (2.00 - 24.0) (79.2) (81.5)
TX NI F=T 4.00 3130 48000
=12 2.00 - 6.00 80.3 76.5
S E14H A (n=12) ( ) (80.3) ( :‘)
M5 4.00 1250 24000
(n=12) (0.580 - 24.0) (89.6) (97.4)

Tmax =5 e M5 PR FE BRI, Conax =H5 0 MAE PR EE; AUCo0.24 = ORF 0> B 32 5 #4224 R7 [ 3 ~C 0D I8 JEE IR ] b

T

TED) e MAE PSR B ] (T (THRAE P TRL, ZOMORT A — 2 TRMAEAE (%
AR TRLT

1#2) N=16

1E3) N=9

Hi# : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Table 13.1, Table 13.2, Table 13.4, Table 13.5¢k %8

BHEIHHEO14HHO Chx KT AUCoa LRI LT X L7 F=T OFREEOK
AFIIME (%R(TZEBERED) 13, T EI1.35(47.0%) % T.55(49.1%), MSOERIRIT
ZIEN2.08(81.7%) K% U2.84(93.1%) TH V. FRRE~FHEDITL>ZZR LT,

o < ANT AR (RXDX-101-0535r) 12BWT, #EERA6HNC[*Cl-=X hL 7 F=
7 600 mg AEH LI L X, RO ERMSIETX N LT F =T (0-24K5H 7 — i
HE R BED68.6%) TH ¥, TEERIML PO EEARMNHMIL M5 (N-Jit 2 F/L{LIK, o-
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2)

3)

2405 7 — VAR AR RE D 11.5%) KX M11 (N-Z v o UERI AR, 0-241R¢R
TV IBE RS T RE B D 18.6%) THh o7 (2.7.222.1.3) ,

Y ANT U ARBRICBNT, =X ML F =T KON MSOKRFER S (o) 13,
ZIEIIRSKEH L U3 9FFfil CTh » 7= (2.7.2.2.2.1.3)

< AN U ARBRICBWT, [MC]-=X L7 F =T 600 mg AFEOFEE L ThH3126
M £ CICHFRED KIS (82.9%) (ZHEt & h, BRI HDE (3.06%) HEHES
-, B5#H264FHE TOX ML 7 F =T KO MSOFEFHERITHR GBI LT,
FNEN357% K V21% Th -7 (2.7222.13) , o> T, AFOTEALMHIREIT
HEELORFICBIT2RETHL EEXLND,

FERGR IR ABR BT, =X L7 F =7 KW M5IX, TRK KO ROSLIZK L A
FBREDHEEZ R L. (X b7 F=7 NTRK @&@EafBrtoEEN A HE
k2.6.2.2.1) .

STARTRK-1FBRIZHB VT, F2A A ZEBHZICIAIEREROFS LizE &, Day 14F
TICEFEIRREBICREGEL, TRURBEOLLRBEEEOLLITRE DN -T- (X
2.722.122-2) ,

STARTRK-1FRER DOFEF D, HE K OE B GREOIREFE R (Cna LY AUCo24) 15, &
EHEERFICENT 28R Z2 R~ L2 (2.7.23.1.2)

In vitro BERDOFERNS, =X L7 F =7 L FDOFERRBW MSITIEMIEE 20 b
59, b MIEEAEOFEWEESTE 599%) Z/RxL7 (=X b7 F =7 NTRK @&
BAGTIHIEOE S A RGEERR.6.44.1)

In vitro FAERDOFEE LD, =X L7 F=7¢ MSORFHIEGLTWDY M7 v A
P450 (CYP) D727 A V¥ A Ll CYP3A4TH -7~ (=X L7 F =7 NTRK @&
B TBEtEDE S A FFEEER.64.53) . F2A BARB RO EFIREICB T 2
EREROBEFEREOL (M/P) 130499 (CV142%) Th-o7- (F 2.7.22122-2) ,

PN IR LR 28 A D SR B E (2 K 1T 950 28

RHEMEYENEE (PopPK) fRHTICEWT, AFIOIRYENRE I B A M IF L5
LM, MENLEE L LClTEsn (2.7232)

PopPK fEHTIZFSUNT, BREE N OV RS OB REREE 1, AFOEMYEEICITE A LR
BERMIES RN AR SN (X 2.7232.6-1) , HEOBEAEERESE D EEIZ O
T, TG TV,

PopPK FRHTIZHNT, EITEREE K NP EE O FHEREREE 1T, ARAIOEMEIREICIZ & A
WAEE NIF IV E RIS (X 2.7.23.2.7-1)

ZfREt

il

SMEITE BRI S A O SR BB ] 1T 95 2%

M DOEEFRRER (ALKA, STARTRK-1/&% T8 STARTRK-NG #&BR) (2 S =g ol
# (FIRAD ZHW5E, AFoRyEIRET, AFEKOEN pH OFELZE L%
HZEMNHALE (272221.1) , £IT, INHERNOEELZZITIZLL<THD
A | [SSERIGEY SN TIEN B ERURY
NIRIMENTZNFTTHY, BEORELIFILEAEZ TR hotz, EAEML L TH
g s ciuE < b 5 Fosliaicrx, Eams [JJ I csnsncsy, &
FHLOHEN pH O2 (BN pH EIEEIFHIC L 288 213 L A EZT RN &
BENn7 (2.7.222.15) .

RXDX-101-15RBRIZFBV T, FEEERR A B HASHIICAFI600 mg 2% (&EN, mhn
U—8) ICHERORE Lz L&, EREIFREICTIEZX ML F=T O Chx KO
AUCins DN EEIEO R (B%& G /ZEEEERS) 1L, THEi106% (90%CI :
98.9%~115%) KM OM15% (90%CI : 107%~124%) TH-7= (2.7.22.2.1.5) ,
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“4)

)

(6)

Zu hRCTHER] (PP) THHT Y TFTV =R X L7 F =T OREHBEREIC
52 2BIIOT N TH o7z, RXDX-101-09:8ER I TC, R A BHE196IZ, A
#1600 mg 7 v bRV THERITHDL T YT TV EHEIFHKRS Lz L &,
7 V77— VIEGFHREIZ T D O0FHARED Comax & TV AUCins DA EE O LR 1T,
ZNEINT6.5% (90%CI : 67.6%~86.6%) K 1N74.5% (90%CI : 64.7%~85.9%) T -
7= (2722221) .

172 CYP3A THREFITHAHA T aF Y —iE, =X L7 F =T OBRBEIZE LN
WA 5 2 7=, RXDX-101-12BRICEB VT, fEFER A BHEIBIIZ, AA100 mg %
CYP3A HEAITHDLA N T aF Yy —n 0BG LIZEX, 4 b7 a3 Y — IR
REL 2 D OFFHIRE D Crnax 2TV AUCins D EAERME O LLERIL, 2 1173% (90%CI :
137%~218%) M 1604% (90%CI : 454%~804%) T ~>7= (2.7.22.222) ,

)72 CYP3A BRI THLY 77 B, =X ML I FoT OBRTREIZE LV
ZhH 2 7c, RXDX-101-1238RICFB VT, RN BMEL1061IZ, AHI600 mg 2 CYP3A 7
BHITHDHY 77 oV RS L X, VT 7 v B IR B DR
BED Ciax X TV AUCine DR EEMEDO LRI, £ ZE144.4% (90%CI : 35.3%~55.9%)
FO23.3% (90%CI : 18.4%~29.5%) T 7= (2.722222) ,

AFN DMt D = F AL O SEMENRE L Jo 1 F

AHNZ, P HEEE (P-gp) X L THWHEFEEHEZ R L7z, RXDX-101-133ERIZBVT,
fERERR A BE10611Z, AHI600 mg % P-gp HE TH DY IX 0.5 mg & HEIJFHE S
L7cl &, D3F 22D Cuax XY AUCins DREAEBMED L (DF 1 5- R/ U $e 5-5F)
1%, FEI128% (90%CI : 98.2%~167%) M T118% (90%CI : 106%~132%) TH >
7= (2722223) ,

AFNE, CYP3A (XL CIWLEEM %2~k L7z, RXDX-101-14:RBR (28 C, EEN
ABE 0BT, AHI600 mg %1 H 1EIKERGRIC CYP3AAOE THL I XY T L2
mg ZHEIPFHEG L2 &, XY T LD Cpax M AUCinr DEMELEDOH (]
B 5B/ M 5 8F) X, TN ET8.6% (90%CI : 65.9% ~93.7%) K OV150%
(90%CI : 129%~173%) Th -7z (2.7.2.2224) ,

IR & & A 2D BIfR

ROS1f@ & 1Bt NSCLC B 128\ C, D SLD ORRFFE(L &£ HatET
VN B HEE S IEB I EE (KS) 1%, MEEHMEEE (KG) % Ell-7 (%
2.723.5.1-1) .

ROS1f A8 5 1-BotE NSCLC A IZAKI600 mg 21 H 1A (QD) $&5-FFD EHIRRE
B TX FL 7 F=T L MSEESR L7z AUC (AUCs) & A8hE L DRfRZ 314 L
Too ZORER, REEOLH) L EEHE/ DR & OMICHBEMEITEO bhihoTe, Z
DFERIT, AHI600 mg QD #H HGHFZEBWTHYISEMIL T 7 b—ICBEL WL Z L
AL TCEHEY, 600 mg BEMRICKDIBEEDOITL O IIHIMEICEELH X 20
EEZHND (272351

Wi B & 2 O BEfR

STARTRK-1745%, STARTRK-27&f% K (8 STARTRK-NG REEDOBEZICBITH=X FL 7
F=TL MSZARLEERBEELAEES L OMRERF Lz, BEEOREICIL, #
HEWBPIE (Day 1) 128175 AUC (AUCDI1) , EFIREEICEITS AUC (AUC) ,
Day 1ZH1F 5 Cmax (CmaxD1) KOVEFIRREIZIIT D Cmax (Cmaxss) AW, AEH
L O¥EIZ X, TEAE Grade 3, Grade 4, Grade 5, Grade 3~5% N SAEs # AV /=, W\Wg°
NO Grade DAEFRIEHR L GIREE L O L NREEMEIZRO STz
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(2.7.23.52) .

(7) AHI QT/QTe [Hka!

CRIETHE

e STARTRK-2FABRIZF WV TENE L7= QT/QTc F'%Bm & IRYNGER B L O BRMENTAE R 1T

AAKNOREFE & AQTCF D

o AN (185 LL L) DOHELEH 13600 mg ([ & HE) 2 1H 1[A)5EH

(8) ERARHELEAEH &
(2.7.2.3.6) .
2.7.2.1.2

Z IR 7 AR B

E kARG R R O BHE ST
i RFRER D 515 5 4Lz PK L ONPD 57— & &4 9 72912,
Znbo

XML I F=T RO MSIZOWTEE LT,

fEAE, RMER~DSH, B hI 7 vV —A~DfSE,
XA, CYPEERIC
kT AR—Z~DOHEENEGEND,
b hAERREE W CE L7 FEERRRER THE O L2 A ORI
NTRK fl &8stk O B2 A HE

glucronosyltransferase (UGT) |

B OWER O E,

IR Lotz (2.72.353)

HER2.6.4 CGRYpEhAEFBAEE S0)

X LI F=T
\—na%i'a_%)o ﬁéﬁ’ﬁi L7LT_

H¥G &9 5,

b AR VN in vitro 7B
BRI, PEEE M, mEx oy
R, CYP BEE %R &Y UDP-
x5, CYP [#E2D mRNA 7§

)

DMPK (ZB7 2 F2s ROl &2 % 2.7.2.1.2-1127R 7,
£ 272121 TXrLYF=TRUM®D DMPK (ZBE9 558X
Species/Enzyme/ Study
Study Type/Test System Dose CTD No.
Transporter Number
Absorption
Permeability Human 0.1 pmol/L SR-.-012 53.23-1
Distribution
Plasma protein binding Mouse, rat, dog, monkey,
5,50 1//L 0218+ 5.3.2.1-1
(entrectinib) and human » OV Mo -
. Mouse, rat, dog, monkey,
Plasma protein binding (M5) and human 0.5, 2.5, 10 umol/L SR-.-OOS 5.3.2.1-2
Metabolism
- M £l ta ) k k)
In vitro metabolism (hepatocytes) | N 0uSe: rab dog monkey, 1,5 oy T0627-P 53.2.2-1
and human
In vit taboli li M t k
n.VI ro metabolism (liver ouse, rat, dog, monkey, 2 umol/L SR-.- 01 53299
microsomes) and human
CYP phenotyping Human 10 pmol/L 030l | 53223
UGT phenotyping Human 2 pumol/L SR-.-016 5.3.2.2-4
0.00729, 0.0243
YP1A2, 2B6, 2C8, 2 ’ ’
CYP inhibition ¢ ; > 2C8, 269, 0.081, 0.27, 0.9, 3, 181040 5.3.2.2-5
2C19, 2D6, 3A4
10 pmol/L
. . CYP1A2, 2B6, 2C8, 2C9,
CYP inhibition (time-dependent) 2C19, 2D6, 3A4 50 pmol/L 0370-- 5.3.2.2-6
CYP inhibition on CYP2B6 CYP2B6 0.025, 0.075, 0.25, SR-.-018 5.3.2.2-7
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Species/Enzyme/ Study
Study Type/Test System Dose CTD No.
Transporter Number
0.75,2.5,7.5,25
pmol/L
0.025, 0.075, 0.25
e CYP1A2, 2B6, 2C8, 2C9, ’ i ?
CYP inhibition by M5 2C19, 2D6, 3A4 0.75,2.5,7.5,25 SR-.-023 5.3.2.2-8
pmol/L
CYP induction CYPI1A2, 2B6, 3A4 1,10, 100 umol/L. | 0248 | 5.3.2.2-9
. . CYP1A2, 2C8, 2C9, 2C19, | 1, 3,10, 30, 60, 100
CYP induction A el srffo17 | 5322-10
. . 0.1,0.5, 2.5, 10, 25,
CYP induction by M5 CYP1A2, 2B6, 2C19, 3A 50 pmol/LL SR-.-OZZ 5.3.2.2-11
Transporter (entrectinib as a OATPIBI1, OATP1B3 1, 5,25 pmol/L XT148029 | 5.3.2.2-12
substrate) P-gp, BCRP 0.3, 3, 30 pmol/L XT148029 | 5.3.2.2-12
P-gp, BCRP, OATP1BI, 0.15, 1.5, and 15
Transporter (M5 as a substrate) OATPIB3, and OCT1 umol/L SR-.-016 5.3.2.2-13
S 0.1,03, 1,3, 10 and
Transporter inhibition P-gp, BCRP 30 umol/L XT148029 5.3.2.2-12
(entrectinib)
OATP1B1, OATP1B3, 0.03,0.1,0.3, 1, 3,
OAT1, OAT3, OCT2 10 and 30 pmol/L XT148029 3:3.2.2-12
Transporter inhibition (entrectinib | OCT1, BSEP, MATEI, 0.1,0.3,1, 3, 10 and
and M5) MATE2-K 30 pmol/L seifo2s | 5322-14
BCRP, P-gp, OAT1, OAT3,
0.1,0.3,1,3,10
Transporter inhibition (M5) OCT2, OATPIBI, 0 i and | op o3 | 5.3.22-14
OATP1B3 #
2.7.2.1.3 EMBERVENZOT— 2 M FoNERAROBEFEM

AHN O FEYENHE o VIS DT — X DG O N TR 2 O — & %2 32.5.1.3-117R7,
2 h, BERIEHEEBR L E MC
HYFRE N T A — X RIFTHEE R T D201

DOFHliZ "IREIC T 57 — X ZNET HHME LTH, GCP

RSB X IR AN R R & L2 T

B DAAN ORI,

ZoD

o3An, ANE, HEMER ORI, SMAPEZEEIR A

Eii Sz, 7z, EHOZR
(CHEHL L C E e S iz,
ORISR SN 5,

ik, AL

. cmwmﬁ%fm,@%ﬁk’ﬁﬁ%%@%m&%b,%ﬂ@ﬁ,ﬁ$&@?yyf?f~

IVBF AR O S B g

(CRIETRE R LT,

e RXDX-101-04588k TIX, MEEERRANICAKIZHERROREG L, BRiE (HARAIAAN) KORH

ISAFN D FMEREIZ ST

o AT 2B (RXDX-001-05348%) Tik, MR A
WU, AR M O 2 Mt L 7=,
FAFETHHFN L OBEFEOEEIZOWTLL OB 21T - 72,

aEh L,
o  AREIDIEYEREIZ

WEER LT,

IZ[MCl-=X b L7 F =7 & Halk

—  RXDX-101-07388% : @R NIIAR Z HEREOB S L, HX A 3T X4 780 7 1 5F
S & 2 B & 7 138 O BB D K
—  RXDX-101-087%5% : MR NIIAK Z HERE OGS L, HX A 3T X4 7807 15
il & 2 i 2 o — v OB O KEt
—  RXDX-101-15588% : fdEER A & %5 & U7z Hnl 5588012 K 5 F2A B4 L g Al ©h 5
FO6MLAI & 0> A=W ) [ 4 e OV D SR D Rt
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SEW R BAE D3 3 EhRB I R IE T B OW T L T O 21T o 72,

—  RXDX-101-097%8% : R NICAR ZHEREOBKEG L, 712 hRUOTHERTHD T v
V7T =D RAER G IS ARE OB RAT T RO

—  RXDX-101-12588% : @EFERNICAR A HEREO#&ES L, 4 S 72— (5 CYP3A4
FHEAD , U7 7By (BV CYP3ALFHEA]) O KEE G DAF Oy EREIC KX T
BORRT

—  RXDX-101-1338% : @HERANCAH &V aF 0 (Pgp D7 n—T7HEH) % HERR DL
L, YVIaXTrOIEYENREIZ RIFTTEORG

—  RXDX-101-14588% : FPTHEAT 7213 EBEE N ABRFEICI XY 7 5 (CYP3A HE) %
HERE DG L, ARIOKERAOEEN I Z VT LAOEYENREIC T T HEO KRG

AR X5 L3 HARK OEMERETEAM I, BIAEE T O FRLO4>ORKRER TiHED &
naTna

ALKA-372-0017%5% (ALKA #XB%) : TRK A/B/C, ROS1XI% ALK & fn+28 5 D B8 At
FraRRIZ, A2 VT O2OOEREE TIME L7251/, B, FFEHRAR
STARTRK-1745% : NTRK1/2/3, ROS1X (% ALK i&f5 128G DN A BE 2 RI512, K
[E] Je OVl C % L7226 T4, HiRE, FEE st

STARTRK-2735#% : NTRK1/2/3, ROS1X (% ALK A& s 1O BN ABE 2 X8RI, K
[E, EU MO HARZ & 7 U7 KFEFERIE CIE U7-55 11 FE, [EBS, HAEE, e, Sk
L[E N2 N EER

STARTRK-NG #B# : B3 UTEHAMEDETE N A BE 2 %1502, KETEM L I-AFOF /b
FH, HARE, JEEMR, R K OWEREER
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2.7.2.1.4 EYEN AT O BIRS
2.7.2.1.4.1 SESELy EEC

RHEMESRYENRE (PopPK) fFHTIZIF3ADHE 1 ML O I MBI A EN TR A E 7203
INE S A BRFE 276/ (STARTRK-1545% : 5761, STARTRK-2 : 203%1, STARTRK-NG &5 : 16f)
OFT—ZPRHWL, ERBIREDRETT VI L > TR M Thhiz, Afffrick v =X b1
7 F =7 KO M5OI ERE K O EE & OERH A BN R L KT8 & ( (FRE, A5,
pH D) |, WREE &AM - ZEMOBRFICOWTERBMRRF 21T 72, M, ALKA
BRI, METEEREENMRBRO LD L B> TEBY, KFFIERN LRI LI,

o ITXFNLITF=T KO MSOWBETREEAZES L1322tk oLz B4 2 BTN

RIZLLFO@EY TH 5,

—  ROS-1p5MEFE/NHERa At B3, NTRK BBHEEEAABREFEENENICBITH=X MLy F=
7 KON MS DR & & IG5 B WIS FEI ] & O BhEM: 2 B 5 0M2 7 5,

- XML ZF=F KO MSOMBEFEE L O E QT MEDZH) (AQTCF) & i
PEEI G MNZT 5,

- X RLIF=T KON MSOBRFEE L Grade 3FE 721340 FEFEG L OBEMEZ I 50023
Do

2.7.2.1.5 R AT A DL
2.7.2.1.5.1 IXMLYFZITRU MSIZERT B0 %
TX FL 7 F =T L MSOEYENRE D /3 Hriki32.7.1.1. 415086 L 7=,

2.7.2.1.5.2 [“CI-ZTX LY F=ZJTDBIEE

[MCl-=X b L7 F =T % & 5% 0Mmk, Mg, REXOCEFOKSEIZNY T — kN2
Ky vFlL—rar o RS> THE Lz, REHIEERY v FL—2 L L HIZRAL,
15H7-0 OFRBERZRIKR v FL—ra sy 22X 0 lE Uiz, M OURGEHI E 2
iR v FL—& LIRA L, MIKREHIRIR S T L — RN %, BREE LT, I3k
Ky v F L= RARNIARE R — N EITV, W%, RELZ, WER7 =T 7 iR
FAWTHEZIToTER LT, Ny 7 7T RO2MERTEDOBEEED I 7 v MIERIRR
Kiiig & L7z,
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2.7.2.1.5.3 JoaAvIN— A RETIVENT R OHKEENTE
PK /T A —& %, 1K OJRIBE S — % 725 WinNonlin / Phoenix ¥ 7 b7 =7 (Certara,
Princeton NJ, USA) ZHWT, /> ar/X— KX METIVZESWTZfENT (NCA) 12X -

TRDT=,

AUC;nt (ngeh/mL)

AUC] 4t (ngeh/mL)
AUCy.24 (ngeh/mL)
CL/F (L/h)

Cmax (ng/mL)

kel (/h)

Tiax (h)

ti2 (h)

V/F (L)

OFFf (B G-HI) 76 HEFR KRR £ CTHME L 72 & & oD i A i B - IRF ]
DIV 55
AUC;,=AUC +%

inf— last kel
AUCraq [FOFFH (B5-) 72° D B A& IIE AT RERF AR 5 C oD i iR -y
IR T AT A 7R U, Clas (X BGETE PTRERF AL O AL PR EE A 7R T,
ORI N DIREE T — & 1355 B AU T2 B A& IRE LS ~C oD AR Ao i 2 - R ] b
TR
Linear trapezoidal method TR 72 245l & -C o A i BE-IRE R Hh AR T
TR
Bgokns ) 7ro A

C
AUC;, ;=AUCy o+ 25
kel

e PR, EEEREMERE V5,
FERFR DOV Sl 2, RSB 5 MR L R D & EAR A
JFEZ A NTRD B,
BAONZEIZE U7z Conax DFFR], EEGSINTBREEHWS,
FEAAH D 950
AUcinf=AUCIast+E]§S—t

el
FLoNT Ok 0§ 505 D 4546 25 F8

C
AUC;, ;=AUC o+ 25
kel

WRiE /T A — Z I 24T 5 AN Bk Lz, B TORRICTB W TOEEO £ L 2212 5KD
<90%EHIXH & KD To, HBIZER LTI L 72T A —Z DbAa RO T,

2.7.2.1.5.4 BEMAEVSREMENTE
RHEF BN REFNT I I IERICIR A DR T ViR AW, IREDRET VIZZENRZENORER
WCBITFAEMEADT — X A LT, /NTA—=2OfE, LEEE, EIRFZES), ERNLH)
ROEERHEE LT, 2 TCOBANED/NT A —F IREF T A —Z OHEEM O I E R D
koSN, Y 7 B =7 NONMEM % W T PK /35 2 —% ORERPEHME (KR OV%i%)
ROz, ZONRTA—ZFREREEHTET D 7-OICHW =, PK/PD E7 VL PK 7 /L&A
BROFEERNCT T 4T 4 T EITo T2,

2.7.2.1.5.5 QT falfmfi##riE
HEE D ECG 3 % 28 A BB 5 > STARTRK-23ABR 12 T3l L 7=, KE & B ARDIBER 12
BWT, 3[ED ECG MIEA PK # > 7)o 7 L FRHIZATYY, time-match Tl HE-QTe AT % %
L7z, ~N—RA T A THE L7 Fridericia 1EIC X 5 DMABHEZ1T> 72 QT [#kE (AQTCF)
T, R—=RAF A, QIcF, KK =X b7 F=TREOHKE LT, MIBREADRET

JVTCRRAT L T2,
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2.7.2.2 @EA2ORABRGEEDELN
AT, DABRFZXGE UCHEM L7 BERER, WONS, AK| O R KR 2 FEAh 5
512 DI BR S 2 k5 & U CEN L 7- B RS PLRBR T8 S /- R RO 4 fo# 4
%)o
ERE TR N OV R SRR AR O — B & $£2.5.1.3- 11T R T,

2.7.2.2.1 BEENRELEE I/ FEEER
2.7.2.2.1.1  ALKA-372-0015%E% : TRK A/B/C, ROS1X (% ALK EEFEEBHE
DEMNABEEZNRE LI=5F | B8R (5.3.5.2-3)

ALKA-372-001 (ALKA) #B#i%, TRK A/B/C, ROS1Xi% ALK Efn 125 BEEVEDEIE A D
RNEBE &R, AFIEME GO, 2R, PK Z7Hlid+ 2 Sk, B, JF
B, HEBNEHBR CH D, KRB, KO3@BY ORGAT Y 2 — LV TCAFZROKE Lz
EEXD, A7 ANIEBIT D HERIRESE (DLT) K OSKE (MTD) L7,

o A Va—)LA:AKl 100 mgm?, 200 mg/m?, 400 mg/m’, 800 mg/m?, 1200 mg/m?, 1600
mg/m® (M) o108 1B Z2jGRFC4 B RS- L3 B RS 5 3% — > CIHMTIT - 728412,
THRIORIEHR 23510 5 (1A 7 V4lEfE)

o AV a— LB : AKl 200 mgm?, 400 mg/m?, XILEEH 600 mg &1 H 1A% IZE A &
535 (%A 7 V48R

o AFTVa— b C: AH| 400 mg/m? K800 mg/m*% 1 H1EAHIZ4H MRS L3HBIKEKS 2

VA 7 V4B .

BB A 7 VT8 A & Uiz, 8UHKIE FIELEI 2 L7,

PR 1T IR FEHE A3 72 S 72O BR 0 ARH D5 A ke LT,

A a—)v A TiE PK il o ifigalkl 2, 4 7 1Tk Day 1, 4, 150O#% 5515
24 F T, KL Day 18D 5149605 £ THREL L7z, VA 7 2 Tid 5-ai1 070k 2 B H
L7- (Dayl, 15, 18) ,

A a—)v B Tl PK il H O migalkt 2, ¥4 7 /L1 TiX Day 1, 8, 15, 28D 57 &
P24 F CRIL 72, A 7 W2 CIERGRTOREI O LI L= (Day 8, 15, 22, 28) .
B A 7 NILIRRIE— S OHEERE T, Day 280 5-RiDF k2 BRI L 7=,

TX ML F T EEOMT 2T X TDRT Y 2 — IZOWTER L7208, R M50
FEDREMTIZ A 7Y 22—V B, C DIREM LT,

20174F 11 H30H KD 7 —# 2 W T PK T 21T o7, GRFBEIEFIEIIS8FITH Y, %
DN, 5761% PK fEFTORIRE LTz, RIBBRITBEBRGEEE T LTV DHH, 20183 BIED
EheF TH 5,

B, ArVa— C (BHEE) OMXEEL YA 0L, EEREZENVET — 2 BE#RS
AR CERWRERE oG A EEEL TR SNt D TH L), KETIEYE R —
FOFERIT R ET (5352310588 , AF YV a— A (EEKERE) RORRAZY Y 2—)L B
(BBEE) OROFELTTRT 5,

2.7.2.2.1.1.1 HEE5ROFEYEIRE

(1) A7 Ya—/L A (ZZIEFF : 100 mg/m*~1600 mg/m>)

1) =X ML 7 F=T7OEYBRE

B[R] Sl 3 5. (A 711 Day 1) %O kL7 F =7 OHRAEIC K 5 - i
M7m 77 A 0% 2.722111-UTFRT, TX M7 F =T D Chax XV AUC24D B 5 5K
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2.722.1.1.1-11T7R 7,

F18%1 %100 mg/m’~1600 mg/m?? H E&iHH CZEERFICHE &5 L7 & X, NCA TRD7-
Tnax O F1 A 13 2~4HE R D EIPH T db> - 7,

FIRAI 222G T CIRE L L ERFBRBEEICIIRES 2T L2 RO b (AUChM
DEAT CV%DHEPH : 153%~237%) . 100 mg/m’~1600 mg/m’ D BFHT, =X hL7F=7
D Cmax MY AUC o4 DEENTEHEIZ, =X L7 F =T OEEITLE D B O A b 7e
Mmootz

Cinax DA FHIME (T CV%) 1XHE100 mg/m?, 1600 mg/m® T 41362 nmol/L

(208%) , 1600 nmol/L (97.8%) , AUCo.o4® (T F-HME (%M CV%) 13 H100 mg/m?,
1600 mg/m* T % 1 14090 nmol/Leh ({5 fE : 1340 nmol/Leh, 12500 nmol/Leh) , 20300
nmol/Leh (108%) Tdh-7= (F 2.722.1.1.1-1) ,

2.7.2.2.1.1.1-1 ALKA-372-001 (R&<a—)LA) : BHEZRESEZ#OZFAEHEOFREIZLS
IXMLOFZJMBRRE-BETOT 704l (ZEE; 4 2)L1 Day 1; SRS —IL)

Analyte=Entrectinib, Cycle=1, Day=1, Schedule=A

1E+04 —
s = Median vs Nominal_Time

< . —e— 100

£ - —a— 200

£ 100 — —m— 400

E § —e— 800

3 : —%— 1200

E Unit: mg/m?
l | | | | | | I | I | | |

Nominal_Time (h)

Hi#E : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. Figure 13.1
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& 2.7.2.2.1.1.1-1 ALKA-372-001 (R ¥a—JLA) : BEHREZEODIX FLYF=TEYH
NS A—SOREFANEFTHE (EEICV) (ZMEEE; 4421 Day 1)

Dose N Cmax AUCo-24

(mg/m?) (nmol/L) (nmol/Leh)

100 3 362 (208) 4090°(1340, 12500)
200 3 923 (16.1) 7820 (15.3)

400 3 499 (207) 6190 (209)

800 3 1130 (258) 14900 (237)

1200 3 663 (88.9) 6150° (NC)

1600 3 1600 (97.8) 20300 (108)

AUCo24 = OFF 20> B P 5-14 24058 = CTOPRE-RAI R N HEA ; Cue = BE MR ; NC = EHRHE
aN =2 ; FEIMPNIZIZEAT CV% Tl < fERIME 27~ LT,

N =1

NC : Not calculated.

Hidh : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. Table 13.1

(2) A7 Y a—B (A& : 200% 0400 mg/m?, [HEFHE600 mg)
) =X b7 F=TOEYERE

HEHE (4 701 Day 1) O X L7 F =7 KO M5O AT X 2 i o B - iR
T T ANER 2722111255, TX RLZF =T KR M5D Coax & AUCo0aD K
# 2.722.1.1.1-21TR7,

F1HA % F & 1 ~U1200 mg/m?, 400 mg/m? (BSA (2 U7z &) , K 1U600 mg ([ 7E FH &)
TEBICHEEE L&, NCA TROEZX ML 7 F =T D Tna O FIAEIT2~4HF R O#S
PHC&H -7z,

TX RV 7F=T D Coax LY AUC24D EAEEIEIZ, 200 mg/m?7H> 5400 mg/m? ~D I (T
P BT B2 o7z, FIAE LTIE, 200 mg/m?BREDEFIER N D72y (N=3) Z &, #%
BREBORERITODENTOOLNTZZ &, BHIOHHRE T PK 707 7 A VINAELETH S
Tl EMBZBIND, Cmax DRAEEIE (T CV%) 1EHE200 mg/m?, 400 mg/m* TEiLE
#12090 nmol/L (56.6%) , 1560 nmol/L (79.2%) T o7, AUCo4®D (T FHIME (Sl CV%)
13200 mg/m?, 400 mg/m>TZ 421300 nmol/Leh (NC) , 17600 nmol/L+h (95.2%) T&
o7 (3 2.7221.1.1-2)

[ & 8600 mg BEHIFIZBITHAE=X ML F =T DOIEFERE (Cunx XY AUCo24) 1, 400
mg/m* (BSA |ZJi U7o &) SRBE CTho7- (£ 2.722.1.1.1-2)
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2.7.2.2.1.1.1-2  ALKA-372-001 (R~ < a1—)LB) : HEHSHOZAEEIZBITAIX L
LYFZIRUMOHRREIZLZMETREE-BE IO 7704)L (B% ; Y421 Day 1; *t
R H5—)IL)

IX R TF=T

Analyte=Entrectinib, Cyde=1, Day=1, Schedule=B

1E+04 =
1000 <
% Z) Median vs Nominal_Time
£ St = 200 mg/m?
c = —®— 400 mg/m?
% 3 —e— 600mg
3 2]
10 =
1 T T T T T | T | T | T |
0 4 8 12 16 20 24
MNominal_Time (h)
M5 Analyte=M5, Cycle=1, Day=1, Schedule=B
1E+04 —
1000 —
Eoi E = —— & Median vs Nominal_Time
E« 100 — = 200 mg/m?
= =l —=— 400 mg/m?
Q . —*— 600 mg
Z =5
10 =
1 T | T | T T T | T I T |
0 4 8 12 16 20 24

Nominal_Time (h)

Hi# : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. Figure 13.53 J U'3.9
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#* 2.7.2.2.1.1.1-2  ALKA-372-001 (R a—)LB) : BEKSHDIXFLIF=ZTRUM
DEYPBE/ANS A —S OREFANEFTHE EFICVY) (B&R; Y4 2)L1 Day 1)

TX LI F=T M5
Dose N Cinax AUCo-24 Cinax AUCo-24 M/P
(nmol/L) (nmol/L*h) (nmol/L) (nmol/L*h) AUCy-24ratio
i 2090 21300° 933 91500 0.264¢
200 mg/m 3 (56.6) (40400, 11200) (28.6) (7860, 10700) (NC)
i 1560 17600 908 112000 0.638"
400 mg/m 13 (792 (95.2) (124) (129) (69.2)
1210 12700¢ 805 11800¢ 0.831¢
600 mg 15 (6.1 (82.2) (84.6) (48.9) (47.9)

AUCo24 = ORFD> B G142 24 05 £ CTOWRE-RFRI AR T ; Coaex = Hem IMEHIRE ; M/P=RZ(LIKICXT 5
R OEIE ; NC = HHARRE

AN =2 ; FEIIPNIC T CV% TIE 2 < EBEZ 7~ LT,

PN=12;°N=14;IN=13;°N=1

HiBf : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Table 4, In-Text Table 5, Table 13.2, Table 13.3, Tablel5.14,
Tablel5.24

2) MSOIRYHEIRE

F1HUA] (FHEHLPH : 200~400 mg/m?) M OVE & H £:600 mg BERBICES L2k, =X L7
F =7 O—EFIXTEMEAREHY MSIZEH SN, AT L7TCHEIZB T 2 M50 Tnex O 1 IAEIZ4FH
ThHoT-,

MS5®D Cpax 2 Y AUC o4 DA EIIEIZ, TX N L7 F =7 OHEEIZLE D B 502880 iﬁ%
Nihotz, Bat L7 HEHPH T, MSORBEEIZIIRERIILDOEDFEDO LN (Cnax X
AUC24D%M0] CV%DHEIPH : 28.6%~129%) (5 2.7.2.2.1.1.1-2) ,

MSOBEZREZTX N7 F=T7 OBRFEETHRL, MP EHEH L7, B L7 H R4

(FHEAGPH : 200 mg/m?, 400 mg/m* % OVEE FH 600 mg) 123 T, AUCo24lZ2-3< M/P bt
DO ELIE (5T CV%) 130.264 (NC) ~0.831 (47.9%) OFiPHTH 7=,

2.7.2.2.1.1.2 RIEBRSHOEMENFE
() A7 Y 2—/L A (22181 + 100 mg/m>~1600 mg/m?)
1) =X ML 7 F=T7OEYBERE
KiEHS (A 711 Day 18) DX L7 F =7 OHFRAEIC L 25 Mg RE-RE 1~
7ANEK 2722112-11R T, REHRGHEDOTX N7 F =T D Chax LT AUCo24DEH]
A3 2.7.221.12-11Z7R7,
A 100 mg/m’~1600 mg/m* DA & ZZfERFIC AR D5 (4AMEE L3ABIRE) Lizs
&, =X b7 F =7 DM SR ERER TR 5 %2~4F ] (Tme TRAE) ThHo7To,
P A 71 Day 18D MIEFIREHERE S, HRFBH AR T L& 25, O &MEE
1X18.2~38 4B DHIPH CH o7z, =X hL I F =T DO 7 VT T A (HA 7)1 Day 18D
CLw/F) O F¥EIT#155.6~181 L/, AT EOSHEFR (A 741 Day 180 V,/F) 134
1740~8820 L Th o7z, BAZ VT F AL BT EOGAFEDIXL DENREWVD, I
%IRiﬂ%%@ :f%o%z’ﬁj(%b\: EIZEER LTu\é EEZLND,

(RN THZX b LT F =T OBETREIT100~800 mg/m>D H EH#iH TH EBRFEIEDOHE
jJD%/T utz’» 800~1600 mg/m? DFIH TIXRT RO S RN ERD R o7, TX N7
F =T D Crnax DEATEEIE (8077 CV%) 1ZHE100 mg/m?, 800 mg/m?} 11600 mg/m>TE il
241387 nmol/L (NC) , 2810 nmol/L (30.0%) } 12420 nmol/L (NC) ThH-o7z, =X L7
F =T D AUC4D AT (S6177 CV%) 13 £100 mg/m?, 800 mg/m>} (*1600 mg/m>T%
N Z 413810 nmol/Leh (NC) , 41600 nmol/Leh (25.2%) K (*37500 nmol/Leh (NC) T -7z
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(# 2.722.1.12-1) ,

N —ET V& AT & BN 2, F&EEPH100~1600 mg/m??> F1HEIHF| % 72 fERFIZ
BHLIZGEIZOWTE/R LR, fmlidfaoivehrole, ZEERICKERG Lo X hLY
F2TDOERE (Ruee) ITIHRKERTEOENED BM, Crax 130.766~2.48, AUCo4 13
1.01~3.03D#iPH TH -~ 7=,

X 2.7.2.2.1.1.2-1 ALKA-372-001 (R > a1—)LA) : REESSHOKXEEHIZBITAIX +
LY F—J0HbR{EIZCKZMBFREE-BRE O 74)L (X5 —IL) (Y44 )L1 Day
18 ; AR —IL)

Analyte=Entrectinib, Cycle=1, Day=18, Schedule=A

1E+04

1000

Median (nmol /L)

10

| \IIIHIl | ILIILII‘

Median vs Nominal_Time
—e— 100
—&— 200
—a— 400
—— 800
—=— 1200
—«— 1600

Unit: mg/m?

Nominal_Time (h)

Hi#E : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. Figure 13.4

#2.7.2.21.1.2-1

ALKA-372-001 (R4 < a—ILA)

BT A= DORERFAEFITHE (I CVh)

 REBEHROIX FLYFZIEYE

(B#% ; Y4 2 L1 Day 18)

D Cmax AUCO-24
ose
(mg/m?) (nmol/L) (nmol/L «h)
100 2° 387 3810
(225, 667) (3330, 4360)
200 3 707 7910
(106) (136)
400 3 679 10100
(127) (125)
800 3 2810 41600
(30.0) (25.2)
1200 3 1350 19600
(52.4) (75.1)
1600 2° 2420 37500
(1940, 3010) (25500, 55400)
AUCo.24 = OFF 370> & 5 542 2405 8] 3 T OUREE-HF T HIBR T 15 Cnax = Fier5n ML RS

AN =2 ; FEIPITIE AT CV% Tlid e < fERME A 7R L7z,
fHh: 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Table 3, Table 13.1
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QA7 Y 2—/VB
1) =X ML 7 F=T7OEYBERE

AEFE (44 271 Day 15) #HOTX kL7 F =7 OFRAEIZ I 5 il b i -~ o 7
7TANEH 272211220077, REKRGHEOTX b L7 F =70 Cuax, AUCo2aX T M/P L
DERZFK 2722112212717,

B1%12200 mg/m*~400 mg/m* K% V600 mg O FIA|Z KERO#EE LIzt &, =X LI F=
7D Tmax O T RAENTK 5-7%2.75~4.000FF] TH D, Day 8F TITEFIRIBIZRE L7,

TRV F =T D Coax 2OV AUCo24D EATEIIMEIZ, 200 mg/m?7> 5400 mg/m?~DH (2
OB A bR otz, TOERFIKE LT, HEEGR & FEEIZ, 200 mg/m*HOIE
BB D 72N L, WBREROIELSENROONIZZ &, —HOWHRETPK 7u7 7 AL
BARFZEAETH o2 L BEZ BT,

TX ML F =T D Coax XY AUC024D Race DI FEIFEITE AVE111.09~1.82 5 T81.29~2.14
DHEIMETH o 7T=, EFIREBICBIT DT X ML 7 F =T D Cpax MY AUCoaDIESH D& (54
CV%) (XZNZE142.5%~88.7%, 31.6%~112%DHEFHTH Y, ERHFMET (AFrya— A)
TORXLOX LIS oT,

2) M5OI EHE

TX L7 F =7 200~400 mg/m*> M ONEHEH #£600 mg 2 B%ICKERO#RLG L E X, MS
D Tomax D H JAE1E4.00~5. 000 T > 7=,

A 711 Day 15125172 M50 PK /X7 A—4 (Cmax, AUCo24) DRI, HE DI
BICLE ) B A S o7z, FAE#PFA200~400 mg/m? M OVE & H £600 mg (28125 M5O
Cinax DT FHE (%M CV%) 1%, 200 mg/m?, 400 mg/m?>TZI L1680 nmol/L (NC) ,
1770 nmol/L (64.7%) , [EE M H600 mg T1080 nmol/L (67.1%) T -7z, M5 AUCq.4D
K EEE (30T CV%) 13200, 400 mg/m* CZ 4124131400 nmol/Leh (NC) , 34900 nmol/L¢+h

(66.5%) , [EEHE600 mg T16200 nmol/Leh (61.0%) Th -7z (F 2.7.2.2.1.1.2-2) , M5D
AUC24D M/P }£130.697~1.05ChH -~ 7= (& 2.7.2.2.1.1.2-2) ,

HE M ORERGEHEDOZX N L7 F =T KN MSOIRBEEDITH DXL, 31.6%~112% & )
61.0%~66.5%DHEFHATH V, BRI F~@FEE ORI LS %2 R Lz,
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2.7.2.2.1.1.2-2 ALKA-372-001 (R4 > a1—JLB) : BEREEXRSEHOEAERH (200~400
mg/m?, EFEAE600 mg) [CHEITFAIXFLYFZIRVUMORRIEIZ & ZMEETEE-ERET
O774)L (B4 42)L1 Day 15 ; ¥R —IL)

IX R TF=T

Analyte=Entrectinib, Cycle=1, Day=15, Schedule=B

1E+04

1000

— o Median vs Nominal_Time
*— 200 mg/m?
—m— 400 mg/m?
_e&— 600mg

10 —
. | l | | | |
0 4 8 12 16 20 24
Nominal_Time (h)
M5 Analyte=M5, Cycle=1, Day=15, Schedule=B
1E+04
1000 o
Q & ___________—*——.
= 5 Median vs Nominal_Time
-E 100 — *— 200 mg/m?
c E —=®— 400 mg/m?
e 3] —*— 600 mg
Z P
10 =
: T ¢ 1 ¢ I F.L°F L 7% .J
0 4 8 12 16 20 24

MNominal_Time (h)

High : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. Figure 13.7, Figure 13.11
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£ 2.7.2.2.1.1.2-2 ALKA-372-001 (R 2a1—)LB) : REEFESHZEDODIXNLYF=_TRUM
DEVFFE/NT A —F DR FHFNRAFME (EEICVY) (B ; Y1 21 Day 15)

TXRLIF=T M5
Dose N Cinax AUCo-24 Cinax AUCo-24 M/P
(nmol/L) (nmol/L * h) (nmol/L) (nmol/L * h) AUCo-24ratio
200 mg/m? 28 3460 45000 1680 31400 0.697
(2750, 4370) (43400, 46600) (1370, 2070) (27800, (0.596, 0.816)
35400)
400 mg/m? 14 2840 42900° 1770 34900° 0.814°
(42.5) (31.6) (64.7) (66.5) (65.6)
600 mg 12 1320 15400° 1080 16200° 1.05¢
(88.7) (112) (67.1) (61.0) (57.0)

AUCo24 = ORFD> B G142 24 05 £ CTOWRE-RFRI B T ; Coaex = HeE IMEHIRE ; M/P=RZE(LIKICXT 5
R oES

AN =2 ; FEIPNZIEEAT CV% Tld 7 < BN %2 7~ LTz,

PN=12;°N=11.

HiBE: 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Table 4, In-Text Table 5, Table 13.2, Table 13.3

2.7.2.2.1.2  STARTRK-15E% : NTRK1/2/3, ROS1X (% ALK mi&EEFEHED
BERNABRAEEZNRE L-F | #H5E (5.3.5.2-2)

RXDX101-01 (STARTRK-1) #Bi%, NTRK1/2/3, ROS1X|Z ALK i&Efs 125 B 0 [E T A A
RN & x50, DLT, MTD, PK, K OVEWERIZHZ7: RP2D Z M7 2 72 D2 FEhi
DO IFE, B, FEEHRRBRTH S, RIBERITKE L OWEE Tt I vy,

T_NTOaFR— MIBWT, AFlIZEF8AMOERHEREL YA XY, 1H1ERHZICR
A5 Lz, #REIIWInmno i kR SRR ARIOB G2/ L=, [8B#%)
ElE, BEOHIGUNEER LT,

o= N HEEE N—

e 100, 200, 400 mgm*H (BSAIZJSU7-M&E) : F1HH

e 800mg/H (FEEME) : F1HdH

e BSA<185m’®d L x600mg/H, F1HA| ; BSA>1.85 m?>?D & 800 mg/H : F1HLA|
e 600mg/H (FEEME) : FIHH

R—=R2 BBEAU T ORFRFERE FI L F2A CTHEET 2 HERMaHR— K
e 600mg/H (FEEME) : F2A KOFLELH

FHEMIHE S— R X, 100 mg/m? B HBIMA L, ZAH2T400 mgm? H £ CTHil L=, 0D,
800 mg/H (FEEMHE) ZBML7, 800 mgH (BEHE) T, BogiHE cExhEhif
D DLT %8B LT-, D72, SHOHEEBRE%IBIML, BSA < 1.85 m*® & X600 mg/H, BSA
>1.85 m*® & %800 mg/H TR L7z, & 5725 DLT IR IR -T2 b DD, KFOHF 1
FEBRIC BT D HELEH & (RP2D) MO8 MTD 13600 mg/H (E/EMAE) 1H1E &RE S,
RP2D CTORZEMIEREBIGT D720, Bz 222608 E % 1B L=,

2= 21, pivotal RER T EORA (F2A A 2B 2 BNEROBSZ HRIE L
< L, Eammns e Lcemsnz ko 25 (IHITKcKcGcGGTTE - ~
KOPPLFHIC L 2 =X b L7 F =T DIRGERE~DEEZ KIFRICER L7 (53.1.1-1) .
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2.7.2.2.1.2.1 HEREFOEYERE
B A B 5 (1 711 Day 1) %O X kL7 F =7 KO M5O V-1 E p i e
X 2722121-11Z07F, AEHILOZX ML 7 F =T KO M5O PK /3T A —X DEK %
FNENFE 2.722121- 1K F 2.7.2.2.1.2.1-21Z77,

() HEE 5RO X kL7 F =7 O3EYEhRE

F1H451% 100 mg/m’~400 mg/m? i &E&iFH & U600 mg~800 mg D[EEHEL ¥ A TREZIZ
HREEH L2 L&, NCA TRODTZZX ML T F =T D Tmax O P RALIZA~6FEF OFPH TH -
776

BB FIRAIZEE LIZBOTX ML 7 F =T D Cpae KT AUCo4D (T EEIfE T, 100
mg/m*7> 5400 mg/m?, K OVE E H #600 mg 7> 5800 mg ~DHE (LS THIM L7z, Crnax D5
{AEYE  (%(T%CV) (XA &100 mg/m?, 400 mg/m>TZ AL E41506 nmol/L (52.8%) , 2520
nmol/L (45.2%) T >72, AUCo2a DT FIEE (%CV) LM 100 mg/m?, 400 mg/m* T
%n%“mno nmol/Lsh (34.1%) , 38000 nmol/L¢h (57.9%) Td -7z, [EEHE600 mg K
800 mg (2331} D AUCo4D &AM (8177 CV%) 1F, Z424122300 nmol/Leh (52.1%) K&
149600 nmol/L'h (50.1%) Toh o7, F£7, RP2D Th A [EEHHE600 mg (F2A A (28T
HiEFE R (AUCo24) 1, 400 mg/m?lZ351) DR EOHFHEANTH -7,

(2) B[Rl 587 > M5 D 3L fE

F1%44] %100 mg/m>~400 mg/m?? F &4 & 1600 mg 35 L U800 mg DEEHREL T A VT
BTG LIk, =X L7 F=7 O—MITEHEREY MSICE# S, R L7ZHEICBT
% M5D Trax O FIABIT 5-144~605[H] CTd o 7=,

MS5®D Ciax 2 TY AUCo24D &AL, HEDHEEIZE > THEM L72, M50 Chax O 8(15F
Bl (%(17%CV) 13100 mg/m?, 400 mg/m?> TZ 1210 nmol/L (& BIME : 200, 220
nmol/L) , 930 nmol/L (76.2%) T >7=, M5D AUC2D MV ($6117%CV) 13 HE100
mg/m’, 400 mg/m* T 4LE 413180 nmol/Leh ({EJIH : 3040, 3320 nmol/L'h) , 17800 (80.6%)
Toh-oTz, FERIZ, 600 mg&o“soo mg DETEHEL A NZBWTY, SHEHTEL-E
IFREVWSODHEIEI L O BER (Crax XN AUCo24) DM BT,

et U7 B (FH&4#0H : 100 mg/m? % U400 mg/m?, [E & H F600~800 mg) (2B T,
AUCo24lZ 5 < M/P LD EEIE (56fT CV%) 130.193 (152%) ~0.463 (101%) » Cmax [
F3 < M/P DO RTEYME (%0 CV%) 130.169 (107%) ~0.413 (80.9%) TdH 7=,
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2.7.2.2.1.2.1-1 STARTRK-1: HREZEHOIX LY FZ IRV MR RIEIC K S MmEEH
EE-FBETOI74I)L (A4 2)L1 Day 1; AT —IL)
IX R TF=T

1E+04

£ 1000
% 5 —— 1,100 mg/m2, F1
L= —4— 2,200 mg/m2, F1
E —&— 3,400 mg/m2, F1
g 100 —— 4,800 mg, F1
= ~@- 5,600 - 800 mg by BSA, F1
‘é —&— 6, 600 mg, F1
T —s— 7,600 mg, F24
= 10
1
Time (h)
M5
1E+04 —
E lﬂﬂu_E :\__ el P __ i N B <
= 3 s T ——= —e— 1, 100 mg/m2, F1
s 2} —a —— 2, 200 mgfm2, F1
- - —=— 3, 400 mg/m2, F1
g 100 4,800 mg, F1
g = -a- 5,600 - 800 mg by BSA, F1
- ] —+— 6,600 mg, F1
5 1 —o— 7, 600 mg, F2A
= 10—
1 I I I I Ll I 1 I 1 ] I ]

0 - B8 12 16 20 24
Time (h)

Higl : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Figure 12.1, Figure 12.4
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F 2.7.2.2.1.2.1-1 STARTRK-1: BEHEEBICEFTIIX CLYF=TDPK/INT A —2 D
FE (B4 o)1 Day 1, #fa%CV, 95% CI)

Tmax” Cinax AUCo-24
Dose Group
(h) (nmol/L) (nmol/L-h)
100 mg/m? F1 Geomean 6.00 506 7170
N=5 CV% Geomean NC 52.8 34.1
CI95% L. Geomean 4.00 274 4750
CI95% U. Geomean 8.00 937 10800
200 mg/m? F1 Geomean 6.00 1340 19700
N=5 CV% Geomean NC 46.7 41.6
CI95% L. Geomean 4.00 770 12000
CI95% U. Geomean 8.00 2320 32300
400 mg/m? F1 Geomean 4.00 2520 38000°
N=10 CV% Geomean NC 45.2 57.9
CI95% L. Geomean 2.00 1850 24300
CI95% U. Geomean 8.00 3430 59600
800 mg F1 Geomean 4.00 3410 49600
N=9 CV% Geomean NC 52.7 50.1
CI95% L. Geomean 4.00 2330 34400
CI95% U. Geomean 8.00 4990 71300
600 mg - 800 mg Geomean 4.00 3100 41100
by BSAF1 CV% Geomean NC 4.61 17.6
N=5 CI95% L. Geomean 2.00 2930 33100
CI95% U. Geomean 4.00 3280 51100
600 mg F1 Geomean 4.00 1870 22300°
N=22 CV% Geomean NC 42.4 52.1
CI95% L. Geomean 1.00 1560 17600
CI95% U. Geomean 8.00 2240 28200
600 mg F2A Geomean 4.00 2250 31800¢
N=18 CV% Geomean NC 57.5 47.7
CI95% L. Geomean 2.00 1720 25000
CI95% U. Geomean 8.00 2930 40400

AUCq.24 = OFF i 20> b $ 5- 1224 ] & ~C O JE£ -5 ] Bl AR T I FE; Conax =8 & MLUIE PR NC = BH AR HE

4 Tmax =" RAE ; PN=8 ; °N=19 : IN=16

Geomean = (i E¥)ME; CI195% L Geomean = 242 D 95%EHE X [ T FRAHE; C195% U Geomean =2& (i) fE D
95% 5 X[ 1 FRfE

Hig: 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Table 13.1
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£ 2.7.2.2.1.2.1-2 STARTRK-1: BEEIIZEEEIZHIT2 MDD PK /X5 A — 2 DA EHIE (S 4
2J)L1 Day 1, #4{a[%CV, 95% CI)

Tmax? Cmax AUCo-24 M/P
Dose Group Actual Dose (mg)
(h) (mmol/L) (nmol/L-h) Cmax AUCo-24
100 mg/m? F1 Geomean 6.00 210 3180 0.296 0.375
N=2 CV% Geomean NC NC NC NC NC
CI95% L. Geomean 6.00 200° 3040° 0.287° 0.299°
CI95% U. Geomean 6.00 220° 3320° 0.305° 0.450°
200 mg/m? F1 Geomean 6.00 441 6560 0.331 0.333
N=5 CV% Geomean NC 54.8 60.6 72.6 74.6
CI95% L. Geomean 4.00 234 3280 0.147 0.146
CI95% U. Geomean 8.00 834 13100 0.741 0.761
400 mg/m? F1 Geomean 4.00 930 17800° 0.372 0.463¢
N=7 CV% Geomean NC 76.2 80.6 79.5 101
CI95% L. Geomean 4.00 497 7390 0.195 0.164
CI95% U. Geomean 8.00 1740 42800 0.711 1.31
800 mg F1 Geomean 6.00 1410 23000 0.413 0.463
N=9 CV% Geomean NC 84.8 84.6 80.9 88.0
CI95% L. Geomean 4.00 801 13100 0.240 0.259
CI95% U. Geomean 24.0 2480 40400 0.713 0.829
600 mg - 800 mg Geomean 4.00 525 7980 ¢ 0.169 0.193¢
by BSAF1 CV% Geomean NC 102 120 107 152
N=5 CI95% L. Geomean 4.00 184 1780 0.0570 0.0340
CI95% U. Geomean 6.00 1500 35800 0.502 1.10
600 mg F1 Geomean 4.00 461 6670° 0.247 0.276¢
N=22 CV% Geomean NC 94.8 90.8 70.7 80.3
CI95% L. Geomean 3.00 323 4480 0.186 0.192
CI95% U. Geomean 8.00 658 9940 0.327 0.397
600 mg F2A Geomean 4.00 622 10200f 0.277 0.322f
N=18 CV% Geomean NC 79.2 81.5 49.6 48.9
CI95% L. Geomean 2.00 440 6990 0.219 0.251
CI95% U. Geomean 24.0 880 15000 0.349 0.412

AUCq4 = OFF 550> 6 45 54 2485 [H] F T O R FE-BFIH] M AR TR, Conx =t 0 MBETHIRIE, MP=RZELHIZH 2 REmOE &,

NC=H H A~ fg

" Tmax =HRAE ; "N= 2D 7= O ERIEZFCH ; N=5 ; ‘N=4 ; °N=17 ; 'N=16
Higf: 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. In-Text Table 6, Table 13.4

2.71.2.2.1.2.2

BENENE 2.722.122- 1% 0F 2.7.2.2.1.22-21ZR-7,

REZRSEOEYENGRE
KE#S (A 2711 Day 14) DT X b L7 F =7 KON M5O -3 i 45 i HER % 11
2722122-11T7F, 72, RKEBREHOZX N7 F =T Kk M5®D PK /3T A —XZ DB

(HYREBRGROTZX N7 F =7 OIEYEHE
TX R 7 F =7 100~400 mg/m>M NEEHEL P A 600~800 mg % 5 L7=#% O E IR
REIZHBWT, =X U7 F =7 OMmFEHRE I G%2~60FH (FRff) CRRMICELE,
BHIZ FIRAIZH G LEBOTZX LI F =T D Chpa MOV AUCo24D AT FHIE 1T, 100
mg/m*7> 5400 mg/m* ~DEEIZE S TN L2, Crnax ORMTEEHE (T%CV) 1L H &100
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mg/m?, 400 mg/m*} OV & 1 #:800 mg TZ 412411040 nmol/L (50.4%) , 4030 nmol/L (60.4%)
. 1*4720 nmol/L (53.3%) Tod o7z, AUCo2®D EMFEHME (1%CV) 1XHE100 mg/m?,
400 mg/m?} OV & H £:800 mg T 14116800 nmol/Leh (66.0%) , 68500 nmol/Lsh (65.3%)
S V77300 nmol/Leh (72.7%) Toh -7,

FHEHPA100~400 mg/m? K& OVSEFRIZ G- S A7 [ & A #200~900 mg DFiPH C/RT —E T )L %
T2 B BIE O AT 2 F2hi L7285 2R, Cmax, AUCos& HITIRBEREDIXH DX N KR E Do
=boo, #aAEICHhE LML,

1H 1A EZOEFREBICBIT DX L7 F =T D AUCia®D Ry (X, BEFLEHELR
JVTLI52.11TH - 72,

PRFHMHIC S =, FEEHE600 mg (F2A Al OakR— MIBWTZX ML F=T7D
T 7BE (Crougn) DOFMEIZYA 27 /11 Day 8235 YA 7 L2 Day 14D TR E 2288372
Molzi=, A 71 Day8FE TIZEFRBIZEL TWDH EEZX LR (K 2.7.2.2.1.2.2-2)

(2) S # G- D> M50 3R e

100~400 mg/m?} OV & £:600~800 mg D L ¥ A > T FIHA| 2 B H IO KER D EE Lz & X,
M5 D Tpax D HIABIFTA~TRER T o 72,

A 271 Day 1412817 %5 M5O PK /37 A —H# (Cmax, AUCo24) DORMEEEI, HRIT
S THI U=, A FHEHiPH100~400 mg/m?, K& OVEEHE800 mg DL ¥ A NIBWT,
MS D Conax D /TR (&M CV%) 132141680 nmol/L (NC) ~892 nmol/L (36.9%) , &
2910 nmol/L (65.3%) T o7=, M5D AUCo D %A EHME (%M CV%) 1E, 100~400
mg/m* T1%12600 nmol/L (NC) ~16400 nmol/L (37.2%) , [#7EH E800 mg TiX49600 nmol/L

(62.1%) TH o7z,

EHRIRRBICHIT D M5D AUCuuaDHEFEE (Race) 151.46~3.96 DHIPH T o o 72, Race D 5]
CV%I1325.7%~93.1%ThH v, FRE~SEDOITLHEEZRLT,

100~400 mg/m? &% ONE & F £:600~800 mg (235N T, Cuax (2553 < M/P LL D&M (86T
CV%) 130.231 (65.6%) ~0.617 (58.1%) Td>7=, AUCo2ulliES< M/P LD EMEEIfE (5%
il CV%) 130.265 (65.6%) ~0.549 (NC) Th o7z,

HEROKERGHOTX N L7 F=T7 KO MSORFERIL, 2 L THRE~GE DMK
F’Eﬁ%@]%i—\‘ L/f:o
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2.7.2.2.1.2.2-1 STARTRK-1: REFBEEODIX FLYFZIRUNMOFRRIEIC & S FEHM
HPRE-BETOI74I)L (B4 2)L1 Day 14 ; X7 —IL)

X ML F=T
1E+04

—s— 1,100 mg/m2, F1
—— 2, 200 mg/m2, F1
® —«— 3,400 mg/m2, F1
+— 4, 800 mg, F1
~@- 5,600 - 800 mg by BSA, F1
—=— 6, 600 mg, F1
—a— 7, 600 mg, F2A

Median Concentration (nM)
E
=]
=

e —&— 1, 100 mg/m2, F1
S —— 2, 200 mg/m2, F1
—&— 3,400 mg/m2, F1
4, 800 mg, F1
~@- 5,600 - 800 mg by BSA, F1
__, —=6,600mg,F1
—e— 7,600 mg, F24

Median Concentration (ni)

100 ,

Time (h)
High : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Figure 12.2, Figure 12.5
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#2.7.2.21.2.2-1

FE¥E (B4 2 )L1 Day 14, #m%CV, 95% CI)

STARTRK-1: REFBREFRICEFTHIIX FLIFZTDPK/INT A= DM

Tmax® Chnax AUCo-24 CLss/F Day 14 Racc
Dose Group
(h) (mmol/L) (nmol/L-h)  (L/h) Cmax AUCo-24

100 mg/m? F1 Geomean 2.00 1040 16800 21.2 1.66 2.08
N=4 CV% Geomean NC 50.4 66.0 66.2 40.8 44.1
CI95% L. Geomean 2.00 489 6470 8.11 0.890 1.06

CI95% U. Geomean 6.00 2220 43900 55.2 3.10 4.06
200 mg/m? F1 Geomean 6.00 1530 22500° 29.6° 1.15 1.15°
N=5 CV% Geomean NC 79.5 96.8 97.0 61.5 77.6
CI95% L. Geomean 2.00 641 6180 8.10 0.567 0.386

CI95% U. Geomean 8.00 3650 82200 108 2.31 3.43

400 mg/m? F1 Geomean 4.00 4030 68500 18.4 1.34 1.58°
N=7 CV% Geomean NC 60.4 65.3 67.8 40.9 23.7
CI95% L. Geomean 2.00 2410 39500 10.4 0.929 1.18

CI95% U. Geomean 6.00 6750 119000 32.5 1.92 2.12

800 mg F1 Geomean 6.00 4720 77300°¢ 18.5¢ 1.42 1.57¢
N=6 CV% Geomean NC 533 72.7 72.8 42.0 23.0
CI95% L. Geomean 2.00 2790 34400 8.22 0.932 1.18

CI95% U. Geomean 8.00 7980 174000 41.5 2.17 2.08

600 mg - 800 Geomean 4.00 3030 50200 259 0.972 1.16
mg CV% Geomean NC 273 24.7 15.5 29.2 30.0

by BSAF1 CI95% L. Geomean 4.00 1560 27400 17.6 0.477 0.561
(N=3) CI95% U. Geomean 4.00 5900 91900 37.9 1.98 241
600 mg F1 Geomean 4.00 2740 43900¢ 24.44 1.54 2.11¢
N=17 CV% Geomean NC 58.1 63.9 63.8 43.7 35.2
CI95% L. Geomean 2.00 2080 31800 17.6 1.24 1.75

CI95% U. Geomean 8.00 3620 60700 33.7 1.91 2.55

600 mg F2A Geomean 4.00 3130 48000° 22.3f 1.35 1.55¢
N=12 CV% Geomean NC 80.3 76.5 76.4 47.0 49.1
CI95% L. Geomean 2.00 2000 28500 13.2 1.02 1.05

CI95% U. Geomean 6.00 4890 80800 37.6 1.80 2.29

AUCo.24 = O 0> & % 51224058 F COPRE-RE AR T i; CLo/F = EWREBIZB T 2N Loy s V7o

:/X; Cmax = %%Jfﬂlﬁﬁqjﬂ%}_g, NC= %Hﬂ*ﬁ?, Timax = %%Jﬁlﬁﬁqj{)i%}ﬁﬁhiﬁﬁﬁﬁi RALL:%$§$

 Tinax =" A 5 PN=4 ; °N=5; IN=15 ; °N=9 ; 'N=3 : eN=8
Hig: 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Table 13.2
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& 2.7.2.2.1.2.2-2 STARTRK-1: RIEHEEIZEITHMD PK/INS A —2 DEAFHE (Y4

2 L1 Day 14, #fa[%CV, 95% CI)

Tmax" Cunax AUCo.24 Day 14 Racc M/P
Dose Group
(h) (nmol/L) (nmol/L-h) Cmax AUCo-24 Cmax AUCo-24
100 mg/m? F1 Geomean 5.00 680 12600 3.24 3.96 0.487 0.549
N=2 CV% Geomean NC NC NC NC NC NC NC
CI95% L. Geomean  4.00% 402k 8310k 2.01k 2.74k 0.241k 0.282k
CI195% U. Geomean  6.00* 1150k 19000 5.23k 5.72k% 0.983 1.07%
200 mg/m? F1 Geomean 6.00 713 12800° 1.61 1.80° 0.467 0.569°
N=5 CV% Geomean NC 42.9 60.4 34.1 25.7 43.7 44.6
CI95% L. Geomean  0.00 428 5280 1.07 1.21 0.278 0.289
CI95% U. Geomean  8.00 1190 31100 2.43 2.70 0.784 1.12
400 mg/m? F1 Geomean 4.00 892 16400 1.16¢ 1.46¢ 0.249 0.273
N=6 CV% Geomean NC 36.9 37.2 71.6 78.9 27.0 39.1
CI95% L. Geomean  2.00 613 11200 0.523 0.259 0.188 0.184
CI95% U. Geomean  6.00 1300 23900 2.58 8.20 0.329 0.405
800 mg F1 Geomean 7.00 2910 49600° 1.98 2.59¢ 0.617 0.642°¢
N=6 CV% Geomean NC 65.3 62.1 55.0 25.8 58.1 61.6
CI95% L. Geomean  4.00 1560 24400 1.15 1.89 0.350 0.317
CI95% U. Geomean  24.0 5430 101000 3.40 3.55 1.09 1.30
600 mg - 800
mg Geomean 6.00 845 14400 2.20 1.89¢ 0.278 0.286
by BSAF1 CV% Geomean NC 89.0 96.2 37.1 NC 55.0 63.1
N=3 CI95% L. Geomean  4.00 127 1920 0.903 1.82 0.0777 0.0679
CI95% U. Geomean  8.00 5630 107000 5.38 1.96 0.998 1.21
600 mg F1 Geomean 4.00 634 11600f 1.34 2.028 0.231 0.265"
N=17 CV% Geomean NC 76.4 75.5 77.9 77.4 65.6 65.6
CI95% L. Geomean  2.00 447 8140 0.941 1.34 0.170 0.190
CI95% U. Geomean  24.0 898 16700 1.91 3.06 0.314 0.369
600 mg F2A Geomean 4.00 1250 240001 2.08 2.84 0.399 0.4991
N=12 CV% Geomean NC 89.6 97.4 81.7 93.1 116 142
CI95% L. Geomean 0.580 765 12800 1.32 1.47 0.221 0.223
CI95% U. Geomean  24.0 2030 44900 3.28 5.50 0.718 1.12

AUCo-24 = OB 20 5 #% 514 245 [ F COPREE-FER] AR T IH; Cmax =
A7 R B B R ER; Race= B RS, M/P=RZ{LIRIZ X T D O EIS

A Timax =FT A ; PN=4 ; N=5 ; IN=3 ; ®N=2 ; IN=16 ; 8N=13 ; 'N=15 ; IN=9 ; IN=8 ; "N=2 7= O {lHl B/ % 0

Hi#: 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. In-Text Table 7, Table 13.524%%

e ME PR L NC = FEHIREE; T = 0
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2.7.2.2.1.2.2-2 STARTRK-1: ITX FLOFZITDHRREIZLD FS 7 EEHTR (HEHE
IN—F)

—e— 1, 100 mg/m2, F1
—4— 2, 200 mg/m2, F1
—&— 3, 400 mg/m2, F1
—=— 4,800 mg, F1
5, 600 - 800 mg by BSA, F1
—+— 6§, 600 mg, F1
—— 7,600 mg, F2A

Median Predose Concentration (ni)

Hi#E : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. Figure 12.14

2.7.2.2.1.2.3 F1& F2A BFIDBEBREFHTICE TSR FIDBEZE=LLE

BRICHEREORG L2 EOX LI F =T H O MSOREFEE (Cnax X Y AUC21) 13,
FURLE %2 W T2 55 O 0 F2A BFIZ W 2GE K0 iRnZ EaRasive (& 2.7.2.2.1.2.1-1,
< 2.722121-2) , =X ML I F =T D AUCou®D KT EEEIT, FIHAITIT F2A AN
RTHIBO%IK > 72, MSD AUC24D FA XL, FIELKITIE F2A AN HE~THIZ5% KD
STz, FRNTICRI A ATREAIEFIEL DD 72 & EWATHEST A D7, FFHAIC M RANIXF% <
HDERmMOT D LITTE o7, WMEHFIFET M/P HIZKREXRZBITED biLeno Tz,
AUC24/ZF3 < M/P LD 8m M1 3 i BUAI R T0.276~0.322 TH » 7= (7 2.7.22.12.1-2) ,

EFRRAE (A 711 Day 14) (281 5 FIRHF & F2A AR GHEOWATIE 2T 72 L 2 5,
[f E 8600 mg OAFIZEG LizL =, FIRAITE A ®AIZK_RT=X N7 F=T70
Conax 135912%, AUCo2413599%/ NS < 72 % EHfEE S iz (3R 2.7.2.2.1.22-1)
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2.7.2.2.1.3  STARTRK-2i£E% : NTRK1/2/3, ROS1X (¥ ALK BEEEFEBHED
BERNABRANEEZXRE L= 1| A5 (5.3.5.2-1)

STARTRK-2:XBR1%, NTRK1/2/3, ROS1XI% ALK fl& s Bt oS « #i5B DOETE D AR
FraRG e U EBEILFESE 0 FHEERRBR Ch 5, AL, ZERLFRIEEHRAART v bl
Bre U CHEMSh, ARIOFDM, 2otk OSEYERE 2 5 L 72,

AR CTITAARNBEOF 11 AHRBRHEEH & (LIF, RP2D) TO AR K OV 2 % il
THZEEHWNE LY T AXYT 4 — %R E LT, YT AXT ¢ —13ARREBRIC BANZ BT
HENCFEMTHZ L EL, 3+ 37 VWA TEM LIz, V7 AZT 4 —%IZ3F0 B ANEEN
MBI RP2D Th 5 AAI600 mg 1 H1EREAKZO#K S Lz, 194 7 (28HH) H#% DLT
FHMERIRI E L, Z DM ToO DLT B AR LT-, B&k L723f26 o 8E5 1%, WEEITo-
» DLT fHMEHIE P ICh ik L2728, #Fl2flzi ek Lz, ZO% 7T AXT ¢ — T8I
SEID S B, FEYENHE D M A FTHE T db - 723610 B AN B OSEW e #E R 4 L ISR T,

2.7.2.2.1.3.1 HEREFOEYERE
B [a] % GO BN AEIE, P 1 711 Day HZE W TSR O 54818 £ TICERE L 72
i el 2 O TR L 7=,
AFNI600 mg ZHEFEHDO T X b7 F =7 KO M50 -2 ifn 4 o Sy i B HER & X
272213 1-11ZR L, FEYERE AT A — X DENEZFK 27221311 (=X L7 F=7) Kk
O# 2.7.22.1.3.1-2 (M5) 2R LT,

(1) HEEEROTX N7 F =7 Oy HhRE
HEREZEDOTX N LT F =T D Tne (FTRAE) 1X, K4 TH Y, Cra Rl FHIHE
(#(iT CV%) 131690 ng/mL (57.8%) T -7z,

(2) HEF 5B M50 HEY) B EE
H[EF G D M50 Tma (FHE) 13X, K6FFRITH Y, Cuna DYEMELE (2107 CV%)
I%, 326ng/mL (1702%) T -7z,

2.7.2.2.1.3.1-1 STARTRK-2 HARA substudy: BEHEEFIZETIIX LY F=T (&
B) BRUM (AE) OFH (x SD) mMBHREHRE (Y4 2)L1 Day 1)

(X b7 F=7) (M5)

CYCLE 1 DAY 1 CYCLE 1 DAY 1

4000 2000

3000 —

2000

1000

1000 —

Plasma entrectinib concentration (ng/mL)
Plasma M5 concentration (ng/mL)

T T T T T
0 2 4 6 8 : ; : :
0 2 4 6
Time after dose (h) "
Time after dose (h)

Hi# : 5.3.3.2-1: Pharmacokinetic Analysis Report. Figure 1, Fugure 3
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+& 2.7.2.2.1.3.1-1 STARTRK-2 BHA A substudy: BERIEERIZCHEITAIX LY FZJTDE
MENRE/INS A —4 (YA 9Ll Day 1)

Tmaxa Cmax
Subject
(h) (ng/mL)
N 3 3
Geomean 3.92 1690
CV% Geomean (1.97,7.95) 57.8

Trmax = %%Jﬁlﬁﬁl:'j{)%giuéﬁﬁﬁﬁﬁ 5 Crnax = %%fﬂlﬁﬁl:'j{)%g
W Tmax =" IAE R/, BOKIE) 27
Hi8f : 5.3.3.2-1: Pharmacokinetic Analysis Report. Table SC¢Z°

+& 2.7.2.2.1.3.1-2 STARTRK-2 HA A substudy: BERIZSEZHITSD MDEMENFE/NS A —
2 (Y4 2Ll Day 1)

Tmaxa Cmax
Subject
(h) (ng/mL)
N 3 3
Geomean 5.90 326
CV% Geomean (4.00, 7.95) 170.2

Trmax = %%Jﬁlﬁﬁl:'j{)%giuéﬁﬁﬁﬁﬁ 5 Cnax = %%fﬂlﬁﬁl:'j{)%g
W Tmax =" IAE R/, BOKIE) 27
Hi8f : 5.3.3.2-1: Pharmacokinetic Analysis Report. Table 72¢%°

2.7.2.2.1.3.2 REBREEFEOEYERE
RAE B G O ENRE (X, A 7 /L2 Day 1T THERT M O 514 854 £ TICERIR L 7=
iR 2 F TR L 7=,
AFI600 mg % 1 H 1A ER D &G K DY A 7 L2 Day WCBITHTX L7 F =T KO MSD
SEH M AE R R E RS A X 2.722.132-112 7 L, HPYBEEE T XA — X DEK A F
2.722132-1 (=X b7 F=7) KOEK 27221322 (M5) I[ZRLTZ,

(1) REHLGRHOTZX b7 F =7 ORYERE
FEBRGHEDTX P LI F =T D Tpee (THRAE) 1F, K2R TH Y, Cra DERMEEIE
((1T CV%) 1%, 1260 ng/mL (62.4%) ThH -7,

(2) KAE#H 5B M5Oy HERE
KA EH% D M5O Tnx (FRAE) 1%, F4BFECTH -T2, F72 M5O Cuax DL FEHMHE
([T CV%) 1%, 437ng/mL (94.5%) Th o7,
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2.7.2.2.1.3.2-1

Plasma entrectinib concentration (ng/mL)

#2.7.2.2.1.3.2-1

) BRUM (AE) OFy (= SD) mEBEHREMERE (B4 )L2 Day 1)

(=X ML 7 F=7)

CYCLE 2 DAY 1

4000 —

3000 —

2000 —

1000

Plasma M5 concentration (ng/mL)

04 T T T T
0 2 4 6 8

Time after dose (h)

(M5)

CYCLE 2 DAY 1

STARTRK-2 B A substudy: REFREHIZEFEIIX LY FZT (&

2000

1000

Hi# : 5.3.3.2-1: Pharmacokinetic Analysis Report, Figure 2, Fugure 4

Tmaxa Cmax
Subject
(h) (ng/mL)
N 3 3
Geomean 1.97 1260
CV% Geomean (1.95,5.95) 62.4

Trmax = %%Jﬁlﬁﬁl:'j{)%giu%ﬁ%?ﬁﬁ 5 Crnax = %%fﬂlﬁﬁl:'j{)%g
W Tmax =" IAE R/, FKIE) 27,
Hi8f : 5.3.3.2-1: Pharmacokinetic Analysis Report. Table 624 %

4

Time after dose (h)

STARTRK-2 BA A substudy: REERZREREIZCHEFAIIXNLIYFZID
EMBNRE/INT A—4F (YA 49 )L2 Day 1)
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+& 2.7.2.2.1.3.2-2 STARTRK-2 HA A substudy: REEEZRERIZE(TS MDOZEMEHRE/NS A
—3 (A4 2)L2 Day 1)

Tmaxa Cmax
Subject
(h) (ng/mL)
N 3 3
Geomean 3.93 437
CV% Geomean (1.97,5.95) 94.5

Trmax = %%Jﬁlaﬁl:'j{)%giu%ﬁ%ﬁ?ﬁﬁ 5 Crnax = %%Jﬁlﬁﬁ**{%}ﬁ
 Trmax :E':‘y%fﬁ (%/J\, %j('fﬁ) %%#o
Hi8f : 5.3.3.2-1: Pharmacokinetic Analysis Report. Table 824Z*

2.7.2.2.1.3.3 BARANENBEADNAERE EDFEYEIED LLE

ASGRER TR L 72 B RN DS AR O SR EhRE 2 SME S AR O3 EhTE & Ll L 7=,

AR TIE, AMEANBFED PK /X7 A —Z | IHF LTV RN =8, STARTRK-17ER TR H 4L
TWz F2A #1600 mg Z Hi[EIE G & O H 5% OEFIREE (Y1 711 Day28) 12815
Crmax &R U7fER AKX 2.7.22.133-1 (=X b7 F=7) KUK 27221332 (M5) (IR
7

ARANABEICBITIAZZX N7 F =T KO M5D Cna 1%, BIEERESN TS HOD,
HAEANRAVEBEDIXL DX E2EBE TS L, FEFRBETHL EEZLND,

2.7.2.2.1.3.3-1 BAAENEABZBOEEREICETSAIX LI FZINBRRELEK

Entrectinib Cmax

First dose Steady state
5000 - 50000 -
o
ADOO A000
) )
3000 o o 2000
E £
2 2
— -] —
5 2 & 2
= 2000+ £ 2000 - o &
L] a o
[+] =] Q o
o
1000 - o E 1000 - E
8 8
o
0 o

T T T T T T T T
Japanese Non-Japanese Japanese Non-Japanese

FElX A 71 Day 1, £X : %A 2712 Dayl (Japanese) , - 2 /L1 Day28 (Non-Japanese)
Cinax = e LA P AL
Hi8f : 5.3.3.2-1: Pharmacokinetic Analysis Report. Figure 9
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anp
o

X 27221332 BAAENBABEBOERREICE TS WOBESLLER

¢

M5 Cmax
First dose Steady state
2000 20400
1500 1500
) )
g o o £
] 2 ) o
8 o
E 10004 E 1000
Ed @ o
E £
S~ re ]
o o
o
a (=]
500 o 500 =
0 8
] ;
i (I
T T T | T T T T
Japanese Non-Japanese Japanese Non-Japanese

X %A 71 Day 1, £X : %A 272 Dayl (Japanese) , H - 2 /L1 Day28 (Non-Japanese)
Cinax = Fer LA P AL
Hi8 : 5.3.3.2-1: Pharmacokinetic Analysis Report. Figure 10

2.7.2.2.1. 4 STARTRK-NG RE& : BRXFHEMEDERINABREERRE LT:
% I/Ib #8588 (5.3.5.2-4)

STARTRK-NG #BRI%5/3— b THERR S 7= sk ILFFE PR 25 U/Ib FHFER CIEE M By &%
WHNREFRIIFEVFERE LR E LERBRTH D, B 1HARER (S—FA) THEHOTEROF
HEZ 6T, B ETIXEAEOBHBAEE N ABE Zx5 L LT, MTD £7-iX RP2D,
SREHRE N OV M2 il 3 2 i sl & U C3Eh L7, JEKEE Ib #H3BR TlT NTRK
1/2/3, ROS1F721% ALK FtA B TBEMEDIFRMEMIERE O BE (N— K B) , MfRIFEMaED
BE (%=1 C) KUY OAEEEMIE TldZe v NTRK 1/2/3, ROS1% 7213 ALK &fx 1-@ta by
PEOBEESNE N AEE (8= K D) ZBITHAANZ, MA T, @HMEERZ L Tnzn
N TN EWT CERVWBRE L RET H-OOWERM L arRk— K~ (OS—FME) ZEHE L7-,

N— K A IZBITDHEWEIZBWT, 2@ TORFIIAKZEFLILICIALR, 48 (28H)
A 7 NVTRIEROHES Lz, AFE250, 400, 550% 8750 mg/m*D & THE ST,

P A 7 NUTBNT, EYEREOF MO - DI 510 B O 58105 & 54240 £ ¢, #
H8HH, 15HH KU22H B OGN A Eii Uiz, A 27 Aick8nwTix, #E51BHO
B HRI DR G424/ £ CRILAZIT 72, TOHETOY A 7 D1 H HOKSRN R %
Eh L7,

2.7.2.2.1.4.1 HEREFOEYERE
HEEGHOTX N L7 F =7 KO MSOFEIMBEFSEYREHER %X 2.7.2.2.1.4.1-11TR L,
HZHERICB T 2EMBENEE T A — X OEHE K 27221411 (=X L I7F=7) KOEK
2.722.1.4.1-2 (M5) 2R L7,
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(1) =X kL7 F=7DHEyE)kE

HERGZDOTX N7 F =7 O Tna (FRAE) X, £ TOHER TARFHTH 72,

TX ML F =T D Coax DEMTELE (0] CV%) 1%, 250 mg/m? T1130 nmol/L (70.6%)
750 mg/m*T4190 nmol/L (25.7%) & 720, MHEOHEIMIIf N B Lz, [FAERIC AUCkLD %
A SE¥IfE (5T CV%) 1%, 250 mg/m® T2930 nmol/Lesh (60.2%) , 550 mg/m?> T 13400
nmol/Leh (5.0%) & 720, MAEDOEINIIEWN EF Uz, £72, AUCou?D S FEEE (S
CV%) 1%, 400 mg/m’f&% 550 mg/m* & 5REICHB W TORE LN, ZE422500 nmol/Leh
(44.3%) 33 1141000 nmol/Leh (40.1%) THh -7,

(2) MSDIRY)HEIRE

R 5% D M5O Toaee (FHRAE) 1, 250 mg/m? & M550 mg/m?D & T4 TH D, 400
mg/m*} V750 mg/m?? il & TR Th - 7=,

M5D Cax DEATFEME (1T CV%) 13250 mg/m>T305 nmol/L (81.3%) , 550 mg/m>T
1190 nmol/L (165.6%) & 720, HEOHII WV EF- L7z, 750 mg/m*lZ31F % Crax 12653
nmol/L (15.7%) & 72V, 550 mg/m22)> & OHIME TR & 720 o 72,

AUC).cD ST EYME (B0 CV%) 13250 mg/m?(Z35V 1T 1230 nmol/Leh (41.7%) , 550 mg/m?
T4310 nmol/Leh (169.9%) ToH -7z, 750 mg/m*Z 51} 5 AUCoF2190 nmol/Leh (26.9%)

L7200, 550 mg/m* b OEEAMEMII R S 2oz, £z, AUCoau® B FE¥IE (5
CV%) 1%, 400 mg/m’f&% U550 mg/m* B 5REICHB W TORE LN, ZE412100 nmol/Leh
(40.9%) 35 1144300 nmol/Leh (442.0%) T -7z,
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2.7.2.2.1.4.1-1 STARTRK-NG: BEIEEFIZEFHIIX LY F=T (LR RUM (F
) oFy (£ SD) MmIFFREMR (V4 7)L1 Day 1, AHRT)

IX R TF=T

1E+04—=
10004 |3
= 3 Part A 250 mg/m**2 (Escalation)
E_ B == Part A 400 mg/m**2 (Escalation)
5 7 | == Part A 550 mg/m**2 (Escalation)
2 E Part A 750 mg/m**2 (Escalation)
100 —
I L S N R AL P
0 4 8 12 16 20 24
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1E+04—=
1000

1 ||1u|,|,|
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Higf : 5.3.5.2-4: CSR6.1.1 Figure 4, Figure7
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% 2.7.2.2.1.4.1-1 STARTRK-NG: BEIZSRKICHEFTEIIX LI FZIDEYEFE/NT A —4
(4 42JL1 Day 1)

Tmaxa Cmax Tlasta AUCIast AUCO-24 AUCO-G
Treatment
(hr) (nmol/L) (hr) (nmol/L*h) (nmol/L*h) (nmol/L*h)
Part A 250
mg/m? N 3 3 3 3 N/A 2
(Escalation)
Geometric Mean 4.02 1130 23.4 7990 N/A 2930
cv /"S:::em (4.00,6.00) 706  (5.98,2350) 475 N/A 60.2
Part A 400
mg/m? N 3 3 3 3 2 2
(Escalation)
Geometric Mean 4.00 1960 23.4 13600 22500 6450
V% S:::e"m (2.07,6.00) 287  (5.83,24.00)  114.0 443 23.1
Part A 550
mg/m? N 7 7 7 7 3 7
(Escalation)
Geometric Mean 4.08 3280 23.4 44400 41000 13400
V% S:::e"m (2.00,5.83) 462  (22.5,24.00)  56.3 40.1 51.7
Part A 750
mg/m? N 3 3 3 3 N/A 3
(Escalation)
Geo Mean 4.03 4190 6.00 25000 N/A 16000
cv /"S:::em (4.00,6.00) 257  (6.00,23.97) 895 N/A 5.0

Tinax = Foe e MUHE P R B B R, Conax = FEIMIE PR L, Tie =IRET — Z 235 B N7 e A&HF AL AUC g = OFF A
DURLET — X DG 5 AT I AR iU C O B AR T i, AUCo-24 = ORF AR B $¢ 554 24 RE [ & C O YR L - IR
HR T I, AUCo.6 = OFF AT & £ 582 65T &= TR EE-Re R R il NJA = B HARRE

* Tinax 33 KON Thast (X SAE (oK, /M) TRLULTZ,

HiH: 5.3.5.2-4: CSR6.1.1 Table 11
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#& 2.7.2.2.1.4.1-2 STARTRK-NG: HEIZE5FICET D MBDOENHE/NS A -2 (B4 )L1

Day 1)
Tmaxa Cmax Tlasta AUCIast AUCO-24 AUCO-G
Treatment
(hr) (nmol/L) (hr) (nmol/L*h) (nmol/L*h) (nmol/L*h)
Part A 250
mg/m? N 3 3 3 3 N/A 2
(Escalation)
Geometric 4.02 305 23.4 2580 N/A 1230
Mean
CV%
Geometric  (4.00, 6.00) 81.3 (5.98, 23.50) 286.8 N/A 41.7
Mean
Part A 400
mg/m? N 3 3 3 3 2 2
(Escalation)
Geometric 5.83 886 23.4 6910 12100 2750
Mean
CV%
Geometric  (2.07, 6.00) 36.7 (5.83, 24.00) 129.5 40.9 120.1
Mean
Part A 550
mg/m? N 7 7 7 7 2 7
(Escalation)
Geometric 4.03 1190 23.4 18200 44300 4310
Mean
CV%
Geometric  (2.00, 6.00) 165.6 (22.5, 23.4) 162.3 442.0 169.9
Mean
Part A 750
mg/m? N 3 3 3 3 N/A 3
(Escalation)
Geometric 6.00 653 6.00 3810 N/A 2190
Mean
CV%
Geometric  (4.03, 6.00) 15.7 (6.00, 23.97) 112.0 N/A 26.9
Mean

Tinax = Fe e MUE P R B B FERE]; Conax = BB PR EE; Tue =IRET — Z 235 5 N7 e A&HF AL AUC gt = OFF A
DIRET — & NG D VT B KR R E T O EE-RE R IR T, AUCo-24 = OB A5 B £ 514 2451 & T O YR EE-RERET b
R ; AUCo-6 = OB 50 & 3 574 6151 & TR FE-FERT AR T i, N/A = B AR

 Tinax 3 £ O Thast 1L RAE (e KAE, /M) TRLUTE,

HiH: 5.3.5.2-4: CSR6.1.1 Table 12

2.7.2.2.1.4.2 REBREEFEOEYERE
REHRGREOZX M7 F=7 kO M5O MBETREHE 2 2.7.2.2.1.42- 11T 0L, FTz,
ERERECB T 2HEMBENEE T A — X OFEH 2K 2.722142-1 (X FLI7F=7) KOEK
2.7.22.1.42-2 (M5) 2R L7,
AT ATRE 72 BB 3 1~301 L IEFN AV EBTH D Z LIz, X6 &N KRERT—4LEF
N5, B0 PK/RT A—Z DERKZR B EMIINESETH - 72,
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2.7.2.2.1.4.2-1

STARTRK-NG: REHZSEFICHEFEHIIX FLYF=T (L) RUM (F

) ¥y (£ SD) MmIFFREMR (V4702 Day 1, AHRT)

IX R TF=T

1E+04

1000

z
=
o

§ -
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=4
o
L1
=
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Hi# : 5.3.5.2-4: CSR6.1.2 Figure 10, Figure 13

Part A 250 mg/m**2 (Escalation)
== Part A 400 mg/m**2 (Escalation)
=8= Part A 550 mg/m**2 (Escalation)

Part A 750 mg/m**2 (Escalation)

Part A 250 mg/m**2 (Escalation)
== Part A 400 mg/m**2 (Escalation)
== Part A 550 mg/m**2 (Escalation)

Part A 750 mg/m**2 (Escalation)



Entrectinib 2.7.2 ERIEFRFER Page 49

% 2.7.2.2.1.4.2-1 STARTRK-NG: RERESERKHICEFEIIX ML FZIDEYEFE/NT A —4
(4 49JL2 Day 1)

Tmax® Cmax Tiast® AUCast AUCo-6
Treatment
(hr) (nmol/L) (hr) (nmol/L*h) (nmol/L*h)
Part A 250
mg/m? N 3 3 3 3 1
(Escalation)
Geometric Mean 1.98 2250 5.98 11400 8750
CV% Geometric 1 5 6 00) 55.6 (5.92, 8.00) 59.3 N/A
Mean
Part A 400
mg/m? N 2 2 2 2 1
(Escalation)
Geometric Mean 3.99 2000 5.95 7590 8870
CV% Geometric 5 g 4 og) 1.3 (5.82, 6.08) 24.6 N/A
Mean
Part A 550
mg/m? N 2 2 2 2 1
(Escalation)
Geometric Mean 6.63 934 6.63 3870 4760
CV% Geometric 5 1, g 13) 93.6 (5.12, 8.13) 144.4 N/A
Mean
Part A 750
mg/m? N 1 1 1 1 N/A
(Escalation)
Geometric Mean 5.82 5050 5.82 24900 N/A
CV% Geometric N/A N/A N/A N/A N/A
Mean

Tinax = Fe e MUHE P R B B EERE ], Conax = BB PR EE; Tue =IRET — Z 235 5N T2 e A&HF AL AUC g = OFF A
DIRET — X PG DN TR R E CORME-RRI AR T, AUCo.s = OFF D & B 512 6HE#] & C O J -y
HR T HE; N/A= FHAREE

* Tinax 33 KON Thast (X SAE (oK, /M) TRLUTZ,

Hi8: 5.3.5.2-4: CSR6.1.2 Table 13
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& 2.7.2.2.1.4.2-2 STARTRK-NG: REREFIZET L NDENERE/NS A—42 (A U)L2

Day 1)
Treatment Tmaxa Cmax Tlasta AUCIast AUCO-G
(hr) (nmol/L) (hr) (nmol/L*h) (nmol/L*h)
Part A 250
mg/m? N 3 3 3 3 1
(Escalation)
Geometric Mean 5.92 626 5.98 3330 2890
CV% Geometric 5 g8 6 00) 68.7 (5.92, 8.00) 69.9 N/A
Mean
Part A 400
mg/m? N 2 2 2 2 1
(Escalation)
Geometric Mean 3.99 1070 5.95 4650 3290
CV% Geometric 5 9y 4 gg) 76.8 5.82, 6.08 49.2 N/A
Mean
Part A 550
mg/m? N 2 2 2 2 1
(Escalation)
Geometric Mean 6.63 707 6.63 3140 2280
CV% Geometric 5 1, g 13) 11.7 (5.12, 8.13) 28.2 N/A
Mean
Part A 750
mg/m? N 1 1 1 1 N/A
(Escalation)
Geometric Mean 5.82 604 5.82 3040 N/A
CV% Geometric 5.82 N/A 5.82 N/A N/A
Mean

Tinax = Foe e MUHE P R B B R, Conax = FEIMIE PR L, Tie =IRET — Z 235 B N7 e A&HF AL AUC g = OFF A
DIRET — 2 PG DN TR R E CORME-RRI AR T, AUCo.s = OFF D & B 512 6HEH] & C IR -y
T HE; N/A= FHAREE

* Tinax 33 KON Thast (X SAE (oK, /M) TRLULTZ,

Hi81: 5.3.5.2-4: CSR6.1.2 Table 14

2.7.2.2.2 R R IR ER
2.7.2.2.2.1 EREREYFRE
2.7.2.2.2.1.1 CA14707588% : 2FINA, BERUS VY TSV —ILHEERK

ANZBFT2HEFABEINAFTTRASE) TAIZRIFTHE
(5.3.1.1-1)
CA14707:R8/1%, 2.7.1.22.11C70# L7,

2.7.2.2.2.1.2 RXDX-101-04545% : BAAEBADRBEHREREFICES (T 5HEXH
NAFTTRLASE) T4 RUBEDEE (5.3.3.1-1)
RXDX-101-04788%1%, AARANKROEANDOEERAFMEZ, F2A ®#HZHNTZ=X L7 F=
7" 400 mg M ('600 mg & ZEERFHC &S, H D\ NE600 mg & A% ICHREE LT, XM
NRAFTR_AZEY 74&01%@1 EDIRAIT D & &b, ARFHEIEGREO S A F 7 A
7t UT A ICERENRIETHELIMET 28 1/, FEER, HREERSRBRTH D,
#F1H 0 Day 112, ﬁ{”ﬁ‘%*lﬁ T EITo72, T XTOWERE] ﬁb —WhAR A 12 IS 400
mg ZH[EE G L=, F280 Day 1 GRER1I0H BH) 121%, RIEZ & EoiReE s LT,
— WA % UL RN ORI R % ITAA] 600 mg 2 Hi[E#H 5 Lz, 335@ Day 1 (GABR19H H)
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IZHEBRE DIREEZ Y 2, BREORBICET L7 n A4 — —3Hli &2 306 L=, AFIDO&E D
AWML, 9HMOKREIM 27T 72, KRG, KOEGH 120050 £ TOMmEE 2 5
B L7, AERBRIT F2A 85124 7=,

AH| %600 mg OHETHARAKOHANDEMRANENENRBNCHER ARG LIz ED
MAEFIREHERS 2 X 2.7.2.2.2.1.2-1 (ZERKRE) KX 27222122 (B%#FS5) ([ZR7,
TX F I F=TIEIREGHZECOICRIN S 4, #5005 EN D MR L7 F =7
DI ST, Tonax D P RAFII3~SHEE T o 72, AHI600 mg & Z2 R ICHR G- Lim L & DT X
L7 F =T OMIERENE, SEHHE S L THARAKR DA AERE TEREN, 183
KOR02FFITH Y, 1FZIEFREETH -T2, =X M7 F =T D AUCiwe DML, AAAN
EANBERE CRIERTH VY, AANIHT D HERANOHHIANA FT XA Z 8T 11, 400 mg
72l 600 mg ZZHE % 600 mg B SHHIIBUNTEILEILI00%, 98.3%% 1096.1% Tdb - 7=

(3 2.7222.12-1) ,

BOEG%, =X ML 7 F=TO—EIXTEENRHY MSIZEELE S, M5O T O FHAE T HE
543 5~51 IO Th - 72, ZEHEIRFIZ600 mg %G Lz & &, B AMRBRE L OV H A AN BRE
T, M5O AUCintlZW TN H X L7 F =T DF30% TH -7,
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2.7.2.2.2.1.2-1

RXDX-101-04: BHAARUBEAIZAEH] 600 mg (F2A &#E|) % ZEREEFICHEE
BELEEEDIX LY FZIRY WWOHRREIZLZMBRRE-RMTOT 7 1)L (ZEH,

SR —IL)

IX R TF=T

Entrectinik, 600, Fasted

1E+04 —
5 1000 ;ﬁ‘t_-_ N
2 3 . Medizn v Tims
= ] . —s— Caurssian
C e
= L | o -a— Jgpanase
. i,
¥ 100 L
3 o
] s
] e
-
1a T T T T |
0 24 48 72 aG 120
Time {h}
M5 RXDX-101-M5, 600, Fasted
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'
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£ 100 | \= ".-;;__:‘___‘ ] —a— Caucasian
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3 T
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1} 24 48 Fr a6
Time {h}

Hi8f: 5.3.3.1-1: CSR Additional Reports (Pharmacokinetic Report). Figure 13.2, Figure 13.9
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2.7.2.2.2.1.2-2 RXDX-101-04: BAARUVBAIZARH 600 mg (F2A &E) ZRZRICEHEEE
ELEEZDIX LY FZIRUMOTREICEZ2MFEFRE-FE IO 70)L (B, =

IX R TF=T

R H5—)IL)

Entrectinily, B0, Fed

1E+04
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- s
T | .
£ 100 T
= e
3 g
10
= T l T |
1] 48 72 96 120
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= 100 e == SRR
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¥ I -4
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L= I T T |
] 43 72 a6 120
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Hi8f: 5.3.3.1-1: CSR Additional Reports (Pharmacokinetic Report). Figure 13.3, Figure 13.10
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& 2.7.2.2.2.1.2-1 RXDX-101-04 : RIEMENIX FLI FZTOBRBEICKRIEZTEE

Group N PK parameter Geometric Mean Geometric Mean Ratio (Japanese/
(Japanese/ Caucasian) (%)
Caucasian) Japanese Caucasian Ratio 90% CI 90% CI
(lower) (upper)
400 mg, 12/12 Cmax (nmol/L) 1740 1520 114 95.7 137
fasted AUCo+ (nmol/L*h) 31900 31500 101 82.5 124
AUCint(nmol/L * h) 32200 32100 100 81.7 123
600 mg, 12/12 Cinax (nmol/L) 2170 1920 113 87.3 147
fasted AUCo- (nmol/L*h) 40300 40700 99.1 73.2 134
AUCint(nmol/L * h) 40800 41500 98.3 72.4 133
600 mg, 12/11* Cinax (nmol/L) 2200 1950 113 98.0 129
fed AUCo- (nmol/L*h) 47200 48800 96.8 79.2 118
AUCint(nmol/L * h) 47800 49800 96.1 78.1 118

*OERE1-00813 5528 (600 mg BEEE) [CBMUARD o772, fEITRRICE DRz,
Hi ¢ 5.3.3.1-1: CSR11.4 Table 6

EIEENTX MLy F =T ORFEEICKTTHEL, AE600 mg THaT L7z, @EHE
ZERBICAFEZERE L&, TX ML I F =T D Cuu 1 TZEMERCERE LTZBE & RIFRE
Tho7eDy, AUCh IFHEARANLTAANERE L b E TR (F120%) (£ 2.7.2.2.2.1.2-
2) o FTBBEERFTCIE, Toa D 12FFEELS o7,

% 2.7.2.2.2.1.2-2 RXDX-101-04 : BENIX FLYVFZTDBREEICRIFTEE

Group N PK parameter Geometric Mean Geometric Mean Ratio (Fed/Fasted) (%)
Fed Fasted Ratio 90% CI  90% CI
(lower) (upper)

Caucasian, 600 11* Cinax (nmol/L) 1960 1910 103 87.0 122

mg AUCo (nmol/L * h) 49400 40900 121 101 144
AUCinf(nmol/L * h) 50500 41700 121 101 145

Japanese, 600 12 Cinax (nmol/L) 2200 2170 101 81.7 125

mg AUCo (nmol/L * h) 47200 40300 117 95.6 144
AUCinf(nmol/L * h) 47800 40800 117 95.8 144

* BRERE 1-008IZEHA I Z W A 5 DIRREDO T —Z NG LR 727280, fRNT ) BRI LT,
Hi ¢ 5.3.3.1-1: CSR11.4 Table 7

AARNKL A ANBERE ORS T, =X b7 F =7 OBREFEEDNHEIC Lo THEIM L2, &
At U7 JH S Tl IS L 723 Lo 7z,

2.7.2.2.2.1.3 RXDX-101-0558E% : BERANIZH T H[“CIZX FLYF=TD
WU, RBRUHEM (5.3.3.1-2)
RXDX-101-053881%, BB A BHEICKIT H[MCl-=X b7 F=T7OWIL, 1R, Heitic
OWTHRHTT D7 0ZEESME T CEM Lz, EER, HIEERS, 1HRBRTH- 7,
Day 11C, I I B .
E[MCl-=X R L7 F =7 200 mg (§967 uCi) ZRALIZbOEEHT LY
TR V3ME, T BHE600 mg D[MUCl-=X L7 F=7 (1200 pCi) EFAKE L7z, Mg,
PR B OB UR & P 546 144050 (Day 7) £ COMBF S CEREL, MUEE (0%, 4, R
OF#EMERE) Lo xX MUy F=7RE (LR OIRER) #0E Lz, K7 a7 7 A%
B, REOFEFEBUEHZ DUV TR L 72, 1RBR I FH I I HLE 3 5 IBFE AL HEDS Day 71272 > C
BT SN2 WA, IBREERYER T S D T, IR ZOARYBE A REIZH (Day
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14) L7225 E£T, ke L TREOEMEREB 2 R LT,

(1) ZEMEHREDOHE R

fEEERE N BIEBRE BN [UCl-= X L7 F =T HEROKRE LI- & &, &5%31205H
FTIZ, R EFEMEREZ A DY THRAEEDRIS6% N BN X4, 3.06%03 KT, 82.9% AN HH
WEIR &7 (0 2.7222.1.3-1) o BE#H264FE TOZX ML 7 F=7 KO M5O FEFHE
MRIIARF| O G &I LT, TREN35.7% K V221% Th o712, - T, FEEF~DOHE
NEFERMIBRBECTH D Z EPNRB I,

2.7.2.2.2.1.3-1 RXDX-101-05: [“C]-TX kLU F=7 600 mg ZHEROAKLEEDERV
FRAA~D R R

Mean Recovery vs Time

100.0

B0.0

60.0 —a—LUrine
H ——eces
=
o 40.0 Total
= |
o
R 200

0.0 -.—{0—'—”—'_'—'_'_‘—‘—'_'_'

0 24 48 72 96 120144 168 192 216 240 264 288 312
Time (h)
Hi# : 5.3.3.1-2: CSR11.5.2 Figure 11-1

[“Cl-=X FL 7 F=THHEEREAOKRE Lz & &, BEEITESCHITWRIL S, 300% 05
HHRE M A TR FTEE L 720, Tmax O H YA H & OMLAE H C 2 L2 I8 5124 K O3 IRF
MThHot- (¥ 2.7222.1.3-2) , AUC K Coax D MLi/MEELIZFI2 TH Y, [Cl-=X LY
F=TICHRT DR RCEDRIMERIZHE G LI Z £ 2R L TWA, EF R O2fFicks
DU RE O X R, E 24 3R L U225 Th - 72,
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X 2.7.2.2.2.1.3-2 RXDX-101-055%E% : M - MiFchistae, MFPIX FLOYF=T, &
VImERMEE IO 74 )L (RR{E ; A5 —IL)

1E+04

i0o0

Median vs Mominal_Time
M5
=i Plasma Radioactivity
— RXDX-101
WB Radioactivity

100

Median {rmoljL)

10

Maominal_Time (h)

RXDX-101= =X f L7 F=7 ; WB= 2IfL
Hi# : 5.3.3.1-2: CSR11.5.3 Figure 11-2

TX NI F=TIFHRNITRIN S 4, 300% 00 M CRIATREE 72D, Tmax O FHRAHE
TG R CTH o7, WINEDOZX ML 7 F=TD7 )T Z A%, 36.1 L/h & HEET
Hole (FMFEETH 590 Lh DKI40%) , FHEoAARFEITI61 L T, AFNIENTIA < 45
THEEZ DN, =X M7 F =T ORKRFMAERE OFELEIL, K18.5KH Th o7z, Mk
D AUCo24, AUCint 2 T Cinax DI, Z 4124122600 nmol/L-h, 36600 nmol/L-h & T*1810
nmol/L Th -7, MBEHF D Chax XY AUCint IZBET 2N RIS T A =X ML 7 F=T Dl
I, ERZE0.6055 00364 TH Y, Tmax OFFACTHFER ML FIZFRD DAL HERE D K03 —
X LI F=TICHET DI EERL TR, R ORIBREBIIREKRI D L Z0 o7z,

il A F AR TH D MSOMIEFIZEBIT D Tmax PRAEITEE G %A TH o 72, ZHT
MAEFIZBITL2ZX NI F =T D Thax PRIED1IRERIZ TH Y, =X F L7 F =7 ORI
MSNTHRMITAER SN2 L2 /R LTS, MSOFKKEF RSN IF43 9 I TH Y, KE
BELZEXICMSOERMIT=X ML F=7 L L TEWEEZ BN, MEF D Cou
KON AUCins \ZBET 2 MR BEIC 395 MSD L, £ 24101222 T0.131 TH - 7=,

Be 5 U= RE DRI3% DN R IS HEE S 4, Z D 9 BRIS0%H3 % 5-1% 24 R LLN I [ S vz,
BeH%216FF B £ TIZRPICHIIt SN/ X L7 F =7 0EE (f) 13/0314%THY, =
XML F=TOEKICEZ VT T ARITEAEHEEL TWRWZ LR E N,

Q) R#t~7 v 7 7 A NV ORGHE R
[“Cl-=X L7 F=7 200 pCi Z M H L THEFEMR A BT IC=X L7 F=7 600 mg
FHEERG L L X, v MSES, RPLOEFEF TEFHSOOMHFFEY — 27 BN b,

o BEHO2UAFFHOMBEEAKEZ®EL T, =X M7 F =73 EERM PO EE2 %5y (0-24F5 ]
7 — VIR T RE D 68.6%) Th o7,

o WATFIULRHHTHLS MSIE, & NEFOFELRRFMTH Y, 0~24FFH D 7 — L il
B CRBRED11.5% % (5D Tz, IR ~OPEEITHR 5 & OK22% Th > 72,

o TXRNLIF=TDN-ZNLIZuVBRAEKRTEHD ML, BGESFFRICEEIEmZ R L,
0~24H5E [ D 7 — L i HEFEH P TR RE D 18.6% % (58 T =, MINEAEER IfL Tk E 87
R ThH o720, FRF~OPEMEIIR G BEO 1% TH - 7=,

o MSUANDZX ML F=TOFEERMRHWE LT MILE M2O2FEREN FICHEFEH 2B S,
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85 U= R RE Ik 2B AT 2 15% & TN0% T Hh - 7=,

2.7.2.2.2.1. 4 RXDX-101-0758E% : HFIMARUVBENMEERANIZEH TS PKIZ
RIFTEE (5.3.1.1-2)
RXDX-101-07z88B 1%, 2.7.1.2.22125# L7,

2.7.2.2.2.1.5 RXDX-101-1558E% : HEFNIMARUVBENMEERANIZEH TS PKIZ
RIFTEE (5.3.1.2-2)
RXDX-101-153881%, 2.7.1.2.2.5125#k L7,

.2.2 FY)-E Y48 B E A D s
.1.2.2.2.2.1 RXDX-101-095E% : BERAZHE ELI=50V TS V- E
@ DDI X8 (5.3.3.4-1)

RXDX-101-091%, A BMEZ %ISR E LT, ZEEIFICHEMIIT Y 77—V e L
T FOORAN 25 L= & S ORI AL AT XA T8 T 4 23T 5, HEER, 7521k,
2821 7 o 2 A — = BRTH 5, BHRE 2 W T OB GIAF (RAIHAO#%IZ10 B L
FOREHBZBNTAE + TV 77—, BHLLIZZFDOWDIEF) (2T & LIZEND
(7=, AFOES A1, HARSOEAIIEGHO Day 1L L, FHAERSOLEITIT VT
T = REHIMT (OHRM) ® Day 5& L7z, FEEE LICARIOREICH X, PK i
D723 D MLk B 2 12005 £ CTERER L 72,

AN 2 2RI HERE OG- L2 & &, Toax QP RAEITI3RHI T -T2, KEET Y 75
Y=L 30 mg EOPFHTHERRAOKG LIz X, =X R L7 F =T O Tmw ©FIRAEILSFEF# T
bolz, 77T —=NEHHATICET DX N7 F =7 OIS O S EITHI208F
6, ) CL/F 1320.0 L/h, P V/FII568 L ThoT-, TV 77— APFHTICBITH=X
N7 F =T D tip, CLIF KO Vz/F OEHMEITZ 21205, 28.2 L/h X TU848 L TH Y,
T T T EPAERES LESBATH, ©X ML Fo T OERFEINTITEAEE L
o7,

FUIT T ABRATEROEFHFCTZX L7 F=7 O EBIIEHEHEY MSIZZE# X
AU, MS5D Tmax DHFRAEIT=X N L7 F =T EEHSEEH TH o7, M5O AUCins 1235 < BREZ
&L, 7oV 7T =IO T CIEREIEDKI29%, T2 7T — BT TIERE N
RDKIZZ% TIH -7,

R FAOREHM RS R D, EEAME T CAAZ T Y 7T =L G LT & &, AFI B
HRFLHE L CTZX P L7 F =7 D AUCint LT Crnax 1T Z I 4125.5% K U23.5%I800 L= (3
2.72222.1-1) ,
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% 2.7.2.2.2.2.1-1 RXDX-101-09 : 5S>V TS V—IMNIX FLIFZTOBREEICRIFZTE

£88
Geometric Mean Geometric Mean Ratio
(K#H + SV FF—n
Test vs. Reference PK parameter ARHN D )
KE + T 90% CI 90% CI
77— AF D F Ratio (Lower)  (Upper)
Cinax 1770 2310 76.5 67.6 86.6
- .— (nmol/L)
|+ 52
ifﬁjﬂ/ (Z: 1 9)/ 77 T AUChs 40400 54400 743 64.5 85.6
(nmol/L * h)
117) =19
vs AFNOZ @=19) = 5o 41200 55300 74.5 64.7 85.9
(nmol/L * h)

AUCine = OFF 20> O MEFRRFR & COPRE-RFRT MR THEAE ; AUChs = ORES) S IE RTRE 72 IR E SR S 1
72 D ETORE-BFMR T I ; Cl= EEKM ; Cuax= fim ME S

Hi ¢ 5.3.3.4-1: CSR11.4.2 Table 5

2.71.2.2.2.2.2  RXDX-101-12548% : MERAZERHRELA FFaFV—ILX
X)) 772 E>&EDDDIAER (5.3.3.4-2)

RXDX-101- 125 BR ITEHER A B 255 & L, CYPIA4HFEARITHLHA b T a) Y — Lk
A, MO CYP3AAFHEAITHD U 7 7 v EARK & OIEYIHEAEH O " RENE A2 Tl 5 729
ST, SN T, Hifisk, HEMR, KEIEFEE, 228— MUBRTH- 7,

B ak— NI 288k LT-, HHBREIL, Wl ak— FORIBM LT, &=
A— b TIHIREEE A2 0, ARICO A M ORESIM 28/ T Uiz, AAIT FooliH
FRVTZERIC G L, 37— M OWEBRE IS IS AR (Day 112100 mg) , 552411z
AAHl + 4 N7 a3tV — (Day 102>5 Day 19% CTA b7 22> —/1200 mg % 1H 1[a]+ Day 14
ICARFIHFET00 mg) 85 L7z, 28— F2O#ERE ITITEEIINIAH (Day 112600 mg) , 52
HNCAA] + V772 (Day 1045 Day 25% TV 7 7 > E 600 mg % 1 H 1[5+ Day 21124
FIH[EI600 mg) % $5- Uiz, PK &l O ik sk 2 RBR O & W o £ 5011, K OARAIE 54144
e (= — B 1) SUX12085R (=48 — h2) FCTEREL7-,

() =X M7 F=7 KUY MSOIEYERE (adh— M, KFEAUIA FT =Y
—/LHFH)
AFNBEMXITZA FTaF Y — L HFHBICB T2 X Ly FoT oM EEHE A
X 2.7.2.2.2.22-112, PK/XT A =X D% FK 2.722222-11T/R7,
TX VT T =T D Tmax DHRAEIE, RFNHEIEE HRED20EH], 4 7 27— 0fH
BERNSE Ch o7, A4 F T aF ) — R EBIT AT X R L7 F =7 O EEH O
SEHE RISTRERD) 13X, =X F L7 F=T7HFIRER (F200F#) L0 bEro72, 2
U, A hT7aFr = EZHRALELEOX ML F =T OFEHOMEBHED % L 1T,
IR ORI ESZHAE I TE Y, PR A EMICEES 5 2 & 1T #HE - )k
N7z, RAZFEMPEE L&, =X L7 F =T O] CLF 135932 L/h, V¥ V,/F
5912 L Thot-, A hFaFy— L riilEEL-LXx, =X NI F =T DOEY
CL/F 13495 L/h, 3] V,/F 1341364 L Th o7,
BOEG%, =X N7 F=7O—EIIIEHEREY MSICEB ST, M5O Tpa O R
X, ARH BB 5REN% 5% 505, 4 T a2 — LB 556 CTh - 72
(CSR RXDX-101-12H1D M5®D PK /3T A —X & HM) | MSOTER - O FEHE I,
AFI BB 5B R4, A R T 3 — LR KIS8IFf L HEE S -, =7 L,
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MS DI O BNE D % < 1%, 2 EHEREOYIMICESEFHE IR TEY, Pz
EHEC RS A 2 IR C sz, =X b7 F=71Zx9 5D M50 AUCinr Dt
RIL, ARFNEMBZERERKI28%, 1 F T a2 — L HEERKI12% T - 72,
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2.7.2.2.2.2.2-1

RXDX-101-12: AH| (100 mg) &4 53+ V—IHAXIIEHARDOT

X LI FZIRUNMOMBHREEERS (PRIE, IOy b)

IX R TF=T

Cohort=1, Analyte=Entrectinib

1000
-
] y
2 100 o .
% ; \_ Median vs Nominal_Time
e ] ‘\\\ —e— Control
S - P —&-- Itraconazole
i ' \\
S Sy
b 5 “®
O =
= |
iy -
o
P _
>
T N L P P N
0 24 48 72 06 120 144
Nominal_Time (h)
M5
Cohort=1, Analyte=M5
100 —
< 4
(] 4
£ i
ATk
= - i
C Tg— "I ' Median v Mominal_Time
g 10 e Y _e— Contal
8 \ - Itraconazole
£ W
w ~®
o
=
o
=
1)
=
i R S . SR 7 Sl R )
0 24 48 72 D6 120 144

Nominal_Time (h)

Hi#f : 5.3.3.4-2: CSR 16.2.9.2 Pharmacokinetic Report. Fgure 13.1, Figure 13.3
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#+ 2.7.2.2.2.2.2-1 RXDX-101-12: A&H| (100 mg) &4 FZaFV—ILHFRAXITIEGHFRRFDO T
XELYFZITRUMDEMENE/ NS A—4

Geomean (CV% Geomean) Geometric mean
Analyte PK patameter With itraconazole (A) | Without itraconazole (B) ratioof Ato B
(N=9) (N=10) (90%CI)
Entrectinib | AUCins (ng.h/ml) 36100 (17%) 6190 (50%) 6.04 (4.54, 8.04)
Cinax (ng/ml) 615 (17%) 358 (35%) 1.73 (1.37, 2.18)
Tinax (h)? 5.0 (2.0-8.0) 2.0 (1.0-3.0) ND
ti2 (h) 49.8 (22%) 20.2 (17%) ND
M5 AUChut (ng.h/ml) 4310 (30%) 1710 (30%) ND
Cinax (ng/ml) 31.5 (42%) 52.3 (37%) ND
Tinax (h)? 6.0 (5.0-48.0) 5.0 (3.0-5.0) ND
ti2 (h) 88.0 (32%) 40.8 (22%) ND

AUCinr = OWRF 537 & HERRIGH M F T ORI AR TR ;5 Coax = S MIEHIEDIRE 5 Toax = Herm MR
PEBIEER 5 = ISR ; CI= (84X H ; ND = Not calculated.

Tmax (THIRAE /- K) 2T,

Hi#f : 5.3.3.4-2: CSR 16.2.9.2 Pharmacokinetic Report. Table 13.1, 13.2, In-text Table 6

Q) =X M7 F=T7 KUY MSOIEYERE (adh— 2, KFIEFUIY 77 v
fFH)
AFNEM LY 7 7  EPFHBRCBIT 2 =X F L7 F =7 KON MSO i 5 i HER
X 2722222212, PK /XT A =X DERNEFEK 2.7.22222-212/R7,
TX LT F=TD Tmax OHFRAENE, AFIHEMEE 5 RE33. 5081, U7 7 o B PFHEE
MM CTh oz, V77 U EUHEHIRICEIT 2 =X kL7 F =7 O LR oS E
CROT0MFR) 1%, ARFIEIMP 5 GU17RERE) K0 -7, AFlZHEMTRE LT
L&, =X ML F =T D CLF 1331 L/h, ¥ V/F 38736 L Thoiz, V77
VEUVEAEE L&, =X ML F =T O CLF 149132 Lh, ) V/F 135
1910L TH -7,
MS5D Tiax OHFRAEIL, AAHEMPBEGRENSEER], U7 7 v B PEFRHEEN3HTH - 7=,
MSDOIE R O T, AFFEMEG%Y 7 7 v & 0K S#% & bR
EHEE ShuTe (B 5-RF « K340FR), OF R © KI31ER]) , 72720, V77 o8
VEAER L L E DO MSOEREIOMBNE D% < 1%, 2RO MIC RS E HE S
NTEY, EMICEAMEL 2 Z EIFREEE TS, =X N7 F=712x9 5 M5O
AUCins DRI, AFIEM B 5 238930%, U 7 7 o B DFHBRKI18% Th - 7=,



Entrectinib

2.7.2 FRIRIEPREER

Page 62

2.7.2.2.2.2.2-2 RXDX-101-12: A%l (600 mg) &) 77 v EVHRAXIEIEHARDOIX +
LY FZ IRV MO MEBFRRERS (hRIE, Fd®ITav b)

IX R TF=T

1E+04

1000

Median Plasma Concentration (mmol /L)

Cohort=2, Analyte=Entrectinib

Median vs Nominal_Tims

A
J m \;1
100 — R\._ e —e— Contro
?. L, K"k.‘_‘_k‘ --m-- Rifampin
£ W e
| | TR 3
10
1 Sy
: B L 7 "
0 24 48 /2 96 120 144
MNominal_Time (h)
M5 Cohort=2, Analyte=M5
1000
<
(9]
E
c
o
S 100 s
% \.\ Median vs Nominal_Time
= x —»— Control
5 \ ~9 --@-- Rifampin
2 a
E 10 _E - l 2
[ - Temm
5 E
L
o =
=
l | | | | | | | | | | |
0 24 48 72 06 120 144
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Hi#f : 5.3.3.4-2: CSR 16.2.9.2 Pharmacokinetic Report. Fgure 13.2, Figure 13.4
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R 2.7.2.2.2.2.2-2 RXDX-101-12: AF| (600 mg) &) 77 EVHAXITEFAHOIX
LO9F=—TRUNDEYERE/INT A —4

Geomean (CV% Geomean) Geometric mean ratio
Analyte PK parameter | With rifampin (A) | Without rifampin (B) of AtoB
(N=10) (N=10) (90%CTI)
Entrectinib | AUCinr (ng.h/ml) 8440 (29%) 36300 (28%) 0.23 (0.18, 0.30)
Cuax (ng/ml) 807 (26%) 1810 (25%) 0.44 (0.35, 0.56)
Tinax (h)? 2.0 (2.0-5.0) 3.5(2.0-5.0) ND
ti2 (h) 9.9 (26%) 16.7 (16%) ND
M5 AUChu¢ (ng.h/ml) 1530 (28%) 11000 (44%) ND
Cuax (ng/ml) 108 (23%) 383 (56%) ND
Tinax (h)? 3.0 (2.0-6.0) 5.0 (4.0-5.0) ND
ti2 (h) 31.1 (28%) 33.8 (12%) ND

AUCing = OFF 157> & BERREFIH] & T O P E-Rp R AR PR ; Cnax = S MR AL § Toax = S ML
BB to= A ; Cl= {S#HXH ; NC = Not calculated.

Tinax (TFRAE (F/D-FK) Z2R” T,

Hig : 5.3.3.4-2: CSR 16.2.9.2 Pharmacokinetic Report. Table 13.1, 13.2, In-text Table 6

3) A hT7 a2 — KO 757 B BARKOSEYBREIZ KT T B ORI

ARTaF =L EPFREGE L EDZX PL I F =T D Cua XY AUCins 1%, HH
TRE L7 L &R, ZRENT3% L O504%m o 7= (F 2.7.22222-1) , —H,
V77 BV EABELIZEEDZX N LT F =T D Cpax & O AUCins 1T HIM THR 5L
72 XTHR, ZNENS56% M DTT% KN -T2 (3R 2.7.22222-2) ,

SFV, 817 CYPIAPLEARITHDHA T a Yy — a2 HEE L E, =X L
7 F =7 DOBRFEE (AUCw) IXRSEFICHM L, £72, MAORBERTHHY 778
VEMFARESLEEE, X NI F T ORBEITNTINEAD L, Lo T, =
X ML F=T X CYPIA4D EEZMHERLEE CTH L AREENEWEE XL HND,

2.7.2.2.2.2.3 RXDX-101-135E& : BERAZXRELF-OTXL 2 L&D DDI
HER (5.3.3.4-3)

RXDX-101- 13;&%& L’@Jﬂ%ﬁ}z)&%ﬁ%k L CAKIOR OGN P-gp HETHL Y IX T
WA O S ENREC MAT T B A Mt 9~ D 810, Hisk, B5IEFFEE, ékaiﬁuﬁgﬁf%éo
AREBRIE, 1L 2 OMIC10 B B OMRIEIM 252 722 >0 5 TR L-, 1
TAFT 0.5 mg APEBRE ICHERRARE Lo, F2lIiE, PFF%T 0.5 mg %mlﬁlﬁm&“
B9 5 1R ATNCAAK] 600 mg (F2A fiH]) ZHERO#KE L, WIhokGHies, v
X OMBEFRE R R FREZRET 572012, mEaE R ORERE 2 2 F s o
144FE[B1% M OVT2WE )74 & CTHRREL L 72,

AAHl 600 mg & TXTUEMHELITIEMHAFO MBSV T VREHRE Z X
2.7.22223-112, Ry Iax o odatE (REEICXHTHEE) OB EX 2.7.2.2.2.23-21C
R, 72, PK XT A—=HOEK A 2.7.22223- 11577,

VAR UM THEIRAKRE LZE ED The OPREIXIRMTH- -, —F, Y%
U EARA] 600 mg ORROFEGEHHALIZE XD Thw OFRAEIT2FFHTH Y, AFIOHHHIC
L0, VIR OROWMIAETIERIE Lz, PIXT 0D 1D EEIMEE, BRI
36IF[H, AH & OF & G-REHI38FR] L HEE STz, Y IX T D CLF OFHHEIL, vI%
T UM R L OVRR E OFR B GREIZ, £ i14.7 Lh JxOM2.5 Lih Thotz, Fiz,
VA/F 132 3% 3 o % B 55 L OVARH & DR 5-RRZ, 2772 L X OV717 L Thol-,
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VAaAx v ORPHEEOR G EICHT 2FIE (Feern) X, ¥ I ¥ U2 K4 & OF B G-F,
KLY Ty B 5RFCENZEN44.4% K% 40.6% Tholz, VIAXT OB 7 VT T
Z (CLrom2) 1%, YaAXFT 0 2HMBEG L2 & LA LTS L2 ECTRIRETHY
(Hm# 5.0 © 130 mL/min, PJFA# G : 123 mL/min) , 3% 0D 7 VT T A~DE
BITIT L A ERWD LRI E N,

VAXF R ARFEPRRE LI L&, BMBEGRLEBRLTYIXR T D Cux, AUChs
KON AUCins 1L, TN ENHI28%, 20%KM N8% & DT NN b o7,

PLEDZ Enn, AEFNTIH P-gp AEXITH S Z L DVRIBES LTz,

2.7.2.2.2.2.3-1 RXDX-101-13: 3% 0.5 mg &AHK|600 mg #HtAFE=ILIEFABEOL
BhodXY UREHR

10
% ]
= _
o
= R aa
% o AT Median vs Nominal_Time

pal | Mg N —e— Control

: 3 s -—a— Entrectinib
i - T
b= - e —
E" : T —3 Control: ¥ =% 3 Bl 5-iF
c i Entrectinib : A#K| & T %
g P DOFT 55

01 I l I | | |

0 4 & 12 16 20 24

Maminal_Time (h)

Hi#E : 5.3.3.4-3: CSR16.2.9.2 Pharmacokinetic Report. Fgure 14.2



Entrectinib 2.7.2 BEIRIRERER Page 65

2.7.2.2.2.2.3-2 RXDX-101-13: 2 3%220.5 mg &ARHKI600 mg = HFAFEITIEGRARFICH
(FHRPOTHRD UHME (REEITHT HEIE) DHR

50 —
| id
40 — a0
| T
— P e
. 3 ’ ,,f*"/ Mean vs Time
e g ot —e— Control
e 2 5w
@ 20 — _,;';ff‘ 4~ Entrectinib
= F e
| *:’:fj Control: ¥ =33 o Bl 5.u%
10 ./ Entrectinib : A& & T %
Ny DO B G
, | | [ | T |
0 12 24 30 48 ol 72
Time (h)

Hi# : 5.3.3.4-3: CSR16.2.9.2 Pharmacokinetic Report. Fgure 14.3

& 2.7.2.2.2.2.3-1 RXDX-101-13 : KFIACITXL U OBBREICRITTEE

Geomean Geometric mean ratio
Analyte PK parameters With entrectinib (A) | Without entrectinib (B) of AtoB
(N=10) (N=10) (90%CI)
Digoxin | AUCiyt (ng.h/ml) 40.4 34.2 1.18 (1.06, 1.32)
Cinax (ng/ml) 2.52 1.97 1.28 (0.98, 1.67)
Tonax (h)? 2.0 1.0 NC
ti (h) 38.4 35.9 NC
CLr, ¢.72 (mL/min) 123 130 NC
Feo.72 (%) 44.0 40.2 NC

AUCint = OFf 370> B BERRIF ] £ T O FE-Ip ] iR F AT 5 Cmnax = i MAE T EEMIRIE | T = Hi i 0 5 8 22
R 5t = VHISE, Fe= IRPEEIESE, CLr= B2 V77X, NC= HiIHET

Tmax [ F AL A 7R T,

Hi : 5.3.3.4-3: CSR16.2.9.2 Pharmacokinetic Report. In-Text Table 6, Table 16.1, Table 16.2, Table 16.4, Table16.524 28
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2.7.2.2.2.2.4 RXDX-101-14545% : BEFEZRHRE LI FY S L LD DDI HER
(5.3.3.4-4)

RXDX-101-14388R1%, ETEENAEEZXRE LT, AFIERGKRIC CYPIA4RE ThH
LIFVT A%%@TQ'@ L7c & EDIFY T L JROEOTEHEREHY (alpha hydroxymidazolam)
D PK I KIFTHELTMT 2R, ZMuRILFRR CTH S, RGBT, EEERICAL
TH D DR RBIRIBFRIEN T2 WIEFT SB B TE S A C, NTRK, ROSlmi ALK Eixf-HH
EETLHEE, bLITALTOARWEEEZRE LT,

BEIIIIZ Y75 (BAOve vy 7H)2 mg) % Day 1, Day 8% U\ Day 211222850 T T
H.1L7-, Day 855 Day 22F Ti%, AAl (600 mg, #&M) Z1H1EEAKLO#KES L=, PK 7
A O MR 2, KB 02T A G534 £ CHRIL 7=,

XY T AR (Day 1) &, AFIEIMBBRERS LRSI XY T 5 EREZDE
H# 5 L7 (Day 21) OIfEH I 4> 7 NREHB L O PK X7 A —Z DEREZENER,
2.7.22224-1 TR 2722224177, AFIPFHIZEYD, Cuax 1321% L7 (Cuax D
MAEIE DL 0.786, 90%[Z#HIX ] : 0.659~0.937) . F 7=, AUCinr (£50% 501 (AUCins O
K EBED L 0 1.50, 90%(5HHX ] : 1.29~1.73) L7z, S HIZ, alpha-hydroxymidazolam &
XY T LD MP IEJEA LT (AUCihe @ % 2% fE O b : 0.588, 90% 15 X [H] -
0.493~0.701) ,

2.7.2.2.2.2.4-1 RXDX-101-14: A#I600 mg Z REHAXIFEHBREHOMEFIFI VS
LIREHR

100

10

- XYV T LHMES
o I XYT A+RKIGHE S

Mean Midazolam concentration (ngfmL)

1 IIIIIIII - e

LA LA L N L L L N

Hig : 5.3.3.4-4: CSR11.4.3 Figure 10
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& 2.7.2.2.2.2.4-1 RXDX-101-14: A#I600 mg Z REHAFFEHAREHDOIF IS LR

U a-hydroxymidazolam @ Day1 % U Day 21(Z &[T HZEMENRE/ NS A —4
Geomean (CV% Geomean) Geometric Mean Ratio
Analyte With entrectinib Without entrectinib of AtoB
Day 21 (A) Day 1 (B) (90%CI)
(N=10) (N=14)
Midazolam | AUCi (ng.h/ml) 62.1 (79%) 45.9 (61%) 1.50 (1.29, 1.73)
Cuax (ng/ml) 14.4 (50%) 19.0 (64%) 0.79 (0.66, 0.94)
Timax () 0.50 (0-1.05) 0.49 (0.25-1.00) NC
ti2 (h) 6.4 (68%) 5.2 (68%) NC
a-hydroxy- AUCinr (ng.h/ml) 14.0 (42%) 14.9 (60%) 0.89 (0.70, 1.12)
midazolam Cmax (ng/ml) 3.51 (47%) 6.57 (76%) 0.49 (0.36, 0.67)
Timax () 0.75 (0.5-5.97) 0.50 (0.25-1.00) NC
ti2 (h) 5.37 (75%) 3.71 (81%) NC

AUCint = OFF 70> B R R & C O -REE dhfR T imfd ;

REM 5 to= YHIS R

Cl= XM ; NC = HEHw9d

Tmax (EHRAE (Fe/D-FeK) 27w T
tHh : 5.3.3.4-4: CSR 10.4 Table 6, 10.5 Table 7, 10.6 Table 9

2.1.2.3
2.1.2.3.
2.1.2.3.
2.1.2.3.

1

&W WCRES A X L7 F =T O
=7 OYEULFRME & LT,

EHRZTREL TOBROLLER LT
1 RE DEMEEFHEE
1.1 ADME #¥1%
1

UL

Cnax = %%mﬂﬁ@%#@%g ; Tmax = %

i i R

L, BV 2 — A7 NIFEHICFER 5, =X FL Y
KPERR T P C OPEFREYEIZ X T D pH &I 7 » TS,

ﬁdz MED pH #iPH TITEMRIERORRm E D T EBR SN TV D, Caco-27 v EAIZE-S< in vitro

B

ITHRRETH D,

NTRK BRGSO ROSIIG MRS 2 A9 2 12600 mg (F2A BLA]) Z1H1E&%ZIC

BEL-E
2.722.122-1) .

TX ML 27 F=7 600 mg (FOORLA) Z R NCHEREAKE- Lz & &,
WTNOHRE T [RR DR 7D774w#
T, #5-D0.5KFHI % I IR H TR

&, =X L7 F=TITH

s ThH o= (53.1.1-2)
PPl THDHT7 V77— VORIFEEGIZEDEWN pH © EHIX, HEEGTL=X Lo

F =7 PK IZFEIKANIZ

DB, TX R L7 F=TIECH
77;!:071:_0 Tmax @':Py%ﬁ‘ iwﬂgﬂjﬂ?@&g‘f:;ﬂjﬂ?ﬁﬁ) ﬁﬁé@&

BWROHDHEELERIEI o7 (272222.1)

%ﬁ”ﬂéﬂ, Tmax i?&ﬁfﬁ‘f'32~6ﬂ%aﬁﬁ“f§)0f_ (2%

ZEMEIE & 1% O
(I S

F2A BAIL, TX b L2 F =T ORI ) 5 7000 B

atiL<vs, Rxpx-101-1535cs0 <, | IRz EemcE
F%ETHLHZ ENREINTND (27222.1.5) ,

]

2.7.2.3.1.1.2

kil

A Z 72 FOORLANT, A

TX ML ZF=T RO MSITEERWEEICED ST, b MUEER & EOWEER (>99%) Th

AH%% (=X L7 F =7 NTRK @&
Z 3B (RXDX-101-05745k)
(Rg) D FEHIMHEIL

BARTBETEO BB A G
G: i)‘ A T ) Cmax & Ui AUCO-last

“El2.6.4.4.1) .
(2 F5 3 < FB i RE oD o 37/ 1 45 b

< AINNT

, WERBLK2Th o7 (2722213) . ZHiF, =X PV F=T RV
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MSITARIMER~S AT HZ L 2R LTV D,

[M“Cl-=X b7 F=TwHERROKE Lz & &, FEOMAAFEIT61 L T, AFNIIKNTIA
<HmfiThrEEZzLNE (2722213) ,

TX ML I F=TF P-gp DIETH S0, BCRP, OATPIBI/B3DHE Tix7evy, 72, MS
L P-gp &Y BCRP OEE ThH 573, OATPIBI/B3IDOIEE TiE (=X F L7 F =7 NTRK
A BS T IHTEDEIE N A FFEERR.6.4.7.5)

TX N7 F=T IR (CNS) ICBATT 2280, =X Mo F=T7 %% 5 LIcH)
WORGREIOREIZ LV REN TS (=X b7 F=7 NTRK @& EE IO EEN A
HEEEE2.6.44.5)

2.7.2.3.1.1.3 il

In vitro FRERICE YD, =X ML 27 F=T7DORFEHGT L b7 vl PASOOTRT A VA
LI CYPIAMATHDH Z ERENT WD, £7-, ZOHMO CYP BE KN UGT =X L7 F
=7 ORBICBEE L, SESERREMEERT D EEZXBND, EIZ, CYP3A4IT M5O
WA EREEETLHHZ L0, M REBE b CYP BERDO AKX NIZBWW ORI TN
(=X L7 F =7 NTRK @EBEFHHEOENAHREEER.64.13) . v AT 23R
(RXDX-101-05588) 1I2BWTC, [MCl-=X ML 7 F=T7 &R OBEA L LT LEE X,
MAEFOERBTIT=X L7 F =7 (02485 7 — VI BE TR HE D 68.6%) TH Y,
BRI A O BB MIT M5 (N-ii A F ALK, 0248 7" — L iR AU BE & D 11.5%)
KOYMIT (N-Z V7 v UBRIAER, 0-24K5H 7 — L IMEH R U iE & D 18.6%) Th-o72, M5
XTI R TCOBEERBR CHE SNz, v~ AT U 2RB TR SN =REm e 7 7 4 Vi, &
MRS BT AT —Z LEETH 72 (533.1-2, =X L7 F=7 NTRK @& &=
DOETEN AHFEER2.645) . #ESN- hOTX b L7 F=TRERKEZ X 2.7.2.3.1.1.3-
1R, In vitro SEEERBRIZC LY, =X F L7 F=T7 KO MSIE, RIREORS T TRK KO
ROSIDEFIEME 2 RN ET 2 Z EAVREN TS (=X L7 F =7 NTRK fl&EE T
Bt D23 A HREE $R2.6.2.2.1)
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2.7.2.3.1.1.4 JHR R U HEM
~ AT AR (RXDX-101-05588) (2B W T, [UCl-=X hL o F=7 (MERAD BT
LA ,._%/Aﬁﬁmsﬁﬁﬁ iR 5 EAEEERA B eI N
Beh LI x, &5 LEBEEORY (82.9%) XHEMHF D, 3.06% TR F 15 EIUE L7,
B 552160 £ TIZRFICHEN SN2 X b L7 F =T DEIE (fe) 1350314% THY, <
XNV FoTDOHEKIZE I VT T ADOFEFEITI/ NS WD LR ENT,

FAFEFNSIE ML, M2, MSRZNETNHREEDI0%E B A5 E&ETHRHE I, 25 I3IERFK
FHREBRICHWZEE ORI Sz, MUE MSO—F&(b, Xixk M2OB A F bz X 54
B THDH, MATTX ML F =T ORIWTH D, MIIOBHEIZIRT & EFEFZE5DE
THHREEDI%RETH T,

UEOFERMNDS, =X b7 F=7 ROF ORI EICEFE R ~PElt S, Bt oE &
IFERCEDIRECODTNTHD Z Mifﬂﬂént (2.7222.13) . =721, MEVFFPEHECR
BADLWIR E OIS DN FAET D ATHEMRII S E TE A2,

2.7.2.3.1.2 A= tHltE

TX b F=TOHERAINEEZ, TLOREBRIZEIT S NCA Tz PK /N7 A—F(ZHKS
&, BARMICEELHEHHENOT —& 2 AWM L7z,

e ALKA-372-001 (ALKA) : NTRK, ROS1X|% ALK @h&E{s 7283 DEENAEBEIZEIT
%8 TFEABR, F18UKI100 mg/m’~1600 mg/m*%, ZEfEREICHIA#& 5 & O B 1R KE#HRE LT
EEXDOPKT—X,

e STARTRK-1 : NTRK, ROS1X X ALK & Ef5 72 H T 2 BN AEBE T T 55 1 HRER,
F144%1100 mg/m?~400 mg/m? &% OV & F £:600 mg~800 mg %, &4 (ZH [R5 L O H 18|18
BEHELIZEXDPK T—H,

(1) ALKA-372-001 (ALKA) — FURFIOZEE S TSI 5 M &l

ALKA-372-001 (ALKA) #BRIZIH VT, FIRFZZERICKRE L2 &, Hx D Coa K
O AUC ERHEIC EDREKRFT D20 EBETT 2V =87 V2 LT, MHELSIMEZRE
fliL7=, ZORER, AFZHERBUINERS L 2OMERFIMEICEL X, =X ML 27T
=T DFBREICKRE RIS OXNWO LN 729, 100~1600 mg/mz@ﬁﬁiﬁﬁlf‘ Cmax, AUC
DONFTHIZONTHEmERL ZENTEX Ao (F 2723121, 2.7.2.3.1.2-1,
2723.122) ., ©X L7 F =T OEFERIZ100~800 mg/m? ODFHS;%EITH%%{Z‘KT PED I %
R LTZ78, 800~1600 mg/m? D #iH TIXBREE R DI & 23RN AR 7203572, Crnae KT AUC
DIEE OHEEMEOFFHXENIIA L, KE#HSGFEDO AUC OHOIRNT TlXl1Z Eiedulfl & 72572,
fH & OHEEM T H [ G5R, KEHRSGREDIRBE TH o7 (F 2.723.1.2-1) , HEROE
ﬁ DX, TOELHOETOREIL, FIRFZHWESGES, BERTX NI TF=7 OlREE

BICEBEERF L0 EEZI LN,
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F& 2.7.2.3.1.2-1 ALKA-372-001 (ALKA) : ZEERICHERRURERELEZIXMLIFZID
NIT—FETIVIZKBIEZDHEME (90%C]) (FA=#E100~1600 mg/m?)

Parameter Slope Estimate 90% CI

Single Dose (Cycle 1 dayl)

Cinax 0.352 -0.0615 - 0.765
AUCo-24 0.484 0.00359 — 0.965
Multiple Dose (Cycle 1 Day 18)

Cinax 0.637 0.304-0.970
AUC: 0.792 0.446—1.14

AUC: = 155 [ O EE-RERTHIBR TS 5 Coax = Hers MAEPIREL 5 CI= (SRAXIH
il : 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Table 8

2.7.2.3.1.2-1 ALKA-372-001 (ALKA) : B#RICHEREIHEELEIX FL Y F=T 0 AUC. &35
BEEAERVEIFERE DERF

Schedule A, Cycle 1 Day 1, AUC,
60000 -

50000 -

40000 -

® |ndividual observations

C. (nM-h)

~ 30000 -

= = = Dose Proportional Line

Power model line

<:( 20000 -

10000 A

0

0 400 800 1200 1600 2000
Dose (mg/m?)

nM *h=nmol/L*h
Hifl: 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Figure 2

2.7.2.3.1.2-2 ALKA-372-001 (ALKA) : ZEERICRERSLE-IX LY FZT D AUC. A
AfE & AERVEIFERE OB

Schedule A, Cycle 1 Day 18, AUC,
60000 -

50000 -

40000 A
e Individual observations

~ 30000 - - - = Dose Proportional Line

C. (nMh)

?( 20000 - Power model line

10000 A

0 400 800 1200 1600 2000
Dose (mg/m?)

nM *h =nmol/L * h,
Hifl: 5.3.5.2-3: CSR16.2.9 ALKA-372-001-PK. In-Text Figure 2
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F7o, WA G5O LT EO tpll HEEIFEOZIZA ST, M/P L (Cuex LT AUC)
IZ2WVW T, 100~1600 mg/m*DHilE] « A 5% I HBERFMEOZE TR, 2V T T AX
IEHNC B T 2 HRIRIFEOBLITFERD b o Tz,

(2) STARTRK-1— FIHHI OB S TSI T 2 FH &y
STARTRK-1FRERIZI\VN T, FIRAFIZBZICEG L& X, fHx D CoaxfE& Y AUC fE23H &
I EORERGFT D0 E R 23U —ET L EMH LT, AELFIEZ L7, s
PN 2, FEEE 2 AR — N O#ERE (T4 v EOFAEL~L100~400 mg/m?, & OVFEEE
DO H-E200~800 mg & kG & L THEM LIz, BTOREE, AFIZHRE - KEHREG LZEE0
EHIRETERE (Coa LY AUCo21) 1E, EHLOXNKE o720 00, B MEIC e L CHn
L7z (3 2.723.1.2-2, 2.7.2.3.1.2-3, 2.723.1.2-4) ,

% 2.7.2.3.1.2-2 RXDX-101-01 (STARTRK-1) : BEEIRUREXREHODIX LY F=TD/D
—ETILICKBIEZDHEEME (90%CI)

Day Dose Range Parameter B B 90% CI (lower) B 90% CI (upper)
100 — 400 mg/m? Crnax 1.13 0.835 1.43
(BSA-Based) AUCo24 1.19  0.868 1.51

: 200 — 800 mg ¢ Crnax 1.24 0.992 1.48
(actual dose) AUCo24 123 0.950 1.50
100 — 400 mg/m? Crnax 1.01 0.554 1.47
(BSA-Based) AUCo.24 1.06  0.533 1.58

14 200 — 800 mg Cmax 1.05 0.710 1.40
(actual dose) AUCo24 1.09  0.693 1.50

@ 400 mg/m*FED 1]1% BSA IZHE-D 900 mg Z #5725, A 711 Day 14OFAMRER D PK 7 — 2 3G b
otz
Higt : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. In-Text Table 9
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2.7.2.3.1.2-3 RXDX-101-01 (STARTRK-1) : BE&RELF=EZDIX LY F=T D AUCo-2

90000
80000 -
70000 -
60000 -
50000 -
40000 H
30000 -
20000 -
10000 -

AUCD_24 (th)

&% 1E & AEDERF

Cycle 1 Day 1, AUCq 54

® |[ndividual observations

— — Dose Proportional Line

" Power Model Line
-
-

140000
120000
100000
80000
60000

40000

AUC,.04 (NM-h)

20000

0

100 200 300 400
Dose (mg/m?2)

Cycle 1 Day 1, AUC,_,4

° e |ndividual observations
= = Dose Proportionality Line

—— Power Model Line

100 200 300 400 500 600 700 800 900

Dose (mg)

B AREEYM - 0 O Bmgm?) & AUCo.4 & O R
TB: : B 5 m(mg/m?) & AUC24 & O BEfR

nM « h =nmol/L ¢ h,

High : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. In-Text Figure 1, In-Text Figure 2



Entrectinib

2.7.2 ERARSEIREER Page 74

2.7.2.3.1.2-4

RXDX-101-01 (STARTRK-1)

- REBRELI-EESDY AV )L1Day 14I2HEIT S
IX ML FZTD AC..MERIEE AEDEER

CYC[e 1 Day 14, AUCQ_24

250000 -
200000 -
g 150000 - ° e Individual Observations
‘E: ° = = Dose Proportionality Line
O 2
2 100000 ° Power Model Line
< e
50000 A - :
L ] 2 L ]
0 ? ? T Ll 1
0 100 200 300 400 500
Dose (mg/m?)
Cycle 1 Day 14, AUC.,4
250000 -~
[ ]
200000 -
g 150000 - ° e [ndividual Observations
i.'_ ] ° = = Dose Proportionality Line
) 100000 - ° Power Model Line
< ° °
[ ]
50000 - L @
] °
° °
o - o ® ]

100 200 300 400 500 600 700 800 900

Dose (mg)

BB RRIERTY 72 O B(mg/m?) & AUCo.24 & D BER
TBt : G E(mg) & AUCo24 & DB

nM «h=nmol/L+h
High : 5.3.5.2-2: CSR16.2.9 RXDX-101-01-PK Final Report. In-Text Figure 3, In-Text Figure 4
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2.7.2.3.2 AENDEDBEICRIFTIHEEERDOEZE
2.1.2.3.2.1  HREBEOEE

TR A & B IS BT D ERMENEE D ST S\ TS, F2A B4 K O FO6 %A A 600 mg Hilal#
HREDOIYBRE N T A —F & N THEL LT,

RXDX-101-155BRIZ I T, AH & TR A L2600 mg O B THUR R G150 AUC).240 30
SEEME (SO CV%) 13RZELIA KLY M5 TEAEH, 32100 nmol/L « h (25.0%) K% (85090
nmol/L * h (33.7%) CTd > 7=, STARTRK-1FAERICIVTHEEIZ600 mg O H & THAIE 5% D
AUCo4DAERIE (S AT CV%) 1T RZER LT M5 TEIZ 4131800 nmol/L « h (47.7%)
J% 10200 nmol/Leh (81.5%) CTdH-7=, > T, NABFITAHKI00 mg KL Lzt &0
BREE B IR AN DG LIZERETH DL EEZOND,

2.7.2.3.2.2 REDEE

RN OV BB &8 Te3 D D FRAE kI 5K 3B (STARTRK-1, STARTRK-2, STARTRK-NG)
OREMIEYERE (PopPK) EFMRNTIZIWNT, AFIOIEYENREIC B L KT HE B4 #
U7, TORE, KEIZT 2 A Y —RUTHSNWT CLF KO VIF ICENRFH0.75 5 R 1ED
B2 FHOILERETHY, PopPK OEIEET VITHAN b,

2.7.2.3.2.3 FEDTE

W DIMENIEIZ MIT T B OV T, BREERE & L TR S TunZen,

BN OVNRBE & & T3>0 BE R EEAR RS (Flix2~86i%) THEOLN/Z PK T —4 %
V7= PopPK & T /VIRITICE W T, FlpZdtEREE L CRlESNRro T,

2.1.2.3.2. 4 R DEE
PER D FEENREI TR OV T, BREEHERBR & L THREF S L Tunan,
3OO BEREATER (B Lo NEIEFER) TH oM PK 7 —# Z /- PopPK €7
IVERHTIZI N T, PRI A R E L TRE SR -o T,

2.7.2.3.2.5 RiEEDFE

DY EREI AT TR, BERAZRE LIS AT XA T8V T 1 ZRETL
7-ikBR (RXDX-101-04788%) 2B\ TG L7z, ABRBRCIZTAARAKR A AR LT, ZEjERE
I[ZAHI400 mg & OVZEERE E 72 13812600 mg & 5L 7=,

ZORER, BEORBIZID BT, 400 mg b L < 13600 mg DWTNOFELEEIZBWNTH
BRI IARAN O EREIC R & 72 B2 M S e o7z (2.7.222.1.2)

RXDX-101-102588R D3t Gt & 72 > o DB O B AR NBFICHBITH=X M L7 F =7 KT M5O
TEb, MONENEE EOMICHL M RERIIFEO N7 (2.7.22.13.3)

2.7.2.3.2.6 BHEEETEDZE

BHREREERE 2RISR L LIEABIOEYEE ORI T TRy, ~ AT v ARER
(RXDX-101-053888) 76 RZEALMITRFICIF E A PSR o T2, ETEED K133
HzHR S, RPICITIEE A EHBE SR -T2, - T, BPHI=X hL o7 F =T K
O M5O EHEIREIE ClraZe <, BHEREREICL > T=X P L7 F=T KON MSOEYEREN
BEZTHARENITENEEZDND,

STARTRK-17%5%, STARTRK-2:{/# K (8 STARTRK-NG FRER DHERE 27644 TH 1204 AR E £ 7=
(EHEEOBMRERE 2 A LT\ e, £ 2T, BHMRERE B ISR\ TR IC H B R E)
REOFENRN D L A2TERT D20, BENS PEEOBMERELZFTHEE L, EEE
WHREZ AT 2MOETORELOMTEX LI F=7 R0 MSOBREREZ KL (X
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2.72326-1) . WTNORBEIZCEBWTH KERIEHLOENRO B, MR 2= RITR
OO T,

2.71.2.3.2.6-1 BEFLEIHEFETREETEELCLEBTHREBEICETIBEEOLR
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® c
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o -— o™ =T u o -=r l]_.: r_.:; w o — ™ -t uw oo "T kl" f:.; Dy
T Y L g W T D = TR Tk ML N D
e e N e | e A,
Time after dose [h] Time after dose [h]

BARA b OMBETREE, FME K U90%(E XMz 7,
Fl oy BEFITPEEBRERSEE, T ERBEEEE
Hi8 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 10

2.7.2.3.2.17 FF#EEfEE D E

TX LI F =T OEKRIFTEICHIEICB T 2070, FEEREECL>T=X LT
=7 KO M5SOBRZENEALT D alREMEN B 5208, A O IR ENHE (254 5 iFfEE o 8 IC >
WTORFHIIT T2,

STARTRK-17&6#%, STARTRK-2i&%% K% (8 STARTRK-NG FBR DOWBR #2764 T1574 MR £ 7=
IEHEE OISR EZA L TRV, 140N EEIFEERELZA Lz, B2 DREO I
MEELETHAEEDO I N—THTOZX N7 F =7 L MSOIRE RO HERIC L 5 ITRERER
EOEEIZOWTHRMNEZIToT-, =X L7 F =T KON MSOBRGTREL, IFHEREREERE KO
B FFRERE RS Cli3dEll LT (X 2.7.2.3.2.7-1)
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2.71.2.3.2.7-1 BE, PFEF-LEEFKEEEEELEEFEREREEICETLBEED
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FARA > b OMIEPIREE, TFEIER U90%EHE XM 47~ 7,
FlL oY BE, TEEEIIEEMEREEEE, § 0 ERITHEEDRE
Hi8 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 11

2.7.2.3.3 AEIDEMEFREIZRIFTNHNEAEERDFZE
AFNOF AN E - IIWEEMEAEE L LTo in vitro 3B K 28I >V TIXIEERIRE D
A OIEWAAER OE (=X L7 F =7 NTRK & & F O BEES A B ER2.6.4.7)
(ZFLEE L7z, 2 invitro 5RBR O R HE D & K HE AR A o B R SRR R 13 St < vz,

2.7.2.3.3.1 BEDOFE
BENAKOIEYBNEEIC KT THBIZ O T, BEOBEERBRO T CRE S,
Pivotal F&PR#BR (STARTK-2) Tl &417- F2A B4, K OREHEA & 72 % Fo6SIANIZ 51T
HRERFOWBEMEOI- MR EE 2.7233.1- 1177,
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& 2.7.2.3.3.1-1 FP2ARUFO6HFI-E T H5REODZE

% change in mean
entrectinib exposure
Formulation | Dose (mg) Study Cmax AUCin¢
F2A 600 RXDX-101-07 110%? 19%2
RXDX-101-04 Japanese ™M%? M7%
RXDX-101-04 Caucasian 13%2 121%
800 CA14707 32 132%
FO06 600 RXDX-101-07 18% 17%2
RXDX-101-15 16% 2 1M5% 2

% change in geometric mean entrectinib exposure; BHFIZ L H T X b L7 F =7 OIRFE B DL (%)
a; 90%(= # X [#130.80-1.25 DFEFH N T &b - 7=

WA E HIZ, BECLIDEZX NI F=T ORFEEOZERITENTHY, ZEFH LV
FEBERGICARZHEEGE L THX M7 F=T7 ORBEEIIIIFERTH D Z LAREBI N,

2.7.2.3.3.2 BN pH SRETFEDEE

TX L7 F=TT pH IRIFR 72 2~ 72, BN pH &2 b 38 5 3A| & OFER
M EAER G STz, 220D KRB (CA14707: 6% (2.7.2.2.2.1.1) K T¥ RXDX-101-095
Br (2.7.2222.1) ) THW pH 2Z8b&E 571012, 7Fu bRV THEAR] (PPD) 25 L,
BN pH D331 A7 ~A Fe U7 4 ~iET B L, mascd | o
# (CA1470738BR TiT F2A KO F2B HU%], RXDX-101-09:48% Ti% FoofA)) 2o,
MERPPLE LTI Y 7T —A30mg ik O 5 L7z,

RXDX-101-09:RER DFE RIS, KFZ T Y FIV)— L EPH LT & &, ZEEEMT Ik
FIHEMPE SR IR L T2 X N L7 F=T ORBFEEDPE TR T T2 (AUCiht X Cax D3E 1L
ZN25.5% M O23.5%(KF) Z EAURIBE T (3 27.2222.1-1)

2.7.2.3.3.3 CYP3MEEFIRUVZERIDZE

In vitro FRERIZEBWNWTZ X b L7 F =7 KO MSOMRHEHNTTIC CYP3A4AREE 535 Z &R
NTWLZEND, BERANEZXSGE LZEEKEDMLERRR (RXDX-101-127 5

(2.7.2.222.2) ) IZBWT, 58V CYP3A DORHEHFN OFHEHI0FH B AHK O Ky Bhig 1o X3
WENRRIENTZ, KEOTA RT7A4 UVt -> T, CYPIAADOFLER L OFEERE LTA b
SaryS— LTy B UNRIRES L,

AT aF = VEARFEFALEKFOZX N7 F=TOBRBEREIAEICEALE (K
2722222-1) ¢ ZX VI F =T D Cumax XN AUCins 1%, 4 b7 a3 F Y = EEIZLD
entractinib HLH 5 & Wl L C, ZNZENT3% M O504% OEEMNZ R Lz (F 2.7.22222-1) ,
ITXMLIZFTDOHERED tinb A N7 aF Y —LORHBHIC L > CTHEIZERE L7 (BFH
IRF @ STIER, HEMEE 5055 @ 2005(H)

A T aF S — L EZKE LG L0 MSOEWEIRES A EICET L2, M50 Cna (31
FZ7 Ay — A ORI L0 B G & I L TR T L7223y, M5® AUCin lEmfEZ 7~ L

(BFFIF4310 ngeh/mL, BMPLHHF1710 ngeh/mL) , tinbERE L7 (PFFFSSIFR, B 5
BE41EF[E]) . Lo, REMIRICHT 2B D AUCK tid A 7 2+ — ARSI &
DI L2 (AUCinlZ K5 M/P BEEE : (F FHREI2%, BUMEEHR29%) , #6-C, 4 hT7a+
— PG XD MSODAERR & RO TR E SN ATREENE 2 b b,

CYP3A4FHEA AR EHH LTZFEOZX LI F=T DONRAFTRA T8V T 4 I IHEIC
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BT L (K 27222222) . V77 EUiBEEROTX FL 7 F =T D Cha X
AUCins 1 ZZNZHVHM P 5 & LE#E U T56% M NT7%DIRME A~ Lz (£ 2.722222-2) , =X
N7 F=TOERMED t1pb V7 7 B ORI L » T ICEN Lz (DF FHRF10FERT,
BB G RF17RER]) o CYP3A4FHEAIZ AK L OFH L72RFD MSOIEMENE L A EICAB LT,
M5®D Cmax XY AUCine 1%, V77 EOPFHICE VKT L2 (Crax @ DFHFF108 ng/mL, Hi
M 5383 ng/mL, AUCinr : OFFIF1530 ngeh/mL, B EFE11000 ngeh/mL) , RZE(LIKIZ
KT DR D AUCine JLIT Y 7 7 VBB G L VD L7z (AUCKeiZ L% M/P g
BERIE19%, B GH34%) o 6o T, MSDZ U T I AbFEINTWAATREMENRE 26
%o

2.7.2.3.3.4 S U RR—42BERIDEZE
t hdHDWIEY T AD P-gp HELRMIEZ W BINRERIC I WT, ARIEITE VY Efflux ratio
(ER) Z/RTH OO, TAmREM D 5 FE R ~DARIEDOFEE M (Ppaa (A-to-B)) 1%, BfEXIR
HTH D digoxin X° crizotinib & X F72 Y, P-gp FHEHI (zosuquidar) (21T E A EEEI N
Mole (=X b7 F =7 NTRK @EEEFHEOERNSARGEERR2.64.75) , Z O
Caco-2fi i 2 AWV 7=3BR (=X L 27 F =7 NTRK @& EsF e E N A PSSR
2643.1) THLROLNATWDHZ &, 72, AEDOM~OBITHEDN BRIV THHER S
NTNHZE (=X 7 F=7 NTRK @EEBFHEOEES AHGEERR.6.44.5) D,
AT FEOT D P-gp (IZK L THIHWREE TH D ST\ D, —JF, P-gp O
RIE TH 5 digoxin ThHh->ThH, Hx e P-gp BHEH EOFH L THIAE DA NIRERED L5
I2fELNTH T2 ORENH DY, - T, BRMBHARHZBWT P-gp BLEARE OOFHIC X
DX N7 F=TOMBERREN EFT 2 AREHIITE TERNbO 0, Zo EHRTME
UNICRE £ 5 L5 sn 5D,

3.4 AEIDMDER DOEMEIREICRITTEE
3.4.1 CYP3MEBADEE

In vitro FRBRICIB VT, =X ML 7 F=T7 KU MSIE, WIid CYPLA2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, KT CYP2D6IZxF L CILEEM 2R & 2202 >72 (ICso>10yM (X kL7
F =7 NTRK @& B Is 7O IR A HEEEER.6.4.7) , 600 mg F2A BF| SRRSO 51y
DX NI F=T RO MSOEFIRIEIZI T D Coax ITZILEI3.13 pmol/L (£ 2.7.2.2.1.2.2-
1) KOM.25 pmol/L (3 2.7.2.2.12.2-2) ) . =X FL 7 F =7 K M5O CYP3A4/5(Zxf9 %
ICsol%, TNZFN2 uM (=X b L7 F =7 NTRK @A B OEE N A EEER2.6.4.7.1)
K O>10 uM (=X h L7 F=7 NTRK @& BI5 FEEOEE N A HiEEER.64.72) Thol-,
F7o, TX ML 7 F=T1310 uM O & Z1Z, BPERRED48%1% £ D CYP3A mRNA #FE{EH %
RL7E (=X FL 7 F=7 NTRK @& BEFBEOEENAHEERR2.64.73) . 65T,
CYPIAADOBUH R IEE T D I XY 7 LOHEYEREIZK T H =X N7 F =7 O 2 T
FRITmBMHEENIAVBREZN SR L LK RREZ £ L 72 (RXDX-101-14 7 5,
2722224) . XV T LKA 600 mg w14 H B KERAQKEGRO I XY T AOWIITRIE
L, mefEdEaI21%K F Lz (3 2.722224-1) , L2vL, AUCiki3f950% EF-L, ¥4
AR D RN TEDNCHER LTz, - T, AFNX CYPIAMZX L THWHEEAEZH LTV 5D
ZEDIRIBE S T,

2.1.2.
2.1.2.

2.7.2.3.4.2 FSUORR—2BEBEADTE
TX LT F=T L MSD R T AR—ZHFERRIZ OV T in vitro sBR2Ei S (=X b
7 F =7 NTRK Fl&BIEFBEIEOEEN ARG EER264.75) , =X M7 F =71 P-gp I
RTAHEREEZAE L TS ZEIRENTZZ LD, @R A Z x4 & U7 BEE Y B AR
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B (RXDX-101-1335k (2.7.22.22.3) ) IZBWT, AFPNMAELE CTH LY TR DY)
eI KT TR LT,

KFNZ600 mg DHETY AR U EHH LTI EE, V%2 OWIUTERE LRI
Crax \ZEIFE LT, AFIPFHFFO Y %2 OIEEEITDOT I EF Lz (Cnex 1328%, AUCinf
1X18% 57 o RPICHRE SNV T U OEIRITFE E LB Lo Tz, HEESNZY I%
DB VT T UAFEX NI T 2T BFET HGEICOT NREE R L (PP
O 55 CLr 132 14124 mL/min & 08131 mL/min) .

PLEOFERND, invivo IZBITH=X N7 F=70 P-gp (23T HLEMEMTITHN &2
RIE STz,

2.7.2.3.5 BREE L RICHEORER
2.7.2.3.5.1 REE & AMMEDRER
STARTRK-1786#% } 8 STARTRK-2iBRDHBEE D 5 b, ROSIFA &I Tt NSCLC HBE D
DEMICBWT, BEE L FOME L OBIRE G L,
TR SR 1T, R O 51412072 < & B 1E], RECIST verl. 11233 < ARhWEDF A % 3%
TWT, BRMEMIT R B O ERICE B LIRS & Ui, AT G /0 M
DEFRZLLTIRT,
o LDTORIEBICEYT 5 RPTET TS NSCLC @ ROSIF & BAR 1 N B
- AKHZEDR EHlAREINTWD
- R—R T A UHRITTEREEERMI A RECIST v H S X HIERTHERZ & HE LT
—  JBEIC ROSIPHEH] (crizotinib 25) DI 5% 1F T

BAWERE DR (SLD) ORFFHHR 2R L=, ROS1EIA BT NSCLC #4& d SLD
WX, KEBSYy O B CHEBINAE 2 /R4 5 2l e 2 R~ L= (K 2.7235.1-1) . 72, SLD

DORIFEA 2 BT HEET A0 OH#EE SN B EE (KS) 1%, EEHE#EE (KG)
Z EAlo> Tz (F 2.7.23.5.1-1, X 2.7.2.3.5.1-2) .

2.7.2.3.5.1-1 ROSTRA&E{=FI5 1% NSCLC BB&EIZH T4 SLD D#ERFaIHEFRE (N=39)

200

0 26 52 78 104 130
Time from treatment onset (weeks)
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SLD = Sum of lesion diameter (FA%FN)
18 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 40

F+ 2.7.2.3.5.1-1 ROSTRi&EIEZFBMNSCLC BHEIZH T2 EHEEEEEE (KO RUEESH
INEREE (KS)

KG x10° (day™) KS x10° (day™)

ROS1 0.829 [0.630, 1.09] 9.83[7.75, 12.5]

7y ARNIT95%IE M X[ 27~ T,
Hig : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Table 26, Table 29

2.7.2.3.5.1-2 ROSTRAGEIGFBMENSCLC BEIZETAHAIXMNLIFTEMERELT
REEE (AUCs) CMEZIBIEEE (K6 RUESHE/IMEE (KS) &nE&k

KG KS
‘ @
30
= ‘ .
(1]
k<] ®
(o]
< 20 ®
o
= @
® L]
..a [ ] L]
E L
W [ ]
d 10 4
e ©° °
o %o {
® ..
) [ ]
R ]
0
20 50 80 120 200 300 20 50 80 120 200 300

AUCss x10*3 (nM x h)

Note: The blue line and associated grey area represent linear regression models used for illustrative purpose only.
H{#E : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 412(%%
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F7m, =X ML F=T RONMSERE LT- AUCs DS D I BRRAZh R ORI &
NIV ILERD o T (3 2.7.2.3.5.1-2) .

#x 2123512 IXFLIFZTRUMEZEEREL T AC DD REBD RISTRAGEETFIE
PENSCLC BEICHT dREMBEDR

AUC,' PD SD PR? CR NE Total
(x10° nmol/L+h)

Q1 [13.4, 50.5] 0 0 8 (24.2) 0 1 9
Q2 [50.5, 64.6] 0 0 7 (21.2) 0 2 9
Q3 [64.6, 81.1] 2 0 7 (21.2) 1 0 10
Q4 [81.1, 105.3] 0 0 10 (30.3) 0 0 10
Q5[105.3, 310.2] 0 0 1(3.1) 0 0 1
Total 2 0 33 (100) 1 3 39

PD = progressive disease, SD = stable disease, PR = partial response, CR = complete response, NE = inevaluable
(RECIST vl.1)
IAUCss: EFARABICI T D - th it T, &> a3 473, PR Uy I PNITRSEREBIC X5

%[JA%

H{#% : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Table 25(Z%
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2.7.2.3.5.2 BREE L TEMOBER
STARTRK-1:45R, STARTRK-zﬁftEﬁ&U“ STARTRK-NG #BRDEE (ROSLAEL A B AL T,
NTRK A& s FERE 2 &) ICBT22X ML F =T KN MSOBRREEAESFR L
DORIR A R L7e, BEEEOTRIEIT AUCSS&U Crmaxssy B EHGOIEEIX Grade 3LL EDOIRER
I T CRA LA EFHS (TEAE) LRUHEEMRAESRESR (SAE)L L,
%ﬁ%ﬁﬁ;ﬁﬁaﬁ%:/}f;< ELIRAEFERERBLLT R %@il/\%&%@a D HIE IR LT
(¥ 2.7.23.52-1) . BEFEEOFIEIZIL, &E5HBYA (Day 1) (281725 AUC (AUCDI) ,
EFIRRBIZEIT D AUC (AUC) , Day HZH1T D Cmax (CmaxD1) &Um%ﬁlﬁ“é 2D Comax
(Cmaxss) ZHW-, AEFLRLOIEEIZIE, TEAE Grade 3, Grade 4, Grade 5, Grade 3~5}& O
SAEs W, WT D Grade DA FEFLIHFL GIRERE S OW O 72BEEMEITFERO b
Rz,

2.7.2.3.5.2-1 BFEFFRIL—FICEVWTALKEBIERESFRERBLE-BEEORIS
AT RBORESE & DRBRF

Grade 3 Grade 4 Grade 5 Grade 345 SAE
LU
< s-. ="
< 40 4 . : L
= -_\ e ! ._\- o "
5} “\ i H,'E \.:-\ Py ;r.f PK param
T 30 ry i
@ "‘ ’ g -»- AUCD1
=
a -e- AUCss
S ®
g f_’,,»f..; ,e —* CmaxDi
on o » f
@ ¢, W, Cmaxss
€ v
qCJ 10 :,\ = L 4
[5] e S 7o
5 33
o 4 & & g™

1 23451234512 3451223451223 43%5
Quintile of PK values

AE = adverse event; AUCD1 = AUC on Day 1; AUCss = AUC at steady state; CmaxD1 = Cmax on Day 1; Cmax,ss = Cmax at
steady state; SAE = serious adverse event.
18 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 52
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2.7.2.3.5.3 QT/QTc MifEIZ R IX T FE
e IR 22 MR IC BV TIE (=X b L7 F =7 NTRK @A & s B o B 25 A B G
EH2.6.6.102.6) , =X b7 F=TDOEEFRICEIT D IEFEATY Cnaxss (0.0157 uM) DI K738
%D ICs (0.6 uM) IZFWT, hERG EFZLET 5 Z LEARBIN TN D,
BEPRIZ B TId, STARTRK-2:ABR(ZH\NT intensive ECG a2 SEhfi L TV 5, T 51%
AFI600 mg &P h- L, QT sl & Wi 2 — B X & CHRIE L 72 il ) 5 1% 5 7= i rh 384
EDT — 2 SR ATRE/ 107D BH & Lz, LATFICZEORRE2RT,

(MBI R O 7 2 Y T VRAT)

QTc %, QT % Fridericia #fi1E¥%IZ & 0 #filE L7z QTcF & M 7=,

KA 7D Day 1550 (A 7 W13 TIEEG%AGR B &) 12 ECG HIE (F5FFAT
3EAIE) KON PKFFM A o BRI 2 520 L 7=, 2.7.2.3.5.3-1C QTcF CE¥IME + BEHERZE) o
RRRFHIHERS 2”7, ) QTeF DIEIZ R E 2Bk, X=X T4 UL OB b KE
MoT=DIFHA 7 116T-18 ms Tho72 (FS%EFHXM O LR : -7.8 ms) . RFElA A
N U T, FH9S%EHHEXM O LIR30 ms 28X 2K A > MMIehoiz (X 2.7.2.3.53-
2) .

AHNIFE 5% D QTeF 73450 ms LA F Ch oo lRE DR L <, 21ED92.5% (99/107) Th
STz, FED DT5% (8/107) @ QTcF IX, 450~491 ms TH o7z,

E5, Hx DEGIZBIT D X—RAT A b OELIZONTIE, RFIEG#%D AQTCF 7330
ms LR CHoT-WRE DR HE L, RIKD86% THh 7=, %D D14%D AQTCF 1%, +30~60.7
ms CThH o7,

2.7.2.3.5.3-1 QTcF (F#{E + SD) DIERFRIHERS

350

0 1 2 & 4 5 & 9 10 1 12 13 14 15 i6 17 18 19 20

7
Day1 of Cycle X (28 day cycle)
Hi8 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 49
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2.7.2.3.5.3-2 AQTcF (FHERUVHAIBWMEERMD LIR) DEFRAHTRE

mean (UCL) DeltaQTcF (ms)
3

tﬁﬂilllllllllll lII

0 1 2 3 4 S5 6 7 8 8 10 11 12 13 14 15 16 17 18 19 20
Day1 of Cycle X (28 day cycle)

-20

Hi8 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 50

(W% & & QT/QTce IR D2k & DEALR)

BAIRET ML VIREE L QT/QTe MROE( & OBMRE AT L7ofER, =X Lo F
=7 OMmEFEFIEYIRE L, AQTcF & ORIHBITERD bt ho 7z (p=0.915, ¥ 2.7.2.3.5.3-
3) .

2.7.2.3.5.3-3 IXbLYFZTOMBHREYRE L AQTcF DREF

50

Delta QT (ms)

-50

(<]

-100
0 2 4 6
Entrectinib concentration x1000 (nM)

Hi8 : 5.3.3.5-1: Population PK and PK/PD Data Analysis Report. Figure 51

YL EDOFERN D, AAl600 mg 8 A EHREG L TH, ¥ 57072 QT/QTe MRIERAH M IXFE
6“71@75)0 f:.o
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2.7.2.3.6 AiEAEDERTEIRN

AFNOEMEIT, FIZ STARTRK-1GRBRIZI T 2L EMEROAINEL, B RAINEN R
e X7 SLD ORREFIE L 2 £ LefiGtE T MRS E @R LT,

STARTRK- 178k 1%, 2 NFHERARREBROHELEH & (RP2D) #RETHZ L AHME LT, =
X hL 7 F=7 100 mgm’~400 mg/m*% 1 H a4 5 0O H &WiHI N33 7 A v &2 i
600 mg % U800 mg O EEHEZFAN L7z, AFNE, &5 Iz HE#HBEIZBSWTRIUFZRAS
PEZoR LTz, ZetEiconT, RISV 360 BE 13800 mg THERIFRFEM: (DLT)
ZREBLL7- (5.3.5.2-2 Section 12.1) o FAZPEIZOVT, 400 mg/m*)> b ERIKREA ZPEN T
DB, 100% U200 mg/m*OEHETITABMEITRD S/en>7 (53.5.2-2 Section 11.4.1)
STARTRK-17RER D2 2 OF T — 4 K0, RP2D (3600 mg (1 H1[E#H HE:E (QD) )
L7,

25 AR ER IR ﬁ%(mmnmnﬁ%)Twm@QDvyfy%@mLtF%,%A%ﬁﬁ%

DR B, WO 1L, P U EIZ SR D AE OIRRBRIME < BAF 722 2SR
itz (273, 2.74) . £72, STARTRK-2iBR CTiL, sub-study & L THARANBESHZ I
600 mg QD L T A NZxIT 5 AR, RAMEROSEYBEIREAL M L7, ZO/E, BANEH
TRELIEAFEFZO 70 7 7 A VIFSNENEE LR TH Y, DLT FHm I ISR EEST

i@%ﬁﬁ¢ié%ﬁl@%@<%@ﬂﬂfDmfi%ﬁbﬁﬂotoH$A$%@iXFV

7 F =T DOEFIRBIZBIT DEFER (Cra) BIAMEANEE OEREFEE (STARTRK-1: F2A #5H|
wm@QD&ﬁﬁ)&H%T%ot(zmzmw

ROS1FE G B fm 1B NSCLC B 12381 2 s b gk i | I 2 Bl BIfR 7 < FERITAR < %
HhTED, @fﬂ%ﬁf@ibﬁmﬁﬁfiﬁofmtoé% IZX ML F =T KO M5
ZER L-EERE (AUC) #HICBW T, BRUFIOBEEITRY IO LNhoT-, Th
%@%ﬁﬁ%ﬂ%,$ﬁ6mng%uﬂﬁ%ﬁﬁ ZBWT, AR OREGHE NIRRT T T h—I
BELTWDIEDEEZILND,

bz Enb, BRNZEN, oM, RORGER L EBYIGEN L OBMRIE, ROSIEME
NSCLC 55 & TN NTRK B E A AV BRE 21T 5600 mg QD & W9 5. L 2 Oy %
FKEFLTWD EEZBND,

2.7.2.3.6. 1 HERAERAE

BRI 20, 22t OB IRSEH OB R0 bHERE S 2 IEHEZ LT IZRT,

o RN (18i%LAE) OHESEH LM EIX600 mg QD (EEHE) L7 5,

o RN ONHEEREERE O MIENEIZONT, BRI TA RTI4TN EL L,
HEREERT BT, 22l OHE RIS STV R0,

o WEROTEEATEEREDOHIEREICONT, BRI A FIA NTHEL LR,
FEEATEERE ISRV TL, etk OEIEIIMHES S Tunan,

e PPI R°HW pH % LA S HHMH (HZ B AEETEESCHIEES) & OFHFRZIE, BF L
EBICARERAT D EEHLET 5, 727250, AEREIILEL L,

o )72 CYP3A4PHEAI & OOFHITHELE Lo, REFE~DUI B 2 HLET 5,

o CYP3AADHRFED & RS DRAEH| K Uk % 72 cytochrome P450D FHEH & O Of HIZ I
HHEHEIZOWT, Rl T4 R4 3B e L,

o 587172 CYP3A4THEA] & OOFRITHELE L 22\, REBEA~DE) Y B x 21T 5,

o CYP3A4DOIE L OPFHICHIT D HIEHEIZONT, Fil7e A R A4 3B E LA
W, 7277 L, EE LT CYPIAATRET S 4, 1RO IEY) 2 AAI B 5% IZIRAT 5
GAITEREZET D,

o AF|ETVIXTULEDOHHIZBNT, YIXFTUOHEREIISLEL LRV, 7L
VAF T NIKT HEEMER 72 TDM Ik 5 Z &, [FIERIC, P-gp =° BCRP DHE %
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O, IBEEROENEEY) () X H Ty, ARRLRY— 1) SOFHTAEE, EY)
=XV U T EETDH AR S,

2.7.2.4 4RI EER
ARHFNOFER 723 BRIT 5 HE L Tuh 72wy,

2.7.2.5 {F&%
BA=E/JPN

2.1.2.6 ZEXWM

1) Guidance for Industry; Drug Interaction Studies - Study Design, Data Analysis, Implications for
Dosing, and Labeling Recommendations (DRAFT GUIDANCE). FDA (2012)
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OX!)—kLYHFTEIL100 mg
OXY—kL2AHFEIL200 mg
(X FLOF=T)

(ROSTRA & 3B 45 F ISt 0D 36/ 1N R B )

oy (Y a2—12) CTD O (Y~ 1V —)

2.7.3 WRIREA M

AR S A
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e —E

s 7 gk 4

ALK anaplastic lymphoma kinase Kok ) o\ Ex S —F

BICR blinded independent central review AL IR ER B S

CI confidence interval 5 HE X [H]

CNS central nervous system HRAX A% SR

CR complete response SERZERN

DLT dose limited toxicity FH &l (R

ECOG PS Eastern Cooperative Oncology Group —
Performance Status

MTD maximum tolerated dose e K &

NCICTC National Cancer Institute common (S NEDSABFSERT — B E S s
terminology criteria for adverse events FHRERLE

NE not evaluable Sl N RE

NTRK Neurotrophic tyrosine receptor kinase PR B R /R ETF o o —

+

0S overall survival AT

PFS progression-free survival JEHE A A T

PR partial response B 225N

QD once daily 1H1[H]

QOL quality of life AETEDOE

RECIST response evaluation criteria in solid B3 AT H 1T D 2h S e #L e
tumors

ROS1 ROS proto-oncogene 1, receptor tyrosine | ROS ¥&EFiEE 11, T/ KFa
kinase Xr—E

RP2D recommended Phase 2 dose o5 11 FH ERPR SUBRHELE FH

SD stable disease WE
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32 2.7.3.3-1  FEMTRIBEEIT O TETR oo 14
# 2.733.1.2-1 RERPIEEEHEOER (ROST AR o, 17
# 2.73.3.1.2-2 (EBEEEGHIEOBHOER (ROST A ZMEFFMER) o 17
# 2733123 7xu—7 v 7HMEOER (ROSI AMERME) o 18
# 2.7332.1-1 ZhFE, REREIFEOELK (BICR #Hfi, ROS1 AZMWEFHHER) ... 20
# 2733212 FHHHIF O (BICR #Ffi, ROS1 AZNMEFMEERD) e 21
# 2.7333.1-1 N—R T A VRO O BRI O A D EK) (ROS1 A ZhPERFMm

BEIT]) et 27

# 2.7333.1-2 MHANIREDOFEDFR, KEBEIEOELR (BICR 7, ROSI A b4kl



Entrectinib

2.7.3 HERARMA M Page 5

# 2.7.3.6-1
# 2.7.3.6:2
7 2.7.3.6-3
#* 2.73.6-4
# 2.7.3.6-5
7 2.7.3.6-6
7 2.7.3.6-7
7 2.7.3.6-8
7 2.7.3.6-9
7 2.7.3.6-10
7 2.7.3.6-11
7% 2.7.3.6-12
7% 2.7.3.6-13
# 2.7.3.6-14
7 2.7.3.6-15

7 2.7.3.6-16
7 2.7.3.6-17
7% 2.7.3.6-18
7 2.7.3.6-19
7 2.7.3.6-20
7 2.7.3.6-21
7 2.7.3.6-22

# 2.7.3.6-23

# 2.7.3.8.2-1
* 2.73.8.2-2

* 2.7.3.82-3
#* 2.73.8.2-4

#* 2.7.3.8.2-5

* 2.7.3.8.2-6

#* 2.7.3.82-7

BEITD) oo 29
BRI O 72 BRBR O B PRFEHE JL ORI IETE s 31
B IIPERTARIE H D TEFR oo 36
N FREFHFRVRRE D EERT (ROST AZNMERIAER) o 38
PRBFEED K (ROST A ZNEFFAIEER) o 41
G AA K OMESOFIEOER (ROST AZNEFEMERD) e 43
AMARIEOER) (ROST A ZIEFFAMEERT) o 44
R—R T A UREDORRIEEIRE DO EH) (ROS1 AIERARER) 45
BRI OB RILOELK (ROST AZNEFMEER) oo 46
R, REMREDROELR) (EIREFE, ROS1 AZNMEFHHER) ... 48
FNIRI O (EIREFEM, ROST AZMERFBER) o 49
PFS D ##) (BICR 7, ROS1 AZNMERFAMAER) oo 50
PFS OEK) (FIREFEAMN, ROS1 A ZMEFEAMEERD oo 51
ERRMIA R OER (BICR #Ffi, ROSI AZMPERFBEER) oo 52
B RAA AROER (FIEEM, ROST AZMMEFFMAER) e 52
RPN ZE DIREAEST £ COBIM O ZH) (BICR #Fffi, ROS1 A ZhHaHMmE
) ettt 53
0S DEH) (ROST AIPEREAIEERT) oo 54
IR ZE DOZE LI O ELK) (BICR #Ffl, ROS1 A ZMMEFHMEERD) o 55
JMPNIRZE D PFS O EH) (BICR 7Ffi, ROS1 AZMMEREANER) oo 56
By SR OZR R OEFK) (BICR 7, ROSI AZMMEMRERD) e 57
TR K O BRI B OER (BICR §Fi, ROS1 AR GEM) ... 71
ZRNWIRI O ZK (BICR #Hfi, ROS1 AZMERIRER) o 72
TR O R A RO ER) (BICR 3, BIE3IR 2 47220 ROS1 fl
ATEAG T BHPE NSCLC EFH) e 73
ZRHIM OZSK) (BICR #Afh, Bz 4 R 720y ROST @l &8s 1Btk
NSCLC ZEF) oottt 74
HMEDOER) (STARTRK-2 i85, 33 #1> ROS1 AZMEFEMEN) e 77
N ORI EDO B (STARTRK-2 3Bk, 33 1> ROS1 A 2h 1 FEfiE
D) ettt 80
PHEEFED TR (STARTRK-2 i8R, 33 51> ROS1 AZMEREER) ... 83
FEHFEOER) (STARTRK-2 #Bk, BICR #Ffi, 33 #i0> ROS1 A hPEREAi%E
D) ettt 85
FRARIA O ER) (STARTRK-2 3Bk, BICR #fi, 33 {5 ROS1 A %hiE
== 5 ) OO OO 86
R O K (STARTRK-2 3Bk, BICR 5Ffi, 33 o> ROS1 A ZhERFAf
BEIT]) e 87

PFS OEH) (STARTRK-2 35k, BICR #Eff, 33 ffild> ROS1 AW MEFEmEE
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T et 88
# 2.73.82-8 MNIRE DR, REHREGEROER (STARTRK-2 7R, BICR Fifi,

33 (511D ROST A ZIERFABEER) oo 89
# 2.73.8.2-9 OS OEH) (STARTRK-2 iR, 33 #0> ROS1 A ZMEFHNEERTD) o 90
# 2.7382-10 HEMBIOZEZNROEHK) (STARTRK-2 #85k, BICR #fi, 33 f51® ROSI

A INERFAEEII) oo 91

RMIEH—E
AL
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2.7.3 ERERHIEZNE

2.71.3.1 ERRUHEH

ROSIFN A B T-BEtE O IR/ MfafiE Iz 321 XY — s Lo (BT, AR OB
A AR Z & e BB AL RS 11 ABRGR R T 5 RXDX-101-02885 (UL, STARTRK-2:ER) | /’ﬂi
S 1 FEERIREABR Td> 5 RXDX-101-01388k (UL, STARTRK-13KER) , ¥EAMEH 1 FHERIRHUGR
Td D ALKA-372-001788 (LIF, ALKA #BR) OfFIRICHESEFHN Lz, A2
WO 2 £ 2.7.3.1-117R 7,

STARTRK-27%5%, STARTRK-17XB& &% 0 ALKA 3RBRO3FERIC, ROSLELAE ST B 34 72
< EB50HIBEE SN ETEMTHZ L L LTWEMAMITICE S To 72, FHAMATIX
FREO3FERIZ2017411 H30 H LARNC B SR SN2 BE OT — X 220185 H31HIZT —H /1 > b
F7 UCEM LTc, ARMEORHIIZ, #EMATEHEEFIZEE Lz ROSIAEHR OGN 720
ROS1F & B T I MEIE /NI i B C, N—X T4 VERCHIERREIREEZ A L, 7»ol120
A UL EOBIEIIR %A 5 B 5361 % s 6 Lz,

728, AHEEHIC STARTRK-2FRER O A MR X G376, AR MHERHmAE ] O & 2 4 il 7-
o 1241 (ROSIPRERI DO 50N & 5 kB 20, Big2 ﬂ;ﬁF’% S+ T%é%&’%ﬁ%z{ﬂ)
NEFENTWDZ ERHGNE R ST, S RV =B MEFHEER 3361) 2T 58
D FE R RER 427381 R LTz,



F 2.7.3.1-1 FAHEFFMICAL-ERER D BIRE
=g =p =] b Y= S TE =7
| | oy | PROERER | Hes | i oo w22 e
NTRK1/2/3, ROS1X
X i At HEM | 600 mgQD N
o e | Gk | R T Buke | (AR (0% | 07 o U g | | 3500
B ARE o
A a—)L A
100, 200, 400, 800,
1200, 1600 mg/m? QD
(M) 4R MEL5%
3HHIRIE x 31 [H
! TRK A/BIC, ROSLX | FEEHY/ ;i%uza i
. , L '
HESH I;/[Zrdvilgo EZLLI;‘:'f TN pLMTD ot | 13 ALKEE TR | R | <7 oa—n B 58l ;&;ﬁiloﬂ Tl | A | 53523
Sciences BB A BE | 200, 400 mg/m?, 600 el
mg QD (F&)
A a—)LC:
400, 800 mg/m* QD
(BER) 4AMELE%
IAMHAREE (F15Y
#)
JA Y 2 AR — b AR
.| NTRK1/2/3, ROS1X -
. I RXDX-101-01 DLTMTP ?fjﬁﬁ 1% ALK Bf5 4R #2@/ 100,200, 400 mg/m* 20144E7 H ~ DLT -
s RP2D DRE R, FHEMT | 600 mg, 800 mg QD 7645 g MTD A | 5.3.522
Ignyta (STARTRK-1) b e b 1 B DEELT - EEB D s (FI, F2A B ke .
. - EhiZ s a ’ o
AREDRETR ESIRS

DLT : HEHIFREME, MTD : i Kifif&, RP2D : & I AHFGRRBRHEEAH &

qruioanuyg

W LT

5
=k

F e B

§ 93ed
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2.7.3.1.1 BRMHEHEICA W -ERERABRDOE
2.7.3.1.1.1 STARTRK-2:{E&

STARTRK-2:XBR1%, NTRK1/2/3, ROS1XI% ALK fl & ls Bt OMELT « i DOETED AR
Fraxtgl U-EBEILRSE 0 MERRR TH D, ARBrL, SZiadtFEEHR A A7 v MR
Bl UCHEM S, AFIOFRM, 22t Oy EhEE % 57 L 7=, STARTRK-27R5k 0 ER
THA L OMEEK 2.7.3.1.1.1-11TR~7,

2.7.3.1.1.1-1 HEBTH1 O OME (STARTRK-2:KER)

Studies of Tumor Alterations Responsive to Targeting Receptor Kinases
STARTRK-25i{B&
IRCLOFZIOSMEEHRAR, FEHR BRAR AR TVNEER
M BERSABE ARSI EMbEN)

SFBRE~ORE |

¥

WTFhHIDAZEIZEY, #FREFEE
1) PRER (Ignytatt OCLIAZEER TR
2) pagE s R E () - - - 55 00 - sh R R

T —
| NTRK 1/2/3, ROS1, ALKBIEFEENREHR |
¥ ¥ —
| ﬂi& || B || FoTHR
[ RB~DFE |
* ‘ BAZBE R —k
- BELEHL, T, EFTRXZAED
| BRI | | FRLEW F*' BHEOWLT MR AET, AERE,
7 BRUEHE RULFRRIETS
[ E7ER FAOBEEARMT | | | CPACERRRTD

A 4

A
s e

TRK ROS1

KABRICIE, AARZELHRISHEIS, ROSLENA s 1B FE/ N it = 7~ — 9150
B, ZDNZ T MEQBIDBE BT HZ L L Ui, WO OEI 0 1) 585 E
DRAT y NERET D20, A7V —="7fKH & LT NTRK1/2/3, ROS1, ALK @& &Eis
7 v A (Trailblaze Pharos™) % H4jllE (Ignyta f: CAP/CLIA laboratory CZEfE) 45 Z
rere, wimasgmd s (I B
LR LD, TOBRITHTRAE L O— B2 MR 5720, MR Z B Ignyta th~2%
52L& LT,

AIRBRTIL, AEENHHBE IR LT-2Y, TRK, ROSI, ALK [HEH] (BAGRIE, 155
W) OFNREEO H % BEX, MET N7y MATMAAN NN & & Lz (f
Immmiﬁ TBRIEN & 5 1L, ROSINAT y MIMAANLILZRY) | 72721, Feh

%(u? CNS) TOIRIFBHEITNRBO SNDH 7 )V F =T &GO H 5 ALK Xix ROS1A!

BAR 7B N e L A AU RTRE & LT,
%%1@%& L, 4l%21Y A4 2710 E LTARA00 mg Z#1H1EGHAROKG Lz, 1
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1]

BIEDOE 51X, TR T RWVEERE, M fipELZES (BICR) 12X 0 WEET &HIE

SH D E TRk L7z, BICR I L W IRBMEIT L HE SN, AFIEGIZE D EROERN
FoiLD & EIREDHI LI2GA1E, 1RBRIKEE 0RO b & FIREOFKE TARFIFR 5 Ok
ZRRE L LTz,

FEFMER X, 24— Mg BICR FHMiOREDFE L Lz, EREIRGHIEE X, 28—k
fE® BICR FHiOZEZhAM], Z2%hE CoMM, BRMARAE (L& [SD] »6h HLL EFfiX
IF5e 2225 [CR] , #8023 [PR] O#ERE OEIE) |, LZ4atk, Rydhe, BEWE7 o b
JrE LT,

ROS1fA & 1B e FE /N i = A — b ClE, TBEREMIE 132> 08— kT2 2
L& LT, /N— 1 A TiT, 2-stage BIRIRET A NZHE- TO2H £ THRERZRET H, BEDEE
NRIN20% AT & 72 B G IR BRI AN n], 40%LL | & it D455 13 BRIk TRE & L
oo BAT— T OB L EEFME H % 2L L 72 Il 5 72 DI B e fie /b O 725845
BRI T180% LA I, Al o= 0.025& L72BRMEIEIZEESWTIRIE LTz, ZOT A VEkiE
NE, WIAT =L L TARaR— N TIERRIB3FIZBEE L, 451 H ORI HETR T X 72REA
THIAT =S &L, B TRWGS, Rak—MIKTTH2LE L, HIAT
— VUM THoT25E, FH22AT—Y L L THIZ49%] (GFt62fl) =8&k+H2 L L L7,
H2A T — T DA% H BRGNP O BB DR S = a, /S— b A TIETEEHMEEE =2
R L7 &Il L7,

N— kK B TlE, BEORIENDR L H65%LL ED L&, a=0.025 (7)) TS50%LLFD
BICR fHliZE5h #2072 < & H80% DI /I CHEATE S L H, HIZOBIZBEKTHZ L& L
oo ZOHEMICH L, MEERIETH D7) S F =T O XEICIE S E MR B Beh=R
ELTS0%BERE LIz, £72, S—F A L BOMAHITET 2L L, ZOEHEH1504]
ERERTHZLICED, BOBEMENDRS L H65% UL ED L X, o= 0.025 (FH) T50%LL
T BICR FHliZE5h 3 2 /072 < & $90% DM /1 CHATX 5,

AFREROfMTIE, EEARHFE DO OIC ALKA KB, STARTRK-135%, STARTRK-2:XEk%
A THRIS06] D ROSIENE B BRENBRESNI-%, RIH 70 —SN-aTh
Yy hFT T LT —=HICHESWTERTH L E L (27338M) , vk, YEMT£L
STARTRK-2FRER DB g T T D H D & LT,

ABRTITAARNEEOF 1 FHERBRHEE A E (LT, RP2D) TOREMK VLML
BT HZ L& HME LT sub-study Z % E L7, Sub-study (X3 + 37 A » TARRERICH AN
ZRERT DRNCSE L=, 3610 BARNBEED ABHIZ RP2D TH HAHKI600 mg 21 H 1[FH H
Basg Lz, 11270 (28HIH) H%Z DLT @Hl#E & L, Z O ToO DLT FEELZ MR L
72 BER L7362 p o BE X, REBEITO = DLT sl i1k L2726, #ri=iz2pl
4% U7-, DLT el A 52T L7362 DLT OFBITRD b »7-, £7-, DLT 2
HEFICH I L7226 S DLT IS T 0 A EFFREFITRO LN oT, TORRE, BARA
TO RP2D [34ME A & [7] UAAI600 mg 21 H 1Ak H & 05 LR S i,

R BH 46 74 O TR R 2 7 1 5 D 28 B 5% 5.3.5.2-1 13.9.10 Changes in Conduct of Study or
Planned Analyses| (27~ L7z,

2.7.3.1.1.2 STARTRK-1:{E&

STARTRK-175B#1%, NTRK1/2/3, ROS1Xi% ALK Efx 25 BEEM: OMEST - BB O A SR
FraRg e LA E 1 KRR T 5, RRBRIL, ZiistkRIEERRR L L TEm I,
PRI ok — b EER IR — bS5,

FHEMIHE 2R — b (HAERRBRE S - 1561) TI%, BEENAERE 26810, AHZ2HRE L
O A ERIREE (DLTs) , &KM&E (LLF, MTD) , RP2D #RETHZ A2 TEHME L,
Rk ads— b~ (BEEERES : £5001) Tix, NTRK1/2/3, ROS1X i ALK E{x 125 B0
HELT « IR O EE N AVBE 2RI, REZ &G LIZBEOAMNE, 228k OSSRy EhiE % REt
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THZEEEHME LT,

FHEMEE 28— R TIE, 100 mg/m*/ B, 1H1E®&R GO HERENSBRB LT, 104 7 LB
(28H M) # DLT iR & L, Z O ToO DLT BEAMR LIz, 3+ 37 A THEHML,
3B 261 X6 B 26T DLT BENHERINLSETCHENE T2 L, HELMEIC
IGUCEETLHZ L L, 1HIEITO PK, ZEMENHERINTEE, RO ak— N TlLH2[E
SEFETEHEELT

JER 2R — ME RP2D NREHRICEET 228 & L, RP2D (KAI600 mg) T4HZ 1A 7
e LTIHIEERRO#&S L,

728, CNS ~OHEMN 5 5 B SUTHIFEEALL CNS DA, D & b2Y A 7 &5k
T SD 2 ORIRBRN & D Grade 2L EOFEFRRORBELNRBD LALWIGEIE, EIRED
HIWTIZ L0 AAKIB00 mg #1H ARG ETHETELZ L E LT,

FEFHMIE H X, A& AR — N TEgRY+ 2 v DLT, MTD, &Y RP2D Z{RET
HZLEL, ERAR—FTIEEDRE LI, Wiak— &b, EREIRGHEER & L THZ)
PR, 4, SYENEEICET S HEE 2 RRE LT,

AERBALATE OIRBR GG B E DA F % 5.3.5.2-2 19.8 Changes in the Conduct of the Study or
Planned Analyses| (Z/x L7z,

2.7.3.1.1.3  ALKA :E&

ALKA 7R5R(%, TRKA/B/C, ROS1XIid ALK JR{nT-ZESRIGIEDOHETT « #588 D BITEH A B & %)
B LA 1 KRR TH 5, ARBRIZ, ShiskItFRIIEERARIHNRBR S LA 4V
T CEMEN, HEOEWCLYIar—F (RFYVa2—V A, A7V a—/V B, ATV a—
L C) ORI,

BBEEO AL, TD LB ThD,

o AV a—)b A 4AMRM, 3AMIAIEZ3E], ZO%RTAMKES S, Z04Y A 7 V%

M9 5, 1RBRIKIT, MART T, 1R1RI2E, FOkEg s 5,

o A7V a—)b B4l A 7 NV TCHAKRAKREGT 2, IBRETIRZRICIAIEROKRES LT 5,
o A7 Va—)b C:AAMRA, 30 MREAAEMED KT, ZO4HEY A 7 Vv EikeT 5. 185

FIXAZIZIARDOR2E, RO ET 5,

PR &, A7 Y a—n A TIEIERKRBOMSRICES X, 100 mgm¥/H & Lz, Fi-,
AT a—)v BIEATVa—/b A DFERESZIRETHZ L L, 200 mgm*/H & L7,
AT a—)v CIX, 1A 27 VH0 OMNEBRE LBEGEENRAT Y 2—/L A, B ZE2R2WN
ZEE LT,

FERHMEHE B X, DLT, MTD & L, EREIREHIEE & L CHOME, ZatE, EpHRkic
B9 2HAZRE LT,

PBRBR LG DOIRBR G E D2 8 1% 5.3.5.2-3 [9.8 Changes in the Conduct of the Study or
Planned Analyses] (278 L7,

2.7.3.1.2 BRI I B O -ER R ERE T 5T E D LLER
BRI W =R OB 2 3% 2.7.3.1-112, E70RIRILVE R O/ HEA 3 2.7.3.6-11C
LT, FOMORERRER e IX, 5.3.5.2-1~5.3.52-41Z/r L7z,

2.7.3.2 EAROHABRERDEYN
2.7.3.2.1 STARTRK-2:E&

ARHGEDOMHTR (2017411 H30H £ TICBESNIWERE /7T —2 W v A7 H 1 201845
H31H) T, ABRo RN 2 5206 L 7=, ARECIIH BT Oft R4 r~7,

AHNDNBe G S 722060 OHERE DN, 1056155 ROSLELE s T-BaEFE/ Nl s = A — -,



Entrectinib 2.7.3 HERARMA M Page 12

635153 NTRK il A B BB N A 2k — b, 38BN DM = A — MBSz,

ROS1f A & As F P MEFE/ NI it e =2 78— R TIE, ROSIBLEA| OB GHEN /2L, "—2A T A
VIFICHIE RN A A L, FMEARRE S AR — FOREHEL - SR, F—2 hy AT T
127 A LU - OB &2 A3 53761 % A 2h Ot g & Lz,

TEBEH TH HELhHR (BICR FEf) 1%, 75.7% (95%CI : 58.8~88.2%) TH Y, 95%IF
FEXE O FIRE2N FRIICHE L7250%% B 2 TEB Y, AFID ROSIFE BEis 1Bk I/ NmiE
it 29 D A NMED R S Tz,

FERBIRFHMEEE &3 2.7.3.2.1- 1R T X 912, KEOEMEE R 5 BAF 72 SGE D e
iz,

& 2.1.3.2.1-1 BHMMHEOEN (ROSTHEEGFEIEIE/NEIEMMED HR— k)

EEC- ST Rha N =37
THH =l (%) 28 (75.7%)
95%CI 58.8~88.2%
AR BRI A % N =37
THH ERARHYE B (%) 28 (75.7%)
95%CI 58.8~88.2%
Zh I N =28
Zh5 (%) 12 (42.9%)
Y AE NE
95%CI 9.271 | ~NE
PFS N =37
AR (%) 17 (45.9%)
Y AE 15.74 H
95%CI 8.3 H~NE
MNP ZE DR AL T T IR N =37
AR M (%) 13 (35.1%)
Y AE NE
95%CI 13.61 | ~NE
0s N =37
A ML (%) 8 (21.6%)
Y AE NE
95%CI NE

0S LIAMZE, W3t BICR FEAM
NE : Gl A HE
[5.3.5.2-1 Table 9% 4% ]

2.7.3.2.2 STARTRK-1: 5%
ABRIE, AEER o AR— MR aR— O EN D, RHEFHEORKMBENTE (20174
11H30H &£ TICBGRINTWRE /T —% v A7 H : 2018FE5H31H) IZidrkak— b
DOWRE 1T E EN 20, AR 2R — FOWRE Oft 2R, 22d, HAEER o R—
MIFERABE Zxt4 L LTHD, NTRK, ROSILKETN ALK @& & s EFETEDS A BT
RO 85Iz,
JHEME 2R — MBI AT S 766 o ik - AEOER 2K 2.7.3.22-11577,
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x 213221 RAEHEIFR—FORZE - BFEDEN

AFNOHE - HE A B
100 mg/m? QD Fl 5
200 mg/m? QD Fl 5
400 mg/m? QD F1 10
800 mg QD Fl 9
600, 800 mg QD based on BSA* F1 5
600 mg QD F1 22
600 mg QD F2A 20
il 76

MMERREAEAN.85 m LA T D & 600 mg QD, 1.85 m*BE 7D & %800 mg QD
[5.3.5.2-2 Table 8 % 2% ]

AFBR O EEFEMIE H CH 5 DLT 1%, 800 mg QD D3I TR SNz (2.7.42.14.1) , =D
FEE, 600 mg QD % RP2D & L7= (5.3.5.2-2 Figure 6) ,

HEE 2 A — MCE 4T oo gBRE 766 ON, EIRENX—RA T A VK2 RECIST
VLIS X 0 I ATRERZE D8 A vy &I U 728451 2 B4 < 68151 2 A s MEFRAT AR & L 7=,

BN HE 6861 D FN R (FIREEFEM) 1319.1% (95%CI : 10.6~30.5%) Th-o7-, =
& HIE SNT-EBRE ONFRIZ CR 25141, PR B2 TH VY, 2615 NTRK, ROS1KL N ALK
A EE T HIEEE N A BE ThoTo, £, WIRMAHE (SD 267 HLLEFHE, T CR,
PR DHERE DEIE) 1, 23.5% (95%CI : 14.1~35.4%) Th-o7=, ZNHIF O RAEIX18.3 7
H (95%CI : 6.538~21.388% ) Toh -7,

A RN AT EE F 68451 0D MERE AL FE 41 (PFS) DI, 2.1 (95%CL : 1.281~4.4027
H) THo7-,

AR D Z OMOAEIMEDRERIL, 5.3.52-21Z7 R L7,

2.7.3.2.3  ALKA iEx

AR O EEIMIEE ThH D DLT, MTD IZ2W T, DLT IZENSTH5HEL T HNT,
MTD (B[ L 2o 7,

ARG I NTZ58BID H b, IRBREREEZZ T 2o I R R —R T A VBRI ER
A% RECIST v1.11Z X 0 JI7E FTRESR 223 7o &I U 7= 341 & B < 5441 % A 20 PEREAR T AE S5
L7,

HIWEREM P RELE M SA%] (A7 Y 2 —)L A 196, A7 Y2 —/L B 3041, A7 =2—/1 C 54)
DFNF (FIBEFME) 1325.9% (95%CI : 14.96~39.65%) TdH v, Z%h & HIE S WRE
DONFRIL CR 232f, PR 231261 Th o7z, BB RD LA 7214619136125 NTRK, ROSLKL K
ALK @l & B FIGMEEE N ABRE TH Y, 16001E ALK B2 BEGVEO R MIER BE TH
ST, FEHHM O P RAEIZ5 T H (95%CI : 3.7~17.67 H) ToH-7-, PFS OHRfEIE, 2.8
T H (95%CI : 1.8~4.671J]) Toh o1,

S54G1FROB DL T DN SvTe, R4S (0S) O RAEIZFHEARE (95%CI : 19.07 A
~FHIREE) Thotz, T—F v b4 7 Q018FS5H31H) BEa C2HIR# 5 ks L Tz,
151X CR D=2k L TE Y, 1HNTRBETAMRE SN0, BRNEZESS D & L
T &Mk L T\,

ARFER D DM OB HMEDOREFIE, 53.52-31T7kR L7z,

2.7.3.3 2HBRZFEL TCOFERDLLE: & 7T
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& 2.7.3.3.1.2-1 HERPILEROER ROSIEREETMEEME)

Patient Disposition for Study, ROST NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Study Status

Completed 4 (44.4% 0 0 4 (7.5%
Ongoing 1 (11.1% 2 (28.6% 23 (62.2%) 26 (49.1%)
Discontinued 4 (44.4% 5 (71.4%) 14 (37.8%) 23 (43.4%)
Death 1 (25.0% 0 8 (67.1%) 9 (39.1%)
Informed Consent Withdrawn 0 0 6 (42.9% 6 (26.1%)
Withdrawal By Subject 0 2 (40.0% 0 2 (8.7%
Other 3 (75.0% 3 (60.0% O 6 (26.1%)

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ds. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ds_REE. out
21AUG2018 0:2 Page 1 of 1

[5.3.5.32t ds_REE.out % 48]

& 2.7.3.3.1.2-2 BRERSHIEOEADEN ROSTEMMFHEEE)

Patient Disposition for Entrectinib Treatment, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total

(N=9) (N=T7) (N=37) (N=53)
Discontinued Treatment 8 (88.9% 5 (71.4% 19 (51.4% 32 (60.4%)
Adverse Event 1 (12.5% 1 (20.0% 3 (15.8%) 5 (15.6%)
Informed Consent Withdrawn 0 0 2 (10.5% 2 ( 6.3%)
Progressive Disease 7 (87.5% 4 (80.0% 14 (73.7% 25 (78.1%)

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ds_tx. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ds_tx_REE. out

24AUG2018 21:2 Page 1 of 1

[5.3.5.32t ds_tx REE.out % F§]
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£ 2.7.3.3.1.2-3 24+0—7v JHEOEH ROSIAESMEITEER)
Duration of Follow-up, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Duration of First Response for Responders

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Patients included in analysis 7 (100. 0%) 6 (100. 0%) 27 (100. 0%) 40 (100. 0%)
Patients with event (%) 6 ( 85.7%) 6 (100.0%) 23 ( 85.2%) 35 ( 87.5%)
Patients without event (%) 1 (14.3%) 0 4 (14.8%) 5 ( 12.5%)
Time to event (months)
Median 37.22 22. 21 14. 36 16. 56
95% CI for Median (14.26, 37.91) (13.31, 29.57) (12.55, 16.92) (13.83, 17.94)
25% and 75%ile 14.26, 37.91 13.31, 29.57 12.52, 17.38 13.17, 19.35
Range 13.2 to 41.4 4.9 to 31.3 5 1% to 19.4 4.9 to 41.4

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_fudur. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_fudur_REE. out
24AUG2018 21:3 Page 1 of 2

Duration of Follow-up, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Duration of Survival Follow Up

ALKA ST01 ST02 Total
(N=9) (N=7) (N=37) (N=53)

00. 7 (100. 0%) 37 (100. 0%) 53 (100. 0%)
88. 9%) 7 (100. 0%) 29 ( 78.4%) 44 ( 83.0%)
11 0 8 (21.6% 9 (17.0%

Patients included in analysis 9 (
Patients with event (%) 8 (
Patients without event (%) 1 (

Time to event (months)

Median 30. 42 23.85 15. 47 15. 54

95% CI for Median (14.98, 38.90) (5.55, 30.26) (14.62, 17.81) (14.75 19.02)
25% and 75%ile 14.98, 38.90  5.55, 30.26 13.40, 19.02 13.40, 20.24
Range 0.9 to 43.1 1.7 to 32.2 0.8 to 25.3 0.8 to 43.1

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_fudur. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_fudur_REE. out
24AUG2018 21:3 Page 2 of 2

[5.3.5.32 t_ef fudur REE.out % F48]
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2.1.3.3.2 2FNMHBOKERD LR
ARIETIX, ROSIAZMEFEANER 534 (STARTRK-23ER374, STARTRK-1:XBR7fi, ALKA
BB DOREREZLITITRT,

2.7.3.3.2.1 BUE, EHHME

R, FRERAEROERNEFE 2.73.32.1-112, ENHBOENEFE 2.7.33.2.1-212, [EE
BDOR—=RAF A b D RENRD waterfall plot 2K 2.7.3.3.2.1-11C, ZE2hHI D Kaplan-
Meier fi#R 2 [X] 2.7.3.3.2.1-212739, FhHI K OFEZZ01 D swimmer plot % [X] 2.7.3.3.2.1-3|Z7
7T

ROS1A ZhPEFEMAE 5361 D Z82h=  (BICR #¥f) (X, 77.4% (95%CI : 63.79~87.72%) T&
0, e EHTE SN HERE OWNERIZ CR 23361, PR 233861 Tdh -~ 7=, LI o i X
2467 H (95%CI : 11.4~3487 H) Th-o7-,

TIBREFM OFLFRIL, 75.5% (95%CI : 61.72~86.24%) TV, Fxh& HIE ShI-WRE
DOWNFRIL CR 23%6M1 (11.3%) , PR 2334%1 (64.2%) Toh -7 (F 2.7.3.6-9) . FEhMIR o
B (EIREFME) 1216.6 H (95%CI : 13.1~2147H) Tho7- (3¢ 2.7.3.6-10) .

LA EDWERE T, EEEDR—RZT A U NbDRKRENLRIIOCRETH Y, EEEOH
IO (K 2.7.3.32.1-1) .



x 2733211 Z=mE SRHESHREOER (BICREHE, ROSIAZNMEFMER)

Overal| Efficacy: Objective Response and Best Overall Response (BICR Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30,
2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

oW & R
Responders 7 (77. 8%) 6 (85.7%) 28 (75.7%) 41 (77.4%)
Non-Responders 2 (22.2%) 1 (14.3%) 9 (24.3%) 12 (22.6%)
95% CI for Response Rates (39.99, 97.19) (42.13, 99.64) (58.80, 88.23) (63.79, 87.72)
Complete Response (CR) 2 (22.2% 0 1 (2.7%) 3 (5.7%)
Partial Response (PR) 5 (55. 6%) 6 (85.7%) 27 (73.0%) 38 (71.7%)
Stable Disease (SD) 1 (11.1%) 0 0 1 (1.9%)
Progressive Disease (PD) 1 (11.1%) 0 3 (8.1% 4 (7.5%)
Non CR/PD 0 0 3 (8.1%) 3 (5.7%)
Missing or unevaluable 0 1 (14.3%) 3 (8.1% 4 (7.5%)

Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study scans that could
not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm response. SD and NonCR/NonPD
must be observed study day 35 or later, otherwise they count as NE. Objective response is defined as PR or CR confirmed by repeat-
imaging at least 28 days following first documentation of response. Otherwise, the patient is considered to be a non-responder.
Confidence Intervals (CI) are calculated using the Clopper—Pearson method.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/t_ef_boricr.sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_boricr_REE. out
21AUG2018 0:29 Page 1 of 1

[5.3.5.32 t_ef boricr REE.out % F-48]

qruioanuyg

W LT

5
=k

F R B L

(07 °3ed



& 2.7.3.3.2.1-2 Z=3HARDER (BICR ZHfi, ROSTAZNEFMER)

Kaplan-Meier Event-Free Rates for Duration of Response (BICR Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Response Duration - BICR

ALKA ST01 ST02 Total
(N=T7) (N=6) (N=28) (N=41)
Patients included in analysis 7 (100.0%) 6 (100. 0%) 28 (100.0% 41 (100.0%)
Patients with event (%) 5 (71.4%) 2 (33.3%) 12 (42.9% 19 ( 46.3%)
Earliest contributing event
Disease Progression 4 2 10 16
Death 1 0 2 3
Patients without event (%) 2 ( 28.6%) 4 ( 66.7%) 16 (57.1% 22 ( 53.7%)
Time to event (months)
Median 28.6 NE NE 24.6
95% CI for Median (15.3, 34.8) (6.5, NE) (9.2, NE) (11. 4, 34.8)
25% and 75%-ile 15.3, 34.8 15.7, NE 6.8, NE 9.1, 34.8
Range 5.5 t0 34.8 4.7x to 31.3%x 1.8 to 18.4x 1.8x to 34.8
6 Months
Patients remaining at risk 6 5 20 31
Event free probability 0.86 1.00 0.77 0.82
95% CI (0.60, 1.00) (1.00, 1.00) (0.61, 0.93)  (0.70, 0.94)
9 Months
Patients remaining at risk 6 4 18 28
Event free probability 0.86 0.80 0.73 0.77
95% CI (0.60, 1.00) (0.45, 1.00) (0.56, 0.90)  (0.63, 0.90)
12 Months
Patients remaining at risk 5 3 10 18
Event free probability 0.86 0.80 0.56 0.65
95% CI (0.60, 1.00) (0.45, 1.00) (0.36, 0.76)  (0.49, 0.81)
18 Months
Patients remaining at risk 4 2 1
Event free probability 0. 69 0.53 0.50 0.50
95% CI (0.32, 1.00) (0.05, 1.00) (0.30, 0.71)  (0.31, 0.70)

Summaries of Time—-to-Event (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method
of Brookmeyer and Crowley.

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_km. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_km_RSDRR1_REE. out
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2.1.3.3.2.1-1 BBEEODR—XFA4 UhbDERKREILED waterfall plot (BICR &4,
ROST1A 3N tEET M)

Waterfall Plot: Best Percent Change from Baseline in Tumor Sum (BICR Assessment), ROS1 NSCLC Efficacy Evaluable
enrolled up to APR 30, 2017, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

Protocols: GO40782, GO40783, GO40784

CCOD: May 312018, DBL: Jul 31 2018
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Individual Patients.
Subjects with missing SLD percent change were excluded from the plot

am " 30222140782alg ef wi_sid sas
Progr _ef_wi_sid REE pdf

Output: /optiBIOST
260CT201817:39

[5.3.5.3-2 g ef wf sld REE.pdf % F-4]

2.7.3.3.2.1-2 ExhHAR D Kaplan-Meier gh#R (BICR F{fi, ROS1EZM4EMER)

Kaplan-Meier Plot of Duration of Response (BICR Assessment), ROS1 NSCLC Efficacy Evaluable
enrolled up to APR 30, 2017

Protocols: GO40782, GO40783, GO40784

CCOD: May 312018, DBL: Jul 31 2018

100 -
Median + 95% CI
Total (N=41): 24.6 (11.4, 34.8)

60 -

40 -
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Total (N=41)
s + Censored
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Total o 9 n 28 18 1" T [ 6 5 2 1
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Time
Program. fapt/BIOSTAT/prod/cdt30222/140782alg_ef_km sas Output: /opt/BIOSTATIprod/cdt3022240782alreports/q_ef_km_RSDRR1_REE pdf 21AUG2018 113

[5.3.5.3-2 g ef km RSDRR1 REE.pdf % 48]
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2.7.3.3.2.1-3 ZHIRVIERNBIO swimmer plot (BICR FFffi, ROSTHZNAEFEMHER)

Swimmer Plol: Time on treatment (BICR Assessment)
Protocols: GO40782, GO407E3, GO40T84
CCOD: May 31 2018, DBL: Jul 31 2018
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Swimmer Plot: Time on treatment (BICR Assessment)
Protocols: GO40782, GO40T83, GOA0TE4
CCOD: May 31 2018, DBL: Jul 31 2018
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2.7.3.3.2.2 PFS
PFS (BICR #¥ifi) DBHIZFE 2.7.3.6-111C, Kaplan-Meier Hif %X 2.7.3.3.2.2- 1117,
ROS1A #5341 PFS (BICR #Ff) OHJefiEl, 19.00 H (95%CI : 12.2~36.6 %
H) Thot,
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FIBEZ AR D PFS O ffll, 15.587 H (95%CI : 10.0~19.047 H) Th-o7= (F 2.7.3.6-
12) .

2.7.3.3.2.2-1 PFS @ Kaplan-Meier ghi® (BICR &%{fi, ROS1Hzh4F &)

Kaplan-Meier Plot of Progression-free Survival (BICR Assessment), ROS1 NSCLC Efficacy
Evaluable enrolled up to APR 30, 2017

Protocols: GO40782, GO40783, GO40784

CCOD: May 31 2018, DBL: Jul 31 2018
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a
Mo. of Patients at Risk
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Program: fopt/BIOSTAT/prod/cdt30222040782a/g_ef_km sas Output: /opt/BICSTAT/prod/cdt 30222/40782a/reports/g_el_km_PFSRAD1_REE pdf 21AUG2018 115

[5.3.5.3-2 g_ef km PFSRADI REE.pdf % 145 ]

2.7.3.3.2.3 ERERBIE R
FEERAOA F=R (BICR #Hfi) DA R 2.7.3.6-1312777,
CR (feE) , PR (feE) XIIAAKIELGH%6H HLL L SD OWRE 2 ARFINERICAEH TH
HEEFRL, TOWBREOEEEBRNAGHRE Lz,
ROS 1A WP EEAmAE 530 O ERIR A F 2 (BICR #FMf) 1%, 77.4% (95%CI : 63.79~87.72%)
ThoT~,
FIBE AL ORI E I RIL, 77.4% (95%CI : 63.79~87.72%) Th-7- (F 2.73.6-14) ,

2.7.3.3.2. 4 IR ZE DR HEST E T O HAR
MR ZE DIREET £ COHIM O BRI 2R 2.7.3.6-1512777,
ROS1 A % M 5F Al 42 [ 53 451 D i N5 48 D s 5 64T £ T o IR o i defil 1, FF A A BE
(95%CI : 1517 H ~FHliA~gE) Th o7z,

2.7.3.3.2.5 oS
0S DI A 2.7.3.6-161Z, Kaplan-Meier Hifg %X 2.7.3.3.2.5- 112/~
ROSIHZhAERFEES3F DA X MKIZIOTH Y, 0S OFRAEE, FFMEEAFEE (95%CI : 7F
fliRGE) TH o7z,
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2.7.3.3.2.5-1 0S ® Kaplan-Meier #h#R (ROS1HEZN4EHEEE)

Kaplan-Meier Plot of Overall Survival, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30,
2017

Protocols: GO40782, GO40783, GO40784

CCOD: May 312018, DBL: Jul 31 2018

1

o0 Median + 95% CI
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80

60

40

Overall Survival (%)

20

Total (N=53)
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Mo. of Patients at Risk
Tetal 53 46 a2 38 36 27 18 9 8 [} 6 3 3 1 1
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Time

Program: fopt/BIOSTAT/prod/cdt30222/140782a/g_ef_km sas Output: fopt/BIOSTAT/prodicdt30222/140782alreports/g_ef_km_OS_REE pdf 21AUG2018 117

[5.3.5.3-2 g ef km _OS REE.pdf % 545 ]

2.7.3.3.2.6 BERETOLMAL

BEWET 7 M A%, ALKA #RB%, STARTRK-17U5R K (8 STARTRK-NG B TIERE L7
o772, STARTRK-25ABR OFE R EE S FFM L 72,

MBI G-a, %8594 7 L@ Day 18581 ORI TIREIZ, g5 3B L7- QOL (2B
THEMBEICESE, @ERIER OVEBIRE A RN L7z, EFCIRREIL, QLQ-C30% UV THHAf
L, WEEICEE 2 BREEIT QLQ-LCI3Z W TEHEi L7z, B A TIE, R—ZXF A4 U nHD
EALENI0R A > ML EDOEAX, BROICEWRRH D & Lz (F 2.7.3.6-2) .

R E ORISR ETL, N—A T A VT QLQ-C30, QLQ-LCI3& ©,37#Tdh -7, %f
LBRE LN R— AT A VHEED NS LT & 7o T2REIIE, QLQ-C30, QLQ-LCI3 & &1 7 /1
16 (1741) Tho7o, FEMEOEIZEFR CHREERFEEIT T 5B LI gRE R OEIS) 1T,
NR—2 T A BT QLQ-C304391.9%, QLQ-LC134389.2% T ¥V, QLQ-C30, QLQ-LCI3& &K
e D FEAM KB C 6 [\ RIX80% LA | & o 72 (5.3.5.2-1 t gs_compl QC30CMPL REE,
t gs_compl QL13CMPL ROSINSCLC EE) ,

R—=Z2F A VKD QLQ-C30D A =T (CEHE) 1%, SixnIfdRkign357.84, HIRATEEME
7368.87, HENEENMEAN60.29, REATEENENS1.86TH YV, EAIIEFEIRIE N OWERE KA 1 T
TP RE~ESVEEIER 27 Thotz, ERNAA L OR—2F A4 VR 3T E, M
Wy o IR B X 234412, JE G N43.79, JFEAMIS2EFREDO AT TH o 7= (53.52-1
t gs_cfb QC30SCE1 REE, ah sal569 t gs cfb QC30SCCF REE) ,

WTIND AR 2T b RBYEERE LN X— AT A VEEOKI25%IZHD LYo 7118 (RF 5k
FHOW) LIET, R—=R2AT A VEEO AT NEELENKEWHEAE D bz, LT, xt
GWERE TN R — AT A VRO REEFR > T DA 7 v16F TORREEZTHT 5,
KFNPE 5 OB DR EE, FIRRIEEME, ZEISEMEL, Wb YA 2 AlE TR
T N ET DM RO S, SREERIREIXY A 7 14, 7, 8T, RENGEMEIZY A 7 1T
ICBWCHERAICEW®WD H H10R A > ML EOWETH - T-, A Z VLTI A a7 23
— 2T A UL BT AHEEDNRD SN, WTRBI0R A RUNOEE TH -7, R
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HNSENME I ICE ORI TR—R2 T 4 VEEO A a7 I BE T LIEBL T 2EHA AR O bz b
OO, A 7013 1LIHET) , A 27415 (-120418F) , 1 27116 (107K F) LA
AMT10AR A > FUNDIKR T CTh - 7=,

AEFEGFORERA 27 (FBEROREE X, 57, ) 11X, A 716 E TR—R T A F
DAATNHIRT (B THHEMANPED b, FEROREE ST A 7 8F T, WAITHT
A 7 NVTE CEfgE L THREAICERDOH L1081 > MU EDIKR T Th o712, I H VA 74~
7F Tl LCTI0OARA > FELEDIKR TR b7z (53.5.2-1 t gs_cfb QC30SCE1_REE,
ah sal569 t gs_cfb QC30SCCF REE) .

2.7.3.3.3  EHREFIZH T HFERDLLE
S EIC T AR E T 5720, N—R 5 VIFORMIEBFRAEOEER], B ARANEM,
ROS A6t S 45 [ K OBLEL I A R 7220y ROST A& s+ B34 NSCLC 4 DRl 2~ 4,
Z DO OE S ERBIOFIEITE 2.7.3.6-1912757 7,

2.7.3.3.3.1 R—RX T4 VEFEDKEBREDH RN DRI
(1) MHEEREIR A OF R D28 O 2k
NR—=2 T A VORISR ZE OF TR OFMMEDER &£ 2.7.3.33.1-11C, BEEEDN—2R
T A NS DEKREALR D waterfall plot 2 X 2.7.3.3.3.1-1127777,
R T A VEHZEIREIZ L D MR A H 0 &I S = giBrag 132361, 72 L &S h
T HEBRE X300 CTH o 7o, MEEBHREH Y OEBRE TCoOREZFE (BICR M) X, 73.9%
(95%CI : 51.59~89.77%) , ZZWHARIOPIAEIZ12.677 H (95%CI : 6.5 A ~FHliA~HE) Th
ST, MEEBHRAER LOWRE COREZFE (BICR M) X, 80.0% (95%CI : 61.43~
92.29%) , ZFEhHRIOHIEIT24.6 7 H (95%CI : 11.4~3487 H) Th o7,
PFS Hufifl & ONERIR A TSR 1T, INERRS IR 28 23 72 WS C BAF 7B m 2358 BTz,
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[5.3.5.3-2t_ef boricr REE.out, t ef km RSDRRI REE.out, t ef km PFSRADI REE.out,
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# 2.7.3.3.3.1-1 R=XAS5A4 VEFORKEGEBREDERNDODAENEDOEL (ROSIEZ 4 ETEER)
ROS1Azh: N— R T A REO RIS IR
FFAMmAE R f b3
S 53 23 30
RhE
TN 41 17 24
RhE 77.4% 73.9% 80.0%
95%CI 63.79~87.72% 51.59~89.77% 61.43~92.29%
T R A E
CR 3 (5.7%) 0 3 (10.0%)
PR 38 (71.7%) 17 (73.9%) 21 (70.0%)
ZEh I
RN R G5 5 41 (100.0%) 17 (100.0%) 24 (100.0%)
FEAVAN § 19 (46.3%) 6 (35.3%) 13 (54.2%)
FEh I g A 24.671 A 12.67 A 24.671 A
95%CI 11.4~348% A 6.5% J ~NE 11.4~348% A
PFS
AR 25 11 14
PFS H1 i 19.07 A 13.6 7 A 2634 A
95%CI 12.2~36.67 J 4.5%5 J] ~NE 15.7~36.67 A
N NIOEEpa s S
KRR B4 41 17 24
R ARHYA % 77.4% 73.9% 80.0%
95%CI 63.79~87.72% 51.59~89.77% 61.43~92.29%
0s
A RN 9 6 3
OS 1l NE NE NE
95%CI NE 10.57% H ~NE NE

t_ef cbricr REE.out, t ef km OS REE.out, t ef boricr BYCNS REE.out, t ef km2 RSDRR1 REE.out,

t ef km2 PFSRADI _REE.out, t ef cbricr BYCNS REE.out, t ef km2 OS REE.out % %]
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X 2.7.3.3.3.1-1 WNEEBRERENDEEEDOA—RASA UHbDHERAEILED waterfal
plot (BICR &fffli, ROS1HZh4EFHER)

Waterfall Plot: Best Percent Change from Baseline in Tumor Sum (BICR A nent), CNS di at baseline (Investigator),
ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

Protocols: GO40782, GO40783, GO40784

CCOD: May 31 2018, DBL: Jul 31 2018

100
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Subjects with missing SLD percent change were excluded from the plot

Program: /opt/BIOSTAT/prod/cdt30222/40782alg_ef_wi_sid_cns_bw.sas

260CT201817:39

[5.3.5.3-2 g ef wf sld cns bw REE.pdf % F-4]

(2) MHHRREIRE %89 D HBRE OMNIRZ 2R3 2 B/ ok

NR—=2AT7 A4 VIFIZEREICKVIRERIREZ A L TWD &Il S - 2361 oW,
BICR FHAMHIC K 0 IR SR ST BRI 32001 T - 72, Z AU 5208 DRMINIRZE D 2S5 R
IO BAEIRAER 273331212, MNWZEORZNHIROEN 2R 2.73.6-1712, KK
25D PES %% 2.7.3.6-187~7,

JRERFE IR 2 A5 22001 D IENIHZ O Z82h3% (BICR #Fi) X, 55.0% (95%CI : 31.53~
76.94%) TH 'V, 5 EHE SN HERE OWNFRIT CR 234451 (20.0%) , PR 2371 (35.0%)
Tholz, MNIFEOZZNHIM O PJfE (BICR Hf) 1212.9% H (95%CI : 4.6 H ~FHii~
fE) ThH o7z,

JMPNIEZE D PFS (BICR §EAf) O dfEix, 7.7 H (95%Cl : 3.8~193 47 H) TH-71,



% 2.7.3.3.3.1-2 RNRKREDEMNER RRMEEMROELN (BICRZHM, ROSIAZNEFFMER)

Intracranial Objective Response and Best Overall Response (BICR Assessment), CNS Disease at Baseline, ROS1 NSCLC Efficacy Evaluable
enrol led up to APR 30, 2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

% W

Responders 2 (66. 7%) 9 (52.9%) 11 (55. 0%)
Non-Responders 1 (33.3%) 8 (47.1%) 9 (45.0%)
95% CI for Response Rates (9.43, 99.16) (27.81, 77.02) (31.53, 76.94)
Complete Response (CR) 0 4 (23.5%) 4 (20.0%)
Partial Response (PR) 2 (66. 7%) 5 (29.4%) 7 (35.0%)
Stable Disease (SD) 0 0 0
Progressive Disease (PD) 0 3 (17.6%) 3 (15.0%)
Non CR/PD 1 (33.3%) 3 (17.6%) 4 (20.0%)
Missing or unevaluable 0 2 (11.8%) 2 (10.0%)

Intracranial Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study
scans that could not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm
intracranial response. SD and NonCR/NonPD must be observed study day 35 or later, otherwise they count as NE. Intracranial objective
response is defined as PR or CR confirmed by repeat-imaging at least 28 days following first documentation of response. Otherwise,
the patient is considered to be a non-responder. Confidence Intervals (CI) are calculated using the Clopper-Pearson method.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/t_ef_boricr. sas

Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_boricr_CNS_CNSR_REE. out
21AUG2018 0:47 Page 1 of 1

[5.3.5.3-2t_ef boricr CNS_CNSR_REE.out % 48]
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2.7.3.3.3.2 BARAEFDRIE

ROSIHZMEFHMAESIFIZIL, AARAMRE TG TN TV Rho T,

AIREZRIR W 2 < D HAR AN ROSIENAEIE TBHtERE OFIMNELZHERT 2 Z L2 HIZ, &4
PEFEHT S REEMIZ T £ 41, ROSTA MREAMEERTIZ AL A AL B AL 72 5y > To BLEE IR 2512 0 A I
T 72 72V B AR N O ROS1 & B AR 1 B 2 3 m L 72,

H AN D ROS1E & EIn Tt E DN, ROSILER O GHEMN & 2 341 % i < 8l Bk
A0 % (BICR FF4fi) 1X, CR 23141, PR 233%i, SD 23141, PD 232, NE M1 TH -7z

(5.3.5.3-1 Istboor ROS1SE_SE STR2 JP) .

2.7.3.3.3.3 ROS1E# X RER D AR
ROSIFHEA| D GHED 720y ROSIfELAE IS T NSCLC BF# (ROS1/NA A~ — B — il
&, ECOG PS>2%[r<) 103107523 Kk U BRANROERN 2K 2.7.3.6-2012, Z=5h 1
DERZFK 2.73.6-211TR~T,
ROS1AZhxt G4E 10361 D 2552 (BICR #Hffi) 1%, 68.0% (95%CI : 58.04~76.82%) T
B, T L HTE SNTHERE OWNERIL CR 23961, PR 236161 THh 7=, Z=hHIR o g fif 1k
19.04 H (95%CI : 12.6~34.871 ) Toh -7,

2.7.3.3.3. 4 ROS1EMUERRERD > bR—X 54 UEICEREIZEK Y BIFER
BEREHY LHESIN-EEEADORE

ROSIAZNMEX G (103641]) D5 BR—RA T A4 VEHZEREICL Y HIEREREE2ET 5
&CHIT T B MG D ISR Ot B BN RO ER A K 2.7.3.6-2212, IR O EK %
# 2.7.3.6-2312777,

ROSIH MR GRER D 5 H_R— 2T A VIRHIZEIBEIC LV HETTREIRE 2 A4 5 LOofkr S
- BEMUF DZERNHE (BICR #E4f) 1%, 72.3% (95%CI : 62.15~81.07%) TV, Z4&h & H
EENT-HEBRE ONRIT CR B761, PR 26161 THh -7, FRWEAM O Jefilix15.7 4 H

(95%CI : 12.6~34.87 H) TH -7,

2.7.3.4 HRRZE - AECET SEEKRIBERD AN
ROS1Al & s BRI N e (2 d6 1 2 A oo JHvE - &L, 600 mg D1 H 1[EE H#%H
BHENZETHD Il LTz, & OREMRMIE, 2.7.2.3.61258k L7,

2.71.3.5 hROF#E WEE
RIBEG RS OA NS O & AT 5 72 D ORBUTEM L Tieuy,
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2.7.3.6 5%
= 2.7.3.6-1 AHHEFFMICBAWN-HEBROERIREER VRN EE
STARTRK -2 5 STARTRK- 1345 ALKA B
JEPUILUE NTRK1/2/3, ROS1XI% ALK FEfEZOTMREZIZLY, B TrkA, TrkB, TrkC, ROSI,
BETHEBREET, b BXIRTET ULERIEE ALK B 7TEREH T, M

DOBEEFNENE e
TrkA/B/C, ROS1 X 1 ALK
X —¥ RAA EHT DR
BHUNRTBICEBREIND &
TRIS A, POFE20HEFHR
#{z+ (EGFR, KRAS %)
DMFE L2\ R i, T B e
XITIEEsR & A1 5 EE
THDIEN, MEkZ UM
R XV HeERWT S iz B
FTHDH, HETEHBROZ
B¢ i Ignyta £1:0> CAP/CLIA
FRTE MR AT HERE C SEhE TR
N—Z2DBW - RAEEE A
T, TRBRAEHELND
CLIA BEHLLITZNEF
LD IAECTHE SN2 -
REFERECHEMT 5,

W iR AR RA LIS T D 4y AR
AT HDWTARIEERIZ Bk S
Ni=8BF TV T, Ignyta
D CAP,/CLIA REMHARE
B T4 72 5 ML Ry TR
D=8, Bk, (RIFIEEH
X E (EFEmIZEE TR0
FRY) Hrfet e MR O
NV TH D,

RECIST vl1.1%& FHV 7= i =
FERERE C ORI T, JIE WRE
WEEET D,

MEE M SUTREICIRE SR
Tay br— 37 CNS
DI (HRIERENRE EE % &
o) AT DEEITHAIA
REL T 5, FEERERFLEMON
TAPAE (non-EIAED) T
biux, BIETBEO DO
AIEXreeE L35, ®EIC
EIAED % R L T\ /=23
L L7=RETIE, Todik
73 entrectinib ¥ 5-BiAG £ T
WA E B2 ESH D
&, BEDPHTANAES
ME LT 584, CYP3A4H
P TRWVWLARFTEZ A,
sovrapg, o F

EHETOEBRETHL Z LN
MeERWr S, MoOF 7R
PERIED 72V, TR YERE
INBETRODEG) TRV
=

BRAET BT 2 IEE R, A
T 2 AR — R TIISETIE
TRV, YRR AR — TR
(BRRPIZFTRE TH LX) A
FTEDHZENREE LW,
CNS DOIRELS Tl H A M
EHRT DN, BE~DU R
T3 ERIZ U< Tl s
7oy (B RREZEARR)

RECIST vl1.1%& FHV 7= i =
FERERE C ORI T, JIE FRE
WEEET D,

MEEFEME T hr—L &
72 CNS OJREITHLAILATEE
LT 5, FRERTFENMEOHIT
A7 A3 (non-EIAED) T
U, BIETHOdOFEM
WEATRE L T 5, B AT
EIAED % fRH L T\ /=23
IEL7ZBETIE, £oHiE
73 entrectinib ¥ 5-Bi#E £ T
W27 EL2BEBLLESH D
&, BENHTANAEE
VI LT 5854, CYP3ALH
HPECRWLRT T X A,
rsoTapg, RN F L,
METv— M XIZT7 2% IR
4 ® non-EIAED Offi ffl % 7]

fz X EZ I L v EITX
WiERER A G 2 BT
HDHZLDHEEDR S,
DENILAEREFLEN T2\, X
VIREHERENE T & Ao
WHITRVWERE,

TRAL 0D 72 6D DRI A ATF
ARETH D,

MIEfRMETa s bo—L&h
72 CNS OJFZEITHAILATEE
LT 5, FERERFHENMEOHIT
A>3 (non-EIAED) T
i, BIETHOdOFEM
IFREE 5, AT A RO
BHENBER, T—EH
B (FFY 22X %1H4
mg LR, XIIHY%E) o
72 & B2 OB
7 EBE LS &,
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T —FXFT7 2 IR
420 non-EIAED 1 ffl % 7]
LT D, THFHALX R0
o Z Vv aanFaf R
LD CYP45075 AL,
TR AT ERRSE O]l A
ZAREE T D, AT RrA KD
BN E B FE T,
entrectinib % 5- B 4/ Al 12238
ML E B2 A L < 1
BhThHDZ L,

HIVEHRIBEOH 5 BE TH-T
bHANAREET D [7272
L, Trk, ROSIX|¥ ALK i#
fa - FAE R E OIS & 9
% #E (NSCLC LS
DH) T, #%MUT D Tik,

ROS1 X% ALK PREH] (BE&
PRI TIRBRIE)  DORITRRIE
T AT DR O AT
WO L]

B AT DAL A 7-FRI
X DIERIE DK T OENE
)35 entrectinib ¥ 5-BHAEE
TIZ2E B U O 55 D
I (W FRpgEngg) 3
WLTWD,

LR BEEOKT »H
entrectinib % 5-BH 1k & Tl 4
HRILL ERRE LT D,

B BRBEZEOKT L
entrectinib $¢ 5-BAtAH FE TiZ14
HULERE L T 254135
ANFRE & T %, MU B
EEZ T IEE T, 2l
HBEEOK T ™D
entrectinib $¢ 5-BAtAFE Tiz14
Hild, KO/ XUXEN I #

HBETD, TXHAX R0
o ZNaanF o, R,
HFLEE D CYP4507%EH AL,
TR AT RS O fl A
ZAREE T 5, AT RrA KD
BN R BE T,
entrectinib % 5- B 4R A 12238
ML E B ZEEA L < 18
BRTHDL L,

IV F=T, v F=T,
BRI SRR DO 5 5
BEILTET D,

Bt LB O T v D
ARG E Tlcbie &
HL2~4EERE LTV D (=
feyovry, w4 h~vAY
v C, URY—LEHARFY
NETTIED 7R L b6l
ffRE L Tn3) , BEOZ
BB 720G, Mt
JE AN T IR 52> & RAI B G-
BAtGE CIZ7HRIRRE L T
5, PURORERREIT RS
B ARJIBG-BRMG E Tlod
e L H 4B ERE L Tw
Do

ERATOPIEIREIC L 53T
ORMEESOE (HBAEE
B <) 7%, NCI CTCAE
(Version 4.03) Grade 1LLFX
FRN— 2T A UEORAEEE
TEE LTS,

HHEBBEBEOKT D
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HULERGE L T2 54135
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FRELEOK T »DH
entrectinib $¢ 5-BAtA FE TiZ14
A, MO SULEN RS
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DFEER IR NGE TR O
SEOHRARE L TWD
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FNE TR ED
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FFOKT 57H UL B
LT3,

18 ETH D,

ECOG R T 4 —~< LV AART —
B2 ANR2LLTF, O HEE
SmB4AML ETH D,

PAFIZERT 2+ 72 ITHksE
wHT 5,
cMET ANT XTI
N7 A7 25 —¥ [AST;
Mg 7 v Z 2 A9 vk
527 IF—F
(SGOT) ] K OMmiE ALT
NiIRT P72 ST J=g ) g
sy 27IF—F
(SGPT) 1 2 H:#EfE LR
(ULN) 3 L FTh
5, FEBERRO NG5G
IZULN @5 f5LLFCTh 5,
CMERE Y LE A ULN
D2UELL T TH D, VIv_—
JVIEEREDIRIE D & D B8 K
O/ IO E U v
B UBIIMAER® S5 BT
FALFRE L T 5,

R AR 72 lothlx, A7 U —
= Z IR T O MiE TR
MEENEETHB L, F
7o, BB O QTR
EEERD H AL\, BEEFAT
2T, BR%RTRIN
ISR RTRE E 2 7e s D, B
ek, BloESEHERH (bt
TEPEME AR IS X DM A
E) Me<12 AU EA RN
RURRE L EFR SN D,

B AN T= 0, R L7 D
BTN ERTTED T L
72 <, entrectinib & D FEF
WERNTX 5,

BUE STV 2oKEE, &G
8, BRPR A K Ol DR T
JEZHE 5 BB B 5,

BE (L NFEE) 2,
entrectinib % 5-BHAARTIZIGER

FFOKT 2 57H UL RS
LTWa,

18U ETH S,

EHEESR M3 ALL LT
»Hb,

ECOG X7 4 —< LV AAT —
2 AP TFTH D,

R—R S5 A4 v ORBMEN T 1
b= — L R o HE Y N
7,

IRFTRE 72 ek, A2 U —
= JHIRI O I IE IR R A
ENEEThHDL L, F
7=, 1R ORI KL OMTIRS
HEIE O B AR,

IR FTREZR 2RI, TRBR AT
EZBE T 52 LICAEL, 1B
B ngi, sk O G
1290 H Mg 7 < & b 2fE
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Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

& 2.7.3.6-3 AOMErFeIFEOEN ROSITAERMETEREE)

Demographic and Basel ine Characteristics, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)

Sex

n 9 7 37 53

Male 2 (22.2%) 3 (42.9%) 14 (37.8%) 19 (35.8%)

Female 7 (77.8%) 4 (57.1%) 23 (62. 2%) 34 (64.2%)
Age (years)

n 9 1 37 53

Mean 53.0 55.4 53.3 53.5

Std 13.0 9.1 11.5 11.3

Median 52.0 57.0 53.0 53.0

Q1, Q3 46.0, 63.0 50.0, 60.0 46.0, 61.0 46.0, 61.0

Min, Max 27, 67 40, 69 28, 73 27, 13
Age group (years)

n 9 7 37 53

< 65 7 (77.8%) 6 (85.7%) 29 (78. 4%) 42 (79.2%)

>= 65 2 (22.2%) 1 (14.3% 8 (21.6%) 11 (20.8%)
Ethnicity

n 0 7 37 44

Hispanic or Latino 0 0 2 (5.4%) 2 ( 4.5%)

Not Hispanic or Latino 0 5 (71.4%) 35 (94. 6%) 40 (90. 9%)

Not Stated 0 1 ( 14.3% 0 1 (2.3%)

Unknown 0 1 (14.3% 0 1 (2.3%)
Race

n 9 7 37 53

Asian 1 (1.1%) 4 (57.1% 14 (37.8%) 19 (35.8%)

Black or African American 0 0 3 (8.1% 3 (5. 7%

White 8 (88.9%) 3 (142.9%) 20 (54. 1%) 31 (58. 5%)

Program: /opt/g [0STAT/prod/cdt30222/i40782a/t_dm. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm_REE. out

27N0OV2018 10:3
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Demographic and Basel ine Characteristics, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)

Weight (kg)

n 9 7 317 53

Mean 61.22 69. 41 73.79 71.08

Std 11.77 18.85 16.40 16. 46

Median 57.00 68. 00 71.60 69. 60

Q1, Q3 53.50, 63.50 54.90, 90.60 63.50, 82.40 60. 00, 82.00

Min, Max 49.0, 86.0 47.2, 97.5 44.9, 115.9 44.9, 115.9
Height (cm)

n 9 7 37 53

Mean 163. 11 165. 34 165. 66 165. 19

Std 10. 26 9. 65 8.86 9.07

Median 160. 00 160. 10 165. 00 165. 00

Q1, Q3 160. 00, 168.00 157.10, 173.30 160.00, 169.00 159.00, 169.00

Min, Max 144.0, 179.0 157.0, 182.0 152.1, 192.0 144.0, 192.0
BSA (m2)

n 9 7 37 53

Mean 1.66 1.76 1.84 1.80

Std 0.17 0.28 0.23 0.24

Median 1.66 1.1 1.79 1.76

Q1, Q3 1.56, 1.68 1.55, 2.05 1.73, 1.96 1.63, 1.92

Min, Max 1.5, 2.1 1.5, 2.2 1.4, 2.5 1.4, 2.5
BMI (kg/m"2)

n 9 7 37 53

Mean 23.25 24.97 26.71 25.93

Std 5.44 4.07 4.98 5.05

Median 21.48 25.17 25. 65 24.94

Q1, Q3 19.05, 24.80 21.72, 29.43 23.32, 30.31 22.38, 29.07

Min, Max 17.4, 35.2 19.1, 30.2 17.8, 39.2 17.4, 39.2

Program: /opt/
27N0V2018 10:3

EIOSTAT/p rod/cdt30222/i40782a/t_dm. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm_REE. out
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Demographic and Basel ine Characteristics,
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

ALKA STO1 ST02 Total
(N=9) N=7) (N=37) (N=53)
ECOG
n 9 7 37 53
0 3 (33.3%) 2 ( 28.6%) 15 (40. 5%) 20 (37.7%)
1 6 (66.7%) 4 ( 57.1%) 17 (45.9%) 27 (50.9%)
2 0 1 (14.3% 5 (13.5%) 6 (11.3%)
History of Smoking
n 9 7 37 53
No 6 (66.7%) 6 ( 85.7%) 19 (51.4%) 31 (58.5%)
Yes 3 (33.3%) 1 (14.3% 18 (48. 6%) 22 (41.5%)
Current 1 (33.3%) 0 1 (5.6%) 2 (9.1%)
Former 2 (66.7%) 1 (100. 0% 17 (94. 4%) 20 (90. 9%)

Program: /opt/lgIOSTAT/prod/cdt30222/i40782a/t7dm. sas / Output:

27N0OV2018 10:3

[5.3.5.32t dm REE.out % f§45]

/opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm_REE. out
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& 2.7.3.6-4 KEFMEOERN (ROSIARMEFTMER)

Disease Characteristics and History, ROS1 NSCLC Efficacy Eval
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

uable enrolled up to APR 30, 2017

ALKA STO1 ST02 Total
(N=9) (N=7) (N=37) (N=53)
Primary Diagnosis
n 9 7 37 53
Cancers of Lung 0 7 (100.0%) 0 7 (13.2%)
Non Small Cell Lung Cancer 9 (100.0% O 0 9 (17.0%)
Non-small cell lung cancer (NSCLC) 0 0 37 (100.0% 37 (69.8%
Histology
n 9 0 37 46
ADENOCARCINOMA 0 0 35 (94.6% 35 (76.1%)
BRONCHIOLOALVEOLAR CARCINOMA 0 0 127 1 (2.2%
CYTOLOGICAL 2 (22.2% O 0 2 (4.3%)
HISTOLOGICAL 7 (77.8% 0 0 7 (15.2%)
CARGCINOMAS WITH PLEOMORPHIC, SARCOMATOID, 0 0 1027 1 (22%
OR SARCOMATOUS ELEMENTS
Time Since Diagnosis (Months)
n 0 1 37 44
Mean NE 22.21 20.79 21.02
Std NE 24. 26 30.30 29.17
Median NE 20. 30 11.00 11.50
Q1, Q3 NE 1.00, 39.50 4.00, 23.10 3.25, 28.85
Min, Max NE - NE 0.8, 66.0 1.0, 169.2 0.8, 169.2

Patients may have multiple sites of metastases at baseline.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/t_dm_dh. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm dh_REE. out
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Disease Characteristics and History, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=7) (N=37) (N=53)
Stage at Initial Diagnosis
n 0 7 37 44
IB 0 0 2 ( 5.4% 2 (4.5%)
[IB 0 1 (14.3%) 127 2 (4.5%
IT1 0 3 (42.9%) 0 3 (6.8%
[TIA 0 0 5 (13.5% 5 (11.4%)
[TIB 0 0 3 ( 8.1% 3 (6.8%
[TIC 0 0 127 1 (2.3%
v 0 3 (142.9% 24 (64.9% 27 (61.4%)
UNKNOWN 0 0 1027 1 (2.3%
Extent of Disease
n 9 7 37 53
LOCALIZED 1 (11.1% 0 0 1 (1.9%
LOCALLY ADVANGCED 1 (11.1% 0 1 2.7% 2 (3.8%)
METASTATIC DISEASE 7 (77.8% 7 (100.0% 36 ( 97.3% 50 (94.3%)
Metastatic Sites
Bone 1T (11.1% 3 (42.9% 16 (43.2% 20 (37.7%)
Brain 2 (22.2% 3 (42.9% 18 ( 48.6%) 23 (43.4%)
Liver 0 0 8 (21.6% 8 (15.1%)
Lung 9 (100.0% 6 ( 85.7% 23 (62.2% 38 (71.7%)
Lymph Nodes 7 (71.8%) 4 (57.1% 27 (73.0% 38 (71.7%)
Other 5 (55.6% 1 (14.3%) 10 ( 27.0% 16 (30.2%)

Patients may have multiple sites of metastases at baseline.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/t_dm_dh. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm dh_REE. out

24AUG2018 21:15

[5.3.5.3-2t dm_dh REE.out % f§45]
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& 2.1.3.6-5 EEEFRARVESOEROEY (ROSIAMMTMEER)

Gene Fusion and Tumor Classification, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Gene Fusion
Tumor Type (High Level) ALKA STO1 ST02 Total
Tumor Type (Low Level) (N=9) (N=7) (N=37) (N=53)
ROS1 fusion-positive
THORACIC 9 (100.0% O 0 9 (17.0%)
ROSINSCLC 9 (100.0% O 0 9 (17.0%)
THORACIC 0 7 (100.0% 37 (100.0%) 44 (83.0%)
NSCLC 0 7 (100.0% 37 (100.0%) 44 (83.0%)

Patient diagnosis and tumor histology are mapped by the sponsor to a high-level and low-level term.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/t_dm_gene. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_dm_gene_REE. out
24AUG2018 21:19 Page 1 of 1
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& 2.7.3.6-6 BUAREDOERN (ROSIARMEFTMER)

Previous Cancer Treatments, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Any previous therapy 9 (100.0% 5 (71.4% 32 (86.5%) 46 (86.8%)
Any chemotherapy 9 (100.0% 4 (57.1% 29 (78.4%) 42 (79.2%
Any Immunotherapy 0 0 5 (13.5% 5 (9.4%
Any targeted therapy 2 (122.2% 1 (14.3% 6 (16.2%) 9 (17.0%
Any hormonal therapy 0 0 1T(27% 1 (1.9%
Prior lines of therapy
n 9 7 37 53
0 3 (42.9% 14 (37.8%) 17 (32.1%)
1 (44.4% 3 (42.9% 16 (43.2%) 23 (43.4%)
2 (33.3%) 0 2 (5.4% 5 (9.4%
3 (22.2% 0 1.02.7%) 3 (5.7%
4 1 (14.3% 2 (5.4% 3 (57%
>4 0 2 (5.4% 2 (3.8%

(133.3% 3 (42.9% 18 (48.6%) 24 (45.3%)
(22.2% 5 (71.4% 20 (54.1%) 27 (50.9%)

Any previous radiotherapy

Any previous surgeries

Lines of therapy are determined from the time of metastatic disease diagnosis. Patients may have received other therapies in the
adjuvant or neo-adjuvant setting that would not count as a line of therapy in this population.

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t cm_prior. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_cm_prior_REE. out
27NOV2018 4:5 Page 1 of 1
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K 2.1.3.6-1 ~"—R5A UEDOKEBREDERN ROSIHMIEFTMEER)

Baseline CNS Disease, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Baseline CNS lesions by investigator
n 9 1 37 53
Measurable 1 (11.1% 0 4 (10.8%) 5 (9.4%
Present 1 (11.1%) 3 (42.9% 14 (37.8%) 18 (34.0%)
Absent 7 (77.8%) 4 (57.1% 19 (51.4%) 30 (56.6%
Any prior radiotherapy of the brain
n 9 1 37 53
Yes 2 (22.2%) 3 (42.9%) 10 (27.0% 15 (28.3%)
No 7 (77.8%) 4 (57.1%) 27 (73.0% 38 (71.7%
Time from end of prior radiotherapy to first dose
n 2 3 10 15
<2 months 1 (50.0% 3 (100.0% 5 (50.0% 9 (60.0%)
2 - <6 months 0 0 2 (20.0%) 2 (13.3%)
>=6 months 1 (50.0% 0 3 (30.0% 4 (26.7%)
Prior CNS Disease Treatment 2 (22.2% 3 (42.9% 3 (8.1% 8 (15.1%
Stereotactic Radiotherapy 0 3 (42.9% 0 3 (5.7%
Whole Brain +/- Stereotactic Radiotherapy 2 (22.2%) 0 3 (8.1% 5 (9.4%

Patients with history of CNS disease include those having prior surgery and/or radiation to the CNS, but not presenting with CNS
lesions at baseline per the RECIST 1.1 Investigator assessment.
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%= 2.7.3.6-8

Study Treatment Exposure, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA ST01 ST02 Total
(N=9) (N=7) (N=37) (N=53)
Number of Cycles received [1]
n 9 1 37 53
Mean 43.78 21.00 14.84 20.57
StdDev 31.87 13. 64 8.53 18.57
Median 45,00 26.00 16.00 17.00
Q1, Q3 21.00, 57. 00 6. 00, 34. 00 8.00, 20. 00 8. 00, 24.00
Min, Max 1.0,92.0 1.0,37.0 1.0,42.0 1.0,92.0
Total number of doses missed
n 9 7 37 53
Mean 3.33 0.00 3.19 2.79
StdDev 4.39 0.00 3.82 3.78
Median 2.00 0.00 2.00 2.00
01, Q3 0.00, 4. 00 0.00, 0. 00 1.00, 4. 00 1.00, 3.00
Min, Max 0.0,14.0 0.0,0.0 0.0,21.0 0.0,21.0
Total cumulative dose (mg)
n 9 1 37 53
Mean 453761. 11 297257. 14 164967. 57 231480.19
StdDev 423165. 84 202109. 23 98318. 40 226354. 41
Median 390450. 00 398400. 00 168200. 00 184600. 00
Q1, Q3 246000. 00, 495600. 00 100800. 00, 433800. 00 108200. 00, 242400. 00 108200. 00, 274000. 00
Min, Max 25200. 0, 1411600. 0 1600. 0, 552000. 0 7200. 0, 351600. 0 1600. 0, 1411600. 0

Treatment duration (months)
n
Mean
StdDev
Median
01, Q3
Min, Max

9
22.21
15.57
18. 61
14.96, 37. 11
0.6,42.1

1
18. 60
12.34
23.75
5.52, 30. 23
1,3

37
1.77
6.43
13.96
6.54,16.00
0.5,21.2

53
14.44
10.07
14.72
6.54,18.37
0.1,42.1

AREORSINREDER (ROSIAZNEESEE)

Treatment duration is the date of the last dose of study medication minus the date of the first dose plus one day. Dose intensity is
a percentage based on total actual dose / total planned dose.
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Study Treatment Exposure, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018
ALKA STO1 ST02 Total
(N=9) (N=7) (N=37) (N=53)
Dose intensity (%)
n 9 7 37 53
Mean 86.98 94.91 79. 48 82.79
StdDev 20.09 21. 45 22.40 22.20
Median 89. 86 100. 00 85. 71 89.73
Q1,03 88.17,99. H1 71.55,100. 00 63. 50, 99. 50 68.04, 99. 54
Min, Max 37.6,105.8 69.7,133.3 30.8,112. 4 30.8,133.3

Treatment duration is the date of the last dose of study medication minus the date of the first dose plus one day. Dose intensity is
a percentage based on total actual dose / total planned dose.
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x 2.7.3.6-9 ¥ ZREAVROELN (XREFE ROSIAZEETMER)

Overal| Efficacy: Objective Response and Best Overall Response (Investigator Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to
APR 30, 2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

S

Responders 7 (77. 8%) 6 (85.7%) 27 (73.0%) 40 (75.5%)
Non-Responders 2 (22.2%) 1 (14.3%) 10 (27.0%) 13 (24.5%)
95% CI for Response Rates (39.99, 97.19) (42.13, 99.64) (55.88, 86.21) (61.72, 86.24)
Complete Response (CR) 2 (22.2% 2 (28.6%) 2 (5.4%) 6 (11.3%)
Partial Response (PR) 5 (65. 6%) 4 (57.1%) 25 (67. 6%) 34 (64.2%)
Stable Disease (SD) 0 0 2 (5.4% 2 (3.8%)
Progressive Disease (PD) 2 (22.2% 0 5 (13.5%) 7 (13.2%)
Non CR/PD 0 0 0 0

Missing or unevaluable 0 1 (14.3%) 3 (8.1% 4 (7.5%)

Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study scans that could
not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm response. SD and NonCR/NonPD
must be observed study day 35 or later, otherwise they count as NE. Objective response is defined as PR or CR confirmed by repeat-
imaging at least 28 days following first documentation of response. Otherwise, the patient is considered to be a non-responder.
Confidence Intervals (CI) are calculated using the Clopper—Pearson method.
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& 2.7.3.6-10 Z=HAROER (FAEFE, ROSIHMETMER)

Kaplan-Meier Event-Free Rates for Duration of Response (Investigator Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR
30, 2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

Response Duration - Investigator

ALKA STO1 ST02 Total
(N=T7) (N=6) (N=27) (N=40)
Patients included in analysis 7 (100.0%) 6 (100.0% 27 (100.0% 40 (100.0%)
Patients with event (%) 6 ( 85.7%) 3 (50.0% 15 ( 55.6%) 24 ( 60.0%
Earliest contributing event
Disease Progression 5 3 14 22
Death 1 0 1 2
Patients without event (%) 1 (14.3% 3 (50.0% 12 (44.4% 16 ( 40.0%
Time to event (months)
Median 17.6 21. 4 14.5 16.6
95% CI for Median (12.7, 35.9) (6.3, NE) (11.1, 16.6) (13.1, 21.4)
25% and 75%-ile 12.7, 35.9 6.3, NE .1, 16.6 9.3, 28.6
Range 5.5 t035.9 4.7 to 31.3% 3.7 to 16.8 3.7 to 35.9
6 Months
Patients remaining at risk 6 5 22 33
Event free probability 0.86 0.83 0.81 0.83
95% CI (0.60, 1.00) (0.54, 1.00) (0.67, 0.96) (0.71, 0.94)
9 Months
Patients remaining at risk 6 4 21 31
Event free probability 0.86 0.67 0.78 0.78
95% CI (0.60, 1.00) (0.29, 1.00) (0.62, 0.93) (0.65 0.90)
12 Months
Patients remaining at risk 6 4 15 25
Event free probability 0.86 0.67 0. 65 0. 69
95% CI (0.60, 1.00) (0.29, 1.00) (0.47, 0.84) (0.55 0.84)
18 Months
Patients remaining at risk 3 4 NE
Event free probability 0.43 0.67 NE 0.33
95% CI (0.06, 0.80) (0.29, 1.00) NE (0.15, 0.51)

Summaries of Duration of Response (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method
of Brookmeyer and Growley.
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# 2.7.3.6-11 PFS MZE#Y (BICR §¥ffi, ROS1EZh4FFHEE)

Kaplan-Meier Event-Free Rates for Progression-free Survival (BICR Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30,

2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Earliest Contributing Event to BICR PFS

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Patients with event (%) 6 (66.7% 2 (28.6%) 17 (45.9%) 25 (47.2%)
Earliest contributing event
Disease Progression 5 2 13 20
Death 1 0 4 5
Patients without event (%) 3 (33.3% 5 (71.4%) 20 (54.1%) 28 (52. 8%)
Time to event (months)
Median 26.3 NE 15.7 19.0
95% CI for Median (6.5, 36.6) (7.2, NE) (8.3, NE) (12.2, 36. 6)
25% and 75%-ile 19.0, 36.6 16.8, NE 4.6, NE 7.7, 36.
Range 0.9 to 36.6 0.0% to 32.2x 0.0% to 19.3*x 0.0« to 36 6
6 Months
Patients remaining at risk 7 5 25 37
Event free probability 0.89 1.00 0.80

95% CI
9 Months

(0.68, 1.00) (1.00, 1.00)

0.74
(0.60, 0.89)  (0.68, 0.91)

Patients remaining at risk 22
Event free probability 0.76 0.80 0.65 0. 69
95% CI (0.47, 1.00) (0.45, 1.00) (0.49, 0.81) (0.56, 0.82)
12 Months
Patients remaining at risk 6 3 19 28
Event free probability 0.76 0.80 0.59 0. 65
95% CI (0.47, 1.00) (0.45, 1.00) (0.43, 0.76)  (0.51, 0.78)
18 Months
Patients remaining at risk 5 2 1
Event free probability 0.76 0.53 0.45 0.52
95% CI (0.47, 1.00) (0.05, 1.00) (0.25, 0.65)  (0.36, 0.68)

Summaries of Time—-to-Event (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method
of Brookmeyer and Crowley.
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% 2.71.3.6-12 PFSOEH (XA

Kaplan-Meier Event-Free Rates for Progression-free Survival (Investigator Assessment),

APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Earliest Contributing Event to Investigator PFS

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Patients with event (%) 8 (88.9% 3 (42.9%) 23 (62. 2%) 34 (64. 2%)
Earliest contributing event
Disease Progression 7 3 20 30
Death 1 0 3 4
Patients without event (%) 1 (11.1%) 4 (57.1%) 14 (37.8%) 19 (35.8%)
Time to event (months)
Median 19.0 22.5 14.0 15.5
95% CI for Median (6.5, 29.6) (7.2, NE) 8.1, 15 7 (10.0, 19.0)
25% and 75%-ile 6.5, 29.6 7.2, NE 6.3, 17.5 6.3, 22.5
Range 0.9 to 36.6 0.0% to 32.2x 0. O* to 19.3% 0.0x to 36.6
6 Months
Patients remaining at risk 7 5 27 39
Event free probability 0.78 0.83 0.77 0.78
95% CI (0.51, 1.00) (0.54, 1.00) (0.63, 0.91) (0.67, 0.89)
9 Months
Patients remaining at risk 4 22
Event free probability 0.67 0.67 0.63 0. 64
95% CI 0.36, 0.97) (0.29, 1.00) (0.47, 0.79) 0.51, 0.77)
12 Months
Patients remaining at risk 6 4 19 29
Event free probability 0.67 0.67 0.54 0.58
95% CI 0.36, 0.97) (0.29, 1.00) (0.38, 0.71) (0.44, 0.72)
18 Months
Patients remaining at risk 4 1 10
Event free probability 0.56 0.67 0.10 0.35
95% CI 0.23, 0.88) (0.29, 1.00) (0.00, 0.28) (0.20, 0.50)

Z:Tfi, ROSTAZNEETMER)

ROS1 NSCLC Efficacy Evaluable enrolled up to

Summaries of Duration of Response (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method

of Brookmeyer and Crowley.
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& 2.7.3.6-13 ERIKMOBEREDER (BICRZHE, ROSIAXIEEMER)

Overall| Efficacy: Clinical Benefit Rate (BICR Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Clinical Benefit Rate 7 (77.8%) 6 (85.7% 28 (75.7%) 41 (77.4%)
95% CI (39.99, 97.19) (42.13, 99.64) (58.80, 88.23) (63.79, 87.72)

Clinical benefit rate includes all patients with CR or PR plus patients with SD for at least 6 months after start of entrectinib.
gtherwise, ﬁhg patient is considered to not have clinical benefit. Confidence Intervals (CI) are calculated using the Clopper-
earson method.
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x 2.7.3.6-14 EREREMIARROER (EAEHE, ROSIAZNMETESER)

Overall| Efficacy: Clinical Benefit (Investigator Assessment), ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

ALKA STO1 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Clinical Benefit Rate 7 (77.8% 6 (85.7% 28 (75.7%) 41 (77.4%)
% ClI (39.99, 97.19) (42.13, 99.64) (58.80, 88.23) (63.79, 87.72)

Clinical benefit rate includes all patients with CR or PR plus patients with SD for at least 6 months after start of entrectinib.
Otherwise, the patient is considered to not have clinical benefit. Confidence Intervals (CI) are calculated using the Clopper—

Pearson method.
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#* 2.7.3.6-15 WHARZED

A

TETOHREDER BICR

a7, ROSTAZNIEEHMEEED)

Kaplan-Meier Event-Free Rates for CNS Progression-free Survival by BICR Assessment, ROS1 NSCLC Efficacy Evaluable enrolled up to APR

30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Earliest Contributing Event to CNS PFS

ALKA ST01 ST02 Total
(N=9) (N=T7) (N=37) (N=53)
Patients with event (%) 2 (22.2% 3 (42.9%) 13 (35.1%) 18 (34. 0%
Earliest contributing event
First New Lesion in CNS 1 0 1 2
Disease Progression 0 3 7 10
Death 1 0 5 6
Patients without event (%) 7 (77.8% 4 (57.1%) 24 (64. 9%) 35 (66. 0%)
Time to event (months)
Median NE NE NE NE
95% CI for Median (19.0, NE) (5.4, NE) (13.6, NE) (15.1, NE)
25% and 75%-ile 19.0, NE 5.4, NE 7.7, NE 8.3, NE
Range 0.9 to 42.0% 0.0x to 32.2¢ 0.0% to 19.3% 0.0% to 42. 0%
6 Months
Patients remaining at risk 7 4 27 38
Event free probability 0.89 0.67 0.80 0.80
95% CI (0.68, 1.00) (0.29, 1.00) (0.67, 0.93) (0.68, 0.91)
9 Months
Patients remaining at risk 23 33
Event free probability 0.89 0.67 0.71 0.73
95% CI (0.68, 1.00) (0.29, 1.00) (0.55, 0.86) (0.60, 0.86)
12 Months
Patients remaining at risk 6 4 20 30
Event free probability 0.89 0.67 0.71 0.73
95% CI (0.68, 1.00) (0.29, 1.00) (0.55, 0.86) (0.60, 0.86)
18 Months
Patients remaining at risk 2 1
Event free probability 0.89 0.67 0.56 0.64
95% CI (0.68, 1.00) (0.29, 1.00) (0.36, 0.76)  (0.49, 0.79)

Summaries of time to event (median, percentiles) are based on Kaplan-Meier estimates.
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Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Overall Survival

% 2.7.3.6-16 0S OEH (ROSIAENMEFFMER)
Kaplan-Meier Event-Free Rates for Overall Survival, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017

ALKA ST01 ST02 Total
(N=9) (N=7) (N=37) (N=53)
Patients with event (%) 1T (1.1% 0 8 (21.6%) 9 (17.0%
Earliest contributing event
Death 0 8 9
Patients without event (%) 8 (88.9%) 7 (100. 0%) 29 (78.4%) 44 (83.0%)
Time to event (months)
Median NE NE NE NE
95% CI for Median (19.0, NE) NE NE NE
25% and 75%-ile NE NE 15.1, NE NE
Range 0.9% to 43.1% 1.7+ to 32.2% 0.8+ to 25.3* 0.8+ to 43.1%
6 Months
Patients remaining at risk 30
Event free probability 1.00 1.00 0.89 0.92
95% CI (1.00, 1.00) (1.00, 1.00) (0.78, 0.99)  (0.84, 1.00)
9 Months
Patients remaining at risk 7 5 26 38
Event free probability 1.00 1.00 0.82 0.87
95% CI (1.00, 1.00)  (1.00, 1.00) (0.69, 0.95)  (0.78, 0.97)
12 Months
Patients remaining at risk 24 36
Event free probability 1.00 1.00 0.79 0.85
95% CI (1.00, 1.00)  (1.00, 1.00) (0.65 0.93) (0.74, 0.95)
18 Months
Patients remaining at risk 5 4 9 18
Event free probability 1.00 1.00 0.74 0.82
95% CI (1.00, 1.00)  (1.00, 1.00) (0.59, 0.90) (0.70, 0.93)

Summaries of Time—-to-Event (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method

of Brookmeyer and Crowley.
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x® 2.7.3.6-17 RAREOZHHEOER (BICR &Ffi, ROSIAZME

B S5i)

Kaplan-Meier Event-Free Rates for Intracranial Duration of Response (BICR Assessment), CNS BICR Measurable Disease, ROS1 NSCLC

Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Intracranial Response Duration - BICR

STO1 ST02 Total
(N=2) (N=T7) (N=9)
Patients included in analysis 2 (100.0%) 7 (100. 0%) 9 (100. 0%)
Patients with event (%) 2 (100. 0%) 2 ( 28.6%) 4 (44.4%)
Earliest contributing event
Disease Progression 2 0 2
Death 0 2 2
Patients without event (%) 0 5 (71.4%) 5 ( 55.6%)
Time to event (months)
Median 8.7 NE 12.9
95% CI for Median 4.6, 12.9) (6.8, NE) (4.6, NE)
25% and 75%-ile 4.6, 12.9 6.8, NE 6.8, NE
Range 4.6 to 1229 2.4 to 13.0x 2.4 to 13.0%
6 Months
Patients remaining at risk 1 5 6
Event free probability 0.50 0.86 0.76
95% CI (0.00, 1.00) (0.60, 1.00) (0.47, 1.00)
9 Months

Patients remaining at risk
Event free probability
95%

12 Months
Patients remaining at risk

1
0.50
(0.00, 1.00)

1

Event free probability 0.50
95% CI (0.00, 1.00)
18 Months
Patients remaining at risk NE
Event free probability NE
95% NE

0. 69
(0.32, 1.00)

2
0. 69
(0.32, 1.00)

NE
NE
NE

0. 63
(0.30, 0.97)

3
0. 63
(0.30, 0.97)

NE
NE
NE

Summaries of Duration of Response (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method

of Brookmeyer and Crowley.
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& 2.7.3.6-18 MNMFRED PFS OEHY (BICR &F4ifi, ROS1H R4l &£H)

Kaplan-Meier Event-Free Rates for Intracranial Progression-free Survival (BICR Assessment),

Efficacy Evaluable enrolled up to APR 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Earliest Contributing Intracranial Response Event to BICR PFS

STO1 ST02 Total
(N=3) (N=17) (N=20)
Patients with event (%) 3 (100. 0%) 10 (58. 8%) 13 (65.0%)
Earliest contributing event
Disease Progression 3 7 10
Death 0 3 3
Patients without event (%) 0 T (41.2%) 7 (35.0%
Time to event (months)
Median 5.4 1.7 1.7
95% CI for Median (5.3, 19.3) (3.0, NE) (3.8, 19.3)
25% and 75%-ile 5.3, 19.3 2.9, NE 3.0, 19.3
Range 5.3 t0 19.3 0.0% to 13.9% 0.0% to 19.3
6 Months
Patients remaining at risk 1 9 10
Event free probability 0.33 0.63 0.57
95% CI (0.00, 0.87) (0.39, 0.86) (0.34, 0.80)
9 Months
Patients remaining at risk 1
Event free probability 0.33 0.42 0.40
95% CI 0.00, 0.87) (0.17, 0.67) (0.17, 0.63)
12 Months
Patients remaining at risk 1 5 6
Event free probability 0.33 0.42 0.40
95% CI 0.00, 0.87) (0.17, 0.67)  (0.17, 0.63)
18 Months
Patients remaining at risk 1 NE 1
Event free probability 0.33 NE 0.30
95% CI 0.00, 0.87) NE (0.06, 0.54)

CNS Disease at Baseline, ROS1 NSCLC

Summaries of Time—-to-Event (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method

of Brookmeyer and Crowley.

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_km. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_km_ICPFS_CNS_| RI]EE ](c)u%
0
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& 2.7.3.6-19 BHREHAMNOEEDOEL (BICR M, ROSIAXMENRER)

Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable
Protocols: G040782, G040783, G040784
Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=53)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper—Pearson)
All n/a Responder 53 41 ( 77.4%) (63.79, 87.72)
CR 53 3 ( 57 (1.18, 15.66)
PR 53 38 (71.7% (57.65, 83.21)
SD 53 1 (C 1.9% (0.05 10.07)
PD 53 4 ( 7.5% (2.09, 18.21)
Non CR/PD 53 3 ( 57 (1.18, 15.66)
Missing or unevaluable 53 4 ( 7.5% (2,09, 18.21)
Sex Male Responder 19 15 ( 78.9%) (54.43, 93.95)
CR 19 1 ( 5.3% (0.13, 26.03)
PR 19 14 ( 73.7%) (48.80, 90.85)
SD 19 0 ( 0.0% (0.00, 17.65)
PD 19 1 ( 5.3% (0.13, 26.03)
Non CR/PD 19 1 ( 5.3% (0.13, 26.03)
Missing or unevaluable 19 2 (10.5%) (1.30, 33.14)
Female Responder 34 26 ( 76.5%) (58.83, 89.25)
CR 34 2 ( 5.9%) (0.72, 19.68)
PR 34 24 ( 70. 6%) (52.52, 84.90)
SD 34 1 ( 2.9% (0.07, 15.33)
PD 34 3 ( 8.8%) (1.86, 23.68)
Non CR/PD 34 2 ( 5.9%) (0.72, 19.68)
Missing or unevaluable 34 2 ( 5.9% (0.72, 19.68)
Age Group (yr) 18-<75 Responder 53 41 (T77.4%) (63.79, 817.72)
CR 53 3 ( 57 (1.18, 15.66)
PR 53 38 (71.7%) (57.65, 83.21)
SD 53 1 ( 1.9% (0.05 10.07)
PD 53 4 ( 7.5% (2.09, 18.21)
Non CR/PD 53 3 ( 57% (1.18, 15.66)
Missing or unevaluable 53 4 ( 7.5% (2.09, 18.21)
No patient is in the >=75 age group
Program: root/clinical_studies/R07102122/share/pool_EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/output/ral00_t_ef_rsp_sub_NDA_REE. out
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable
Protocols: G040782, G040783, G040784
Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018
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Patients
Name Level Response 95% CI for Rate (Clopper—Pearson)
Age Group (yr) 18-<65 Féﬁsponder 6
PR 5
SD

PD

Non CR/PD

Missing or unevaluable
>=65 Responder

Non CR/PD
Missing or unevaluable
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No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable
Protocols: G040782, G040783, G040784
Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=53)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper—Pearson)
CNS Disease Status at Baseline Absent Responder 30 24 ( 80.0%) (61.43, 92.29)
(Investigator Assessment)
CR 30 3 (10.0%) (2.11, 26.53)
PR 30 21 ( 70.0%) (50.60, 85.27)
SD 30 1 ( 3.3% (0.08, 17.22)
PD 30 0 ( 0.0% (0.00, 11.57)
Non CR/PD 30 3 (10.0%) (2.11, 26.53)
Missing or unevaluable 30 2 ( 6.7% (0.82, 22.07)
Present Responder 23 17 ( 73.9%) (51.59, 89.77)
CR 23 0 ( 0.0% (0.00, 14.82)
PR 23 17 ( 73.9%) (51.59, 89.77)
SD 23 0 ( 0.0% (0.00, 14.82)
PD 23 4 (17.4% (4.95 38.78)
Non CR/PD 23 0 ( 0.0% (0.00, 14.82)
Missing or unevaluable 23 2 ( 8.7% (1.07, 28.04)
No patient is in the >=75 age group
Program: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool_EMA_RtQ/prod/output/ral00_t_ef_rsp_sub_NDA_REE. out
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Response

Response

95% CI for Rate (Clopper—Pearson)

Name Level

Entrectinib Dose Below RP2D
At RP2D
Above RP2D

Responder
CR

PR
SD

PD

Non CR/PD

Missing or unevaluable
Responder

Non CR/PD
Missing or unevaluable
ggsponder

PR
SD

PD
Non CR/PD
Missing or unevaluable
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No patient is in the >=75 age group

Program: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/output/ral00_t_ef_rsp_sub_NDA_REE. out

27JUL2019 1:47

qruioanuyg

W LT

L

il

F R B L

09 93ed



Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

qruioanuyg

Patients

Response

Name Level

Region APAC
EU
NA

Responder
CR

PR
SD

PD

Non CR/PD

Missing or unevaluable
Responder

Non CR/PD
Missing or unevaluable
ggsponder

PR
SD

PD
Non CR/PD
Missing or unevaluable

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name Level Response n % 95% CI for Rate (Clopper-Pearson)
ECOG Performance Status 0 Responder 19 ( 95.0%) (75.13
CR 2 (10.0%) (1.23,
PR 17 ( 85.0%) (62. 11,
SD 0 ( 0.0% ( 0.00,
PD 0 ( 0.0% ( 0.00,
Non CR/PD 0 ( 0.0% (0.00,
Missing or unevaluable 1 ( 5.0% (0.13
1 Responder 19 ( 70.4%) (49.82
CR 1( 3.7% ( 0.09,
PR 18 ( 66.7%) (46.04,
SD 1( 3.7% (0.09,
PD 2 ( 7.4% (0.91,
Non CR/PD 3 (11.1%) (235
Missing or unevaluable 2 ( 7.4% (0.91,
2 Responder 3 ( 50.0%) (11.81,
CR 0 ( 0.0% (0.00,
PR 3 ( 50.0%) (11.81,
SD 0 ( 0.0% ( 0.00,
PD 2 (33.3% (4.33,
Non CR/PD 0 ( 0.0% ( 0.00,
Missing or unevaluable 1 (16.7% (0.42
Any prior systemic therapy N Responder 7 (100.0%) (59.04
CR 0 ( 0.0% (_0.00,
PR 7 (100.0%) (59. 04,
SD 0 ( 0.0% ( 0.00,
PD 0 ( 0.0% ( 0.00,
Non CR/PD 0 ( 0.0% (0.00,
Missing or unevaluable 0 ( 0.0% (.0.00
Y Responder 34 (73.9%) (58.87,
CR 3 ( 6.5% (1.37,
PR 31 ( 67.4% (51.98,
SD 1( 2.2% (0.086,
PD 4 ( 8.7% (2.42,
Non CR/PD 3 ( 6.5% (1.37
Missing or unevaluable 4 ( 8.7% (242

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name

Response

Prior chemotherapy

Prior immunotherapy

Responder
CR

PR
SD

PD

Non CR/PD

Missing or unevaluable
Responder

Non CR/PD
Missing or unevaluable

Responder
CR

PR
SD

PD

Non CR/PD

Missing or unevaluable
Responder

Non CR/PD
Missing or unevaluable

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name

Response

Response

95% CI for Rate (Clopper-Pearson)

Prior targeted therapy

Prior hormonal therapy

Other prior therapy

Number of prior systemic therapies

Responder

Non CR/PD
Missing or
Responder

Non CR/PD
Missing or

Responder

Non CR/PD
Missing or
Responder

Non CR/PD
Missing or

Responder

Non CR/PD
Missing or

Responder
CR

PR

unevaluable

unevaluable

unevaluable

unevaluable

unevaluable
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No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784
Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name Level Response

Number of prior systemic therapies 0 EB
Non CR/PD
Missing or
1 Responder

CR

PR
SD

PD

Non CR/PD

Missing or
2 Responder

Non CR/PD
Missing or
3 gesponder

Non CR/PD
Missing or

4 Responder
CR

PR
SD

PD

Non CR/PD

Missing or
>4 Responder

Non CR/PD
Missing or

unevaluable

unevaluable

unevaluable

unevaluable

unevaluable

unevaluable

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=53)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)

Number of prior anticancer radiation therapies 0 Responder 29 24 ( 82.8%) (64.23, 94.15)
CR 29 1 (_3.4% (0.09, 17.76)

PR 29 23 (79.3%) (60.28, 92.01)

D 29 1 ( 3.4% (0.09, 17.76)

PD 29 2 ( 6.9% (0.85 22.77)

Non CR/PD 29 1 ( 3.4% (0.09, 17.76)

Missing or unevaluable 29 1 ( 3.4% (0.09, 17.76)

1 Responder 16 11 ( 68.8%) (41.34, 88.98)
CR 16 2 (12.5% ( 1.55, 38.35)

PR 16 9 ( 56.3%) (29.88, 80.25)

D 16 0 ( 0.0% (0.00, 20.59)

PD 16 1 ( 6.3% (0.16, 30.23)

Non CR/PD 16 1 ( 6.3% (0.16, 30.23)

Missing or unevaluable 16 3 (18.8%) (4.05 45.65)

2 Responder 2 2 (100.0%) (15.81, 100.00)
CR 2 0 ( 0.0% (0.00, 84.19)

PR 2 2 (100.0%) (15.81, 100.00)

D 2 0 ( 0.0% (0.00, 84.19)

PD 2 0 ( 0.0% (0.00, 84.19)

Non CR/PD 2 0 ( 0.0% (0.00, 84.19)

Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)

3 Responder 5 3 ( 60.0%) (14.66, 94.73)
CR 5 0 ( 0.0% (0.00, 52.18)

PR 5 3 ( 60.0%) (14.66, 94.73)

D 5 0 ( 0.0% (0.00, 52.18)

PD 5 1 (20.0%) (0.51, 71.64)

Non CR/PD 5 1 (20.0%) (0.51, 71.64)

Missing or unevaluable 5 0 ( 0.0% (0.00, 52.18)

>4 Responder 1 1 (100. 0%) ( 2.50, 100.00)
CR 1 0 ( 0.0% (0.00, 97.50)

PR 1 1 (100. 0%) ( 2.50, 100.00)

D 1 0 ( 0.0% (0.00, 97.50)

PD 1 0 ( 0.0% (0.00, 97.50)

Non CR/PD 1 0 ( 0.0% (0.00, 97.50)

Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784
Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name Level Response

Number of prior anticancer surgeries 0 Responder

Non CR/PD
Missing or

1 Responder
CR

PR
SD

PD

Non CR/PD

Missing or
2 Responder

Non CR/PD
Missing or
3 Responder

Non CR/PD
Missing or
4 Responder

Non CR/PD
Missing or

unevaluable

unevaluable

unevaluable

unevaluable

unevaluable

No patient is in the >=75 age group

Program: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas
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27JUL2019 1:47

qruioanuyg

95% CI for Rate (Clopper-Pearson)

- o o

© ©—=

OO —-O—=—=—OONONO—OOUNOOO—=O— O — L) — L — ~——
oo

OO0 OOOOUIOOO0O0O0O0O0O0O0O0OOOOPO—O =~ W—WIIW®

=)

-

F (e B

o

OO0 UIOUISNOONONONOOUUITIOONOUIOUTS = A —w
OO OO CORROOIOIONOOCINOOO~ONONIIOCIOWO:.

B e i D T T

1.9 93ed



Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=53)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper—Pearson)
BICR-confirmed measurable disease Y Responder 53 41 ( 77.4%) (63.79, 87.72)
at baseline and have received
at least one dose of entrectinib
CR 53 3 ( 57 (1.18, 15.66)
PR 53 38 (71.7% (57.65, 83.21)
SD 53 1 C 1.9% (0.05 10.07)
PD 53 4 ( 7.5% (2.09, 18.21)
Non CR/PD 53 3 ( 57 (1.18, 15.66)
Missing or unevaluable 53 4 ( 7.5% (2,09, 18.21)
Gene Fusion Partner at Time Enrol Iment (D74 - ROS1 Responder 21 18 ( 85.7%) (63.66, 96.95)
CR 21 0 ( 0.0% (0.00, 16.11)
PR 21 18 ( 85.7%) (63.66, 96.95)
SD 21 0 ( 0.0% (0.00, 16.11)
PD 21 1 ( 4.8% (0.12, 23.82)
Non CR/PD 21 1 ( 4.8%) (0.12, 23.82)
Missing or unevaluable 21 1 ( 4.8% (0.12, 23.82)
EZR - ROS1 Responder 5 4 ( 80.0% (28.36, 99.49)
CR 5 0 ( 0.0% (0.00, 52.18)
PR 5 4 ( 80.0% (28.36, 99.49)
SD 5 0 ( 0.0% (0.00, 52.18)
PD 5 1 ( 20.0% (0.51, 71.64)
Non CR/PD 5 0 ( 0.0% (0.00, 52.18)
Missing or unevaluable 5 0 ( 0.0% (0.00, 52.18)
SDC4 - ROS1 Responder 6 4 ( 66.7% (22.28, 95.67)
CR 6 0 ( 0.0% (0.00, 45.93)
PR 6 4 ( 66.7% (22.28, 95.67)
SD 6 0 ( 0.0% (0.00, 45.93)
PD 6 2 (33.3%) (4.33, 71.72)

No patient is in the >=75 age group

Program: root/clinical_studies/R07102122/share/pool_EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Name

Level

Response

Gene Fusion Partner at Time Enrol Iment

Prior radiation to the brain
timing relative to the start of study

SDC4 - ROST
SLC34A2 - ROS1

TPM3 - ROST

Unknown

No prior radiation

<2 months

Non CR/PD
Missing or
Responder
CR

PR
SD

PD
Non CR/PD
Missing or
Responder
CR

PR
SD

PD

Non CR/PD
Missing or
Responder

Non CR/PD
Missing or

Responder

Non CR/PD
Missing or
Responder

unevaluable

unevaluable

unevaluable

unevaluable

unevaluable

No patient is in the >=75 age group
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Objective Response Rate (BICR Assessment) by Subgroups, ROS1 NSCLC Efficacy Evaluable

Protocols: G040782, G040783, G040784

Enrol Iment cutoff: Apr 30 2017, CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=53)
Patients Response
Name Level Response n % 95% CI for Rate (Clopper—Pearson)
Prior radiation to the brain <2 months CR 9 0 ( 0.0% (0.00, 33.63)
timing relative to the start of study

PR 9 8 ( 88.9%) (561.75, 99.72)

SD 9 0 ( 0.0% (0.00, 33.63)

PD 9 0 ( 0.0% (0.00, 33.63)

Non CR/PD 9 0 ( 0.0% (0.00, 33.63)

Missing or unevaluable 9 1 (11.1% (10.28, 48.25)

>=2 to <6 months Responder 2 1 ( 50. 0% (1.26, 98.74)

CR 2 0 ( 0.0% (0.00, 84.19)

PR 2 1 ( 50.0%) (1.26, 98.74)

SD 2 0 ( 0.0% (0.00, 84.19)

PD 2 0 ( 0.0% (0.00, 84.19)

Non CR/PD 2 0 ( 0.0% (0.00, 84.19)

Missing or unevaluable 2 1 ( 50. 0% (1.26, 98.74)

>=6 months Responder 4 3 ( 75.0%) (19.41, 99.37)

CR 4 0 ( 0.0% (0.00, 60.24)

PR 4 3 (75.0%) (19.41, 99.37)

SD 4 0 ( 0.0% (0.00, 60.24)

PD 4 1 ( 25.0% (0.63, 80.59)

Non CR/PD 4 0 ( 0.0% (0.00, 60.24)

Missing or unevaluable 4 0 ( 0.0% (0.00, 60.24)

No patient is in the >=75 age group

Program: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/program/ral00_t_ef_rsp_sub. sas

Output: root/clinical_studies/R07102122/share/pool _EMA_RtQ/prod/output/ral00_t_ef_rsp_sub_NDA_REE. out

27JUL2019 1:47
[R&ERICELER]
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& 2.7.3.6-20 EMERRUKERHAVDRDNEL (BICRZFf, ROSIHEZMERNRER)

Overall| Efficacy: Objective Response and Best Overall Response (BICR Assessment), ROS1 as-treated population with enrolIment cutoff of
Nov 30, 2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

S
Responders 8 (72.7%) 6 (75. 0%) 56 (66. 7%) 70 (68.0%)
Non-Responders 3 (27.3%) 2 (25.0%) 28 (33.3%) 33 (32.0%)
95% CI for Response Rates (39.03, 93.98) (34.91, 96.81) (55.54, 76.58) (58.04, 76.82)
Complete Response (CR) 3 (27.3%) 0 6 (7.1% 9 (8.7%)
Partial Response (PR) 5 (45.5%) 6 (75.0%) 50 (59. 5%) 61 (59.2%)
Stable Disease (SD) 1 (9.1%) 0 7 (8.3%) 8 (7.8%)
Progressive Disease (PD) 1 (9.1%) 0 6 (7.1% 7 (6.8%)
Non CR/PD 1(9.1%) 1 (12.5%) 5 (6.0% 7 (6.8%)
Missing or unevaluable 0 1 (12. 5%) 10 (11.9%) 11 (10. 7%)

Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study scans that
could not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm response. SD and
NonCR/NonPD must be observed study day 35 or later, otherwise they count as NE. Objective response is defined as PR or CR confirmed
by repeat-imaging at least 28 days following first documentation of response. Otherwise, the patient is considered to be a non-
responder. Confidence Intervals (CI) are calculated using the Clopper—Pearson method.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/ah_sa1533_t_ef_boricr. sas

Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/ah_sa1533_t_ef_boricr_ROST1EA2. out
310CT2018 17:38 Page 1 of 1

[5.3.5.3-2 ah_sal533 t ef boricr ROS1EA2.out % 48]
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= 2.7.3.6-21

IR DER (BICR

i, ROSTAXNEXREM)

Kaplan-Meier Event-Free Rates for Duration of Response (BICR Assessment), ROS1 as—treated population with enrollment cutoff of Nov 30,

2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

Response Duration - BICR

ST02
(N=56)

Total
(N=70)

ALKA STO1
(N=8) (N=6)
Patients included in analysis 8 (100.0%) 6 (100. 0%)
Patients with event (%) 6 ( 75.0%) 2 (33.3%)
Earliest contributing event
Disease Progression 5 2
Death 1 0
Patients without event (%) 2 ( 25.0%) 4 ( 66.7%)
Time to event (months)
Median 24.6 NE
95% CI for Median (15.3, 34.8) (6.5, NE)
25% and 75%-ile 15.3, 34.8 15.7, NE
Range 5.5 to 34.8
6 Months
Patients remaining at risk 7 5
Event free probability 0.88 1.00
95% CI (0.65, 1.00) (1.00, 1.00)
9 Months

Patients remaining at risk

Event free probability 0.88 0.80
95% CI (0.65, 1.00) (0.45, 1.00)
12 Months
Patients remaining at risk 6 3
Event free probability 0.88 0.80
95% CI (0.65, 1.00) (0.45, 1.00)
18 Months

Patients remaining at risk
Event free probability 0.73 0.53
95% CI (0.41, 1.00) (0.05, 1.00)

56 (100. 0%)
18 (32.1%)

15
3
38 ( 67.9%)

31
0.76
(0. 65, 0.88)
25
0.74
(0. 62, 0.86)
10

0.58
(0.41, 0.79)

0.52
(0.34, 0.71)

70 (100. 0%)
26 ( 37.1%)

22

4
44 ( 62. 9%)

19.0
(12.6, 34.8)
9.1, 34.8
1.8+ to 34.8

43

0.80
(0.70, 0.90)

36

0.76
(0.65, 0.87)

19

0. 66
(0.52, 0.79)

0.52
(0.34, 0.70)

Summaries of Duration of Response (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method

of Brookmeyer and Crowley.

Program: /opt/BIOSTAT/prod/cdt30222/i40782a/ah_sa1533_t_ef_km. sas
Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/ah_sa1533_t_ef_km_RSDRR1_ROS1EA2. out

310CT2018 17:40

[5.3.5.3-2 ah_sal533_t ef km RSDRR1_ROSIEA2.out % 5§ ]
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& 2.7.3.6-22 EHERRUVKERHEEROER (BICR Hfi, EHTHK £ /174 L) ROSIELEEIRF 5% NSCLC £H)

Objective Response Rate (BICR Assessment) , ROS1 NSCLC Efficacy Evaluable or without 12M fol low-up enrolled up to NOV 30, 2017
Protocols: G040782, G040783, G040784
CCOD: May 31 2018, DBL: Jul 31 2018

=) o 79) i
Non_Responders porg PO Bms R@w
95% CI for Response Rates (39.99, 97.19) (42.13, 99.64) (59.11, 80.30) (62.15, 81.07)
Complete Response (CR) 2 (22.2% 0 5 (6.4% 7 (7.4%)
Partial Response (PR) 5 (55. 6%) 6 (85. 7%) 50 (64.1%) 61 (64.9%)
Stable Disease (SD) 1 (11.1%) 0 6 (7.7%) 7 (7.4%)
Progressive Disease (PD) 1 (11.1%) 0 6 (7.7% 7 (17.4%
Non CR/PD 0 0 4 (5.1%) 4 (4.3%
Missing or unevaluable 0 1 (14.3%) 7 (9.0% 8 (8.5%)

Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study scans that could
not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm response. SD and NonCR/NonPD
must be observed study day 35 or later, otherwise they count as NE. Objective response is defined as PR or CR confirmed by repeat-
imaging at least 28 days following first documentation of response. Otherwise, the patient is considered to be a non-responder.
Confidence Intervals (CI) are calculated using the Clopper—Pearson method.

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_boricr.sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_boricr_REE3. out
10SEP2018 18:1 Page 1 of 1

[5.3.5.32 t_ef boricr REE3.out % F-48]
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*& 2.7.3.6-23 =HHHAROER (BICR 5Tfi, EFTHARMZMH 4L ROSIRAE ERF51% NSCLC £H)

Kaplan-Meier Event-Free Rates for Duration of Response (BICR Assessment), ROS1 NSCLC Efficacy Evaluable or without 12M follow-up
enrol led up to NOV 30, 2017

Protocols: G040782, G040783, G040784

CCOD: May 31 2018, DBL: Jul 31 2018

Response Duration - BICR

ALKA STO1 ST02 Total
(N=T7) (N=6) (N=55) (N=68)
Patients included in analysis 7 (100.0%) 6 (100. 0%) 55 (100.0% 68 (100.0%)
Patients with event (%) 5 (71.4%) 2 (33.3%) 18 (32.7% 25 ( 36.8%)
Earliest contributing event
Disease Progression 4 2 15 21
Death 1 0 3 4
Patients without event (%) 2 ( 28.6%) 4 ( 66.7%) 37 (67.3%) 43 ( 63.2%)
Time to event (months)
Median 28.6 NE NE 15.7
95% CI for Median (15.3, 34.8) (6.5, NE) (9.5, NE) (12 6, 34.8)
25% and 75%-ile 15.3, 34.8 15.7, NE 6.8, NE 9.1, 34.8
Range 5.5 t0 34.8 4. 7% to 31.3% 1.8% to 18.4% 1.8 to 34.8
6 Months
Patients remaining at risk 6 5 30 4
Event free probability 0.86 1.00 0.76 0.79
95% CI (0.60, 1.00) (1.00, 1.00) (0.64, 0.88)  (0.69, 0.89)
9 Months
Patients remaining at risk 6 4 25 35
Event free probability 0.86 0.80 0.73 0.75
95% CI (0.60, 1.00) (0.45, 1.00) (0.61, 0.86)  (0.64, 0.86)
12 Months
Patients remaining at risk 5 3 10 18
Event free probability 0.86 0.80 0.58 0. 65
95% CI (0.60, 1.00) (0.45, 1.00) (0.41, 0.75)  (0.51, 0.78)
18 Months
Patients remaining at risk 4 2 1
Event free probability 0. 69 0.53 0.52 0.50
95% CI (0.32, 1.00) (0.05, 1.00) (0.33, 0.71) (0.32, 0.68)

Summaries of Duration of Response (median, percentiles) are Kaplan-Meier estimates. 95% CI for median was computed using the method
of Brookmeyer and Growley.

Program: /opt/BIOSTAT/prod/cdt30222/|40782a/t ef_km. sas / Output: /opt/BIOSTAT/prod/cdt30222/i40782a/reports/t_ef_km_RSDRR1_REE3. out
08SEP2018 0:5. Page 1 of 1

[5.3.5.3-2t ef km RSDRRI1_REE3.out % Fi{8]
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Entrectinib 2.7.3 HERARMA M Page 75

2.1.3.7 BEXM

1) Shaw AT, Ou SH, Bang YJ, Camidge DR, Solomon BJ, Salgia R, et al. Crizotinib in ROS1-rearranged
non-small-cell lung cancer. N Engl J Med. 2014;371:1963-71.
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2.7.3.8 STARTRK-2GERICH 1T 2 B AEF DIEERDFER
AHFETRIC, STARTRK-23AER D376 O A SVEMEAT R GUA ERTEE M O EF > bl L 72
MFINEENTND ZENH BN L2572, AFIONFRIE, ROSIFLEAOB5HES & 5 B2
{5, WIEIZEH & OB 31270 H A5 T b 2 BB 201 T - 72,
ARTUCH, M AP D RHT o G FT AR 2 A AL B VT R4 R OV %401 & B\ T AT b MR T4
[ (334) (20 D AMED ER IR ERT,

2.7.3.8.1 HEZBERENHEAAN DN I-IFE
(1) ROSIFHFAID £ HIEN & 5 #hHE

1%, 72V F=T08GERH, 7V F=TRGRITHRBETHRD LN EEICH
B 67, 1RBRFEMMEE2S ROSIE G & s EIR/ MBI = R — MIRR-> TRER LT, 7
—% 7y A7 (Q018%5H31H) KR THMBLIHE SN TE LT, RREKEE IRk
aR— MERICIES X, REEERE & A IR AERZHE A A AL THRRRT L7z,

b O ENE, ARBRSIENCZ VY F=TICLDRREDEmREINTZOD, HEFRITLD
BhHAERIEL, 7V Y F=TEG5%OMEERHMIEIN S TWRD o 7o, iR I XnRE
matmEg o A0 e ol e U Sne, mBRkES R EIC LD
ROSIPHEAIFL 5-H ILIIARF O ER IR TE, BEOKLIT/RY 5 2 L4 L, ROSIFEE
BART-BATEFIE NI fE = 28— h ~ DB EkZ 58 5 Protocol Exemption Request Z 7&G8 L7z, %
7=, wsrEfidm g ol ln e oD, TRK, ROSIZRTN ALK FHZEFHI
DARMEDBFIZOWTIE, RIS & B[S 2 HRAETh D 2 EvBmans, &
BRIKHEE 138 gk S e o — MERICEE DS &, AREEBRE 2 A 0 ERHG A R KL A A4 THigdT L
77

(2) MEIZEh 6 OB AN 120 H Rl TH D 9RRE

BRIWEEMEEFIZ 20D 2 BBRE O BIEHIRIC ST, WESNEERY R & Oz o = B4
TWET—F Ty bA TR THIRIED G120 AL EOBIEEIM 26Tt EHE LT, Ll
RHNG, ARERO FEIAREE Th 5220313 BICR Ml TH 5720, 1BBKEH X BICR (T
KBS RACEET A1 Z EMNE T ETAFETE o7z, 208, HFERHIIIREGE
FHHE21TFAAZ0H £ TITBEFR SN2 TOHERE & L, Fov i —8REAID g
WO RINFROOND Z EEEE X, FIRIED» G120 AL ERGET 2RO RIS X,
T—H 71y AT HE2018FS5HA31H E3E L CEMT 21772,

AN 2B OMERE 1L, T —F B v b A TR TOREED S OBEHRIZ11.90 A KO
86N HTHY, 12 AL EEZR-L T\ ek o7z,

2.7.3.8.2 LEEREEROV-EYHTEERADFER

M SG A 2 [A\ N T A M AT AR [ 331 D A S E D B A 2 2.7.3.8.2-11T =",

ZhFRIL, 75.8% (95%CI : 57.74~88.91%) TH Vv, FuhLHE I NT-#ERFH ONFRIL CR
1B (3.0%) , PR 232401 (72.7%) ThH-o7- (& 2.7.3.8.2-4) . 95%(EHEX M D FERAE N F
ANCHLE L7250% % 2 TRV, Sl z R854 THO AR O G MENHER S T,

ZOMOFEIEDIEE, KON D FIRE L N — 2 T o R, Y45%401 & & e
FRMERHmEE & IZIFFBROFER TH - 72 (F 2.7.3.2.1-1, & 2.7.3.6-3, & 2.7.3.6-4) .
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& 2.7.3.8.2-1 FMMEDER (STARTRK-25K5&8, 334D ROS1E S 4EHEEE)

EEC- ST Rh= N=33
HH B (%) 25 (75.8%)
95%CI 57.74~88.91%
BRI AT ERIR A R N=33
THH ERARHSE B (%) 25 (75.8%)
95%CI 57.74~88.91%
FEh M N=25
B (%) 12 (48.0%)
A 12.677 A
95%CI 9.177 4 ~NE
PFS N=33
ARV (%) 16 (48.5%)
A 13.64 A
95%CI 8.357 A~NE
NI A D3R N=14
AR (%) 7 (50.0%)
95%CI 23.04~76.96%
0s N=33
ARV (%) 7 (21.2%)
A NE
95%CI NE

0S LIAMZE, W3t BICR FEAM
NE : #Hfi 68
[$£2.7.3.8.2-4~9% 4% ]

2.71.3.8.2-1 EBEEODR—ZXSA4 A bDImAREILED waterfall plot (STARTRK-25HER,
BICR &F{fi, 3351 ROS1H XN MR

Waterfall Plot: Best Percent Change from Baseline in Tumor Sum (BICR Assessment)
Protocols: GO40782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

100

75 -

25 -

<100 -

]
a

Best % improvement from baseline in SLD
3 o

<y
[0

Individual Patients
Subjects with missing SLD percent change were excheded from the plot.

Program: ical_studies/R0O71021 _ROS gramig_ef_wi_sid sas
i 1021 _ROS _ef_wi_sid_REE_SAPDIFF_ST2 pdf

Output ical_:
1INOV2019 16:24
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2.7.3.8.2-2 =3HBFIRUIERZHIO swimmer plot (STARTRK-25£E&%, BICR &fffi, 336D
ROSTERN T HEE)

Swimmer Plot: Time on treatment (BICR Assessment)

Protocols: GO40782

Analysis: RDS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRE-2
CCOD: May 31 2018, DBL: Jul 31 2018

Responders

o & >
o >
P © >
o >
o & *
o A >
o -
o >

o >

© >

o N >

o >

o >

o *

o *
o ' >
o >
o A *m
o & *
o Ak =

o * B

o A *

e & *

o *

o * u
0 5 10 15 20

Time (Months)

On Treatment © First CR/PR M Death W% Entrectinib Discontinuation Day as of Cutoff > Still on Treatment & First PD

Program 71021 pool_ROS ef swsas
Output: root/cknical 71021 p ROS1ip putig_ef sw BESRSPRI1_REE_SAPDIFF_STZ.out
1INOV2019 16:26

2.7.3.8.2-3 Zh#ARI®D Kaplan-Meier Bi#R (STARTRK-2ZXB%, BICR %4, 3341 ROS1HE%h
Pl E)

Kaplan-Meier Plot of Duration of Response (BICR Assessment)

Protocols: GO40782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

1
w0 Median + 95% CI
Total (N=25): 12,6 (9.1, NE)

80
o
=
m
-y
w 60
w
c
o
a
i
]
o
k-]
c 40
2
B
3
(]

20

Total (N=25)
+ Censored
V]

No. of Patients at Risk

Total 25 23 17 % 9 2 1

0 Months 6 Months 12 Months 18 Months 24 Months 30 36 Months 42 Months

Time

Pregram: root/chnical_studies/RO7102122/share/pool_ROS1/prodiprogram/g_ef_km.sas
Cutput: rooticlinical_studies/RO7102122/share/pocl_ROS 1/prodfoutputig_ef_km_RSDRR1_REE_SAPDIFF_ST2 pdf 1TNOV2019 16:37
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2.7.3.8.2-4 PFS @ Kaplan-Meier Bi#R (STARTRK-23£B% BICR
(i S5i))

Kaplan-Meier Plot of Progression-free Survival (BICR Assessment)

Protocols: GO40782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

100
g
& 80
(5]
o
(4]
w
=
5 &0
m
=3
=
E 40
L+
o
e
o
E]
g‘ 20
2
o

Total (N=33)
+ Censored
0
No. of Patients at Risk
Tetal 33 27 2 19 16 [ 1
0 Months 6 Months 12 Months 18 Months 24 Months 30
Time

Program: roet/clinical_studies/RO7102122/share/peol_ROS1/p ig_el_km sas

#1{E, 335D ROSTH %N

Median +95% CI|
Total (N=33): 13.6 (8.3. NE)

36 Months 42 Months

Output: rooticlinical_studies/RO7102122/share/pool_ROS1/prodioutputig_ef_km_PFSRAD1_REE_SAPDIFF_ST2 pdf 11NOV2019 1636

2.7.3.8.2-5 0S @ Kaplan-Meier Bif (STARTRK-2i%B&, 3341 ROS1A it ML)

Kaplan-Meier Plot of Overall Survival

Protocols: GO40782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

100 -
B0
£
= &0
2
c
3
(]
=
L 40
]
20
— Total (N=33)
+ Censored
0 .
Mo, of Patients at Risk
Total 33 29 27 23 2 1% ] 1 1
0 Months 6 Months 12 Months 18 Months 24 Months 30
Time

Program: reot/clinical_studies/RO7102122/share/pocl_ROS 1/prod/programig_ef_krm.sas
Qutput roct/clinical_studies/RO7102122/share/pool_ROS1/prodfoutputia_ef_km_0S_REE_SAPDIFE_ST2 pdf 11NOW2018 16:35

Median + 95% CI
Total (N=33): NE NE

36 Months 42 Months



& 2.7.3.8.2-2 ADO#ETFHIFFIEDER (STARTRK-2588%, 331D ROS1HZN4ETMEED)

Demographic and Basel ine Characteristics

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=33)

Sex

n
Male
Female

Age (years)
n
Mean
Std
Median
Q1, Q3
Min, Max

Age group (years)

n
< 65
>= 65

Ethnicity

n
Hispanic or Latino
Not Hispanic or Latino

Race
n
Asian
Black or African American
White

33
10 (30. 3%)
23 (69.7%)

33
51.9
11.2
52.0
45.0, 60.0
28, 712

33
28 (84.8%)
5 (15.2%)

2 (6.1%
31 (93.9%)

33
12 (36. 4%)
3 (9.1%
18 (54.5%)

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_dm. s

Output: root/clinical_studies/R07102122/share/pool_R0S1/prod/output/t_dm_| REE SAPDIFF ST2. out

11NOV2019 16:38
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Demographic and Basel ine Characteristics

Protocols: G040782
Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2

CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=33)

Weight (kg)

n 33

Mean 73.58

Std 17.24

Median 71.00

Q1, Q3 61.00, 82.40

Min, Max 44.9, 115.9
Height (cm)

n 33

Mean 164. 79

Std 8. 68

Median 164. 00

Q1, Q3 159. 00, 168.50

Min, Max 152.1, 192.0
BSA (m2)

n 33

Mean 1.83

Std 0.24

Median 1.78

Q1, Q3 1.68, 1.96

Min, Max 1.4, 2.5
BMI (kg/m"2)

n 33

Mean 26. 95

Std 5.23

Median 26. 56

Q1, Q3 22.81, 30.67

Min, Max 17.8, 39.2

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_dm. s
Output: root/clinical_studies/R07102122/share/pool_R0OS1/prod/output/t_dm_| REE SAPDIFF ST2. out

11NOV2019 16:38
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Demographic and Basel ine Characteristics

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=33)
ECOG
n 33
0 12 (36. 4%
1 16 (48.5%)
2 5 (15.2%
History of Smoking
n 33
No 16 (48.5%)
Yes 17 (51.5%)
Current 1 (5.9%
Former 16 (94.1%)

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_dm. s
?TﬁngO]go?g/gélmcal _studies/R07102122/share/pool_R0S1/prod/output/t_dm_| REE SAPDIFF ST2. out

Page 3 of 3
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# 2.7.3.8.2-3 HEBEFMEDER (STARTRK-2:K8&%, 331D ROSTH 4 ESEE)

Disease Characteristics and History

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=33)
Primary Diagnosis
n 33
Non-small cell lung cancer (NSCLC) 33 (100. 0%)
Histology
n 33
ADENOCARCINOMA 31 (93.9%)
BRONCHIOLOALVEOLAR CARCINOMA 1 ( 3.0%
CARGINOMAS WITH PLEOMORPHIG, 1 ( 3.0%
SARCOMATOID, OR SARCOMATOUS ELEMENTS
Time Since Diagnosis (Months)
n 33
Mean 19. 38
Std 30. 63
Median 10. 30
Q1, Q3 3.70, 20.60
Min, Max 1.0, 169.2
Stage at Initial Diagnosis
n 33
IB 2 ( 6.1%)
[TIA 4 (12.1%
IT11B 3 ( 9.1%
v 23 ( 69.7%)
UNKNOWN 1 ( 3.0%

Patients may have multiple sites of metastases at baseline.

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_dm_dh.
??ES\L;EO]EO?E/ZLI”IGM _studies/R07102122/share/pool ROSI/prod/output/t_dm_dh_REE SAPDIFF ST2. out

Page 1 of 2
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Disease Characteristics and History
Protocols: G040782

Analysis: ROST1 NSCLC Efficacy Evaluable
CCOD: May 31 2018, DBL: Jul 31 2018

enrolled up to APR 30, 2017, STARTRK-2

ST02
(N=33)

Extent of Disease

n
LOCALLY ADVANCED
METASTATIC DISEASE

Metastatic Sites
Bone
Brain
Liver
Lung
Lymph Nodes
Other

Tumor Type (High Level)
n
NSCLC

—_—

N —
(ool YloNooNdaNap)

33
33 (100.0%)

Patients may have multiple sites of metastases at baseline.

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_dm_dh. sas

Output: root/clinical_studies/R07102122/share/pool_R0OS1/prod/output/t_dm_dh_REE_SAPDIFF_ST2. out

11NOV2019 16:44
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& 2.7.3.8.2-4 ZTHERDER (STARTRK-2:2ER, BICR F¥{Hi, 33 ROS1HZ4FTMER)

Objective Response by BICR (ORR-BICR) RECIST Assessment
Analysis: ROS1, STARTRK-2

ROS1 NSCLC

(N=33)
Responders 25 (75.8%)
Non—-Responders 8 (24.2%

95% CI for Response Rates (57.74, 88.91)

Complete Response (CR) 1 (3.0%
Partial Response (PR) 24 (72.7%)
Progressive Disease (PD) 2 (6.1%
Non CR/PD 3 (9.1%
Missing or unevaluable 3 (9.1%

CCOD: May 31 2018
Program: /opt/BIOSTAT/prod/ct30222a/c40782s/t_ef_boricr2. sas

Output: /opt/BIOSTAT/prod/ct30222a/c40782s/reports/t_ef_boricr2_REE_SAPDIFF_STR2. out

25SEP2019 15:03
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& 2.7.3.8.2-5 ERIREIBFAEOER (STARTRK-25KER, BICR &F{fi, 331 ROS1HEZN4ETHER)

Clinical Benefit Rate (BICR Assessment)

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=33)

Clinical Benefit Rate 25 (75.8%)
95% CI (57.74, 88.91)

Clinical benefit rate includes all patients with CR or PR plus patients with SD for at least 6 months after start of entrectinib.
Otherwise, the patient is considered to not have clinical benefit. Confidence Intervals (ClI) are calculated using the Clopper—

Pearson method.

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_ef_cbricr. sas
Output: root/clinical_studies/R07102122/share/pool_R0OS1/prod/output/t_ef_cbricr_REE_SAPDIFF_ST2. out
11NOV2019 16:26 Page 1 of 1
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& 2.7.3.8.2-6 Z=MHAMDER (STARTRK-2518, BICR

Kaplan-Meier Event-Free Rates for Duration of Response by BICR (DOR-BICR) RECIST Assessment
Analysis: ROS1, STARTRK-2

Response Duration - BICR

ROS1 NSCLC
(N=25)
Patients included in analysis 25 (100.0%)
Patients with event (%) 12 ( 48.0%)
Earliest contributing event
Disease Progression 10
Death 2
Patients without event (%) 13 ( 52.0%)
Time to event (months)
Median 12.6
95% CI for Median 9.1, NE)
25% and 75%-ile 5.6, NE
Range 1.8+ to 18. 4%
6 Months Duration
Patients remaining at risk 17
Event free probability 0.74
95% CI (0.56, 0.92)
9 Months Duration
Patients remaining at risk 16
Event free probability 0.70
95% CI 0.51, 0.89)

12 Months Duration

Patients remaining at risk 9
Event free probability 0.52
95% CI 0.31, 0.72)

18 Months Duration

Patients remaining at risk 1
Event free probability 0.46
95% CI 0.25, 0.67)

CCOD: May 31 2018

Program: /opt/BIOSTAT/prod/ct30222a/c40782s/t_ef_km2. sas
Output: /opt/BIOSTAT/prod/ct30222a/c40782s/reports/t_ef_km2_RSDRR1_REE_SAPDIFF_STR2. out
11NOV2019 20:22 Page 1 of 1
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% 2.7.3.8.2-7 PFSME# (STARTRK-2:%E%, BICR S,

Kaplan-Meier Event-Free Rates for Progression-free Survival (BICR Assessment)
Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Earliest Contributing Event to BICR PFS

ST02
(N=33)
Patients with event (%) 16 (48.5%)
Earliest contributing event
Disease Progression 12

Death
Patients without event (%)

Time to event (months)

4
17 (51. 5%

Median 13.6
95% CI for Median (8.3, NE)
25% and 75%-ile 4.6, NE
Range 0.0% to 19. 3%
6 Months
Patients remaining at risk 22
Event free probability 0.74
95% CI (0.59, 0.90)
9 Months
Patients remaining at risk 19

Event free probability
95%

12 Months
Patients remaining at risk
Event free probability
95% CI

18 Months
Patients remaining at risk
Event free probability
95%

0.64
(0.47, 0.81)

16
0.57
(0.40, 0.75)

1
0.42
(0.20, 0.63)

33f5 > ROS1A 3httET MM SR )

Summaries of time to event (median, percentiles) are based on Kaplan-Meier estimates. 95% CI for median was computed using the
method of Brookmeyer and Crowley

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_ef_km.

Output: root/clinical_studies/R07102122/share/pool ROSI/prod/output/t_ef_km_PFSRADI REE_SAPDIFF_ST2. out

11NOV2019 16:33
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& 2.7.3.8.2-8 RARENTHER, ZEHLEAVMEDEL (STARTRK-2:XE, BICR

Intracranial Objective Response and Best Overall Response (BICR Assessment)

Protocols: G040782

Analysis: CNS Disease at Baseline, ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2

CCOD: May 31 2018, DBL: Jul 31 2018

ST02
(N=14)

Responders
Non-Responders

95% CI for Response Rates
Complete Response (CR)
Partial Response (PR)
Stable Disease (SD)
Progressive Disease (PD)
Non CR/PD

Missing or unevaluable

7 (50. 0%)
7 (50. 0%)

(23.04, 76.96)
(14. 3%)
(35. 7%)

(21. 4%)
(14. 3%)
(14. 3%)

N N W O o N

S, 335> ROSTAEZN SR

Intracranial Best Overall Response is derived per RECIST 1.1. Not Evaluable/Not Done category includes patients having on-study
scans that could not be evaluated and patients who discontinued prior to obtaining adequate scans to evaluate or confirm
intracranial response. SD and NonCR/NonPD must be observed study day 35 or later, otherwise they count as NE. Intracranial objective
response is defined as PR or CR confirmed by repeat-imaging at least 28 days following first documentation of response. Otherwise
the patient is considered to be a non-responder. Confidence Intervals (CI) are calculated using the Clopper—Pearson method

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_ef_boricr. sas
Output: root/clinical_studies/R07102122/share/pool_R0S1/prod/output/t_ef_boricr_CNS_CNSR_REE_SAPDIFF_ST2. out

11NOV2019 16:28
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Kaplan-Meier Event-Free Rates for Overall Survival

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2

# 2.7.3.8.2-9 0S DEH) (STARTRK-2z%8&, 33/ ROSTA 4 ISR

CCOD: May 31 2018, DBL: Jul 31 2018

Overall Survival

ST02
(N=33)

Patients with event (%)

Earliest contributing event

Death
Patients without event (%)

Time to event (months)
Median
95% CI for Median
25% and 75%-ile
Range

6 Months
Patients remaining at risk
Event free probability
95%

9 Months
Patients remaining at risk
Event free probability
95%

12 Months
Patients remaining at risk
Event free probability
95% CI

18 Months
Patients remaining at risk
Event free probability
95%

7 (21.2%
1
26 (78.8%)

NE
NE
15.1, NE
0.8+ to 25.3*
27

0.90
(0.80, 1.00)

23

0.83
(0.70, 0.97)

21

0.79
(0.64, 0.94)

8
0.74
(0.58, 0.91)

Summaries of time to event (median, percentiles) are based on Kaplan-Meier estimates. 95% CI for median was computed using the
method of Brookmeyer and Crowley

Program: root/clinical_studies/R07102122/share/pool_R0S1/prod/program/t_ef_km. sas
Output: root/clinical_studies/R07102122/share/pool_R0OS1/prod/output/t_ef_km_0S_REE_SAPDIFF_ST2. out

11NOV2019 16:30
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& 2.7.3.8.2-10 #HOEABDERHEDER (STARTRK-2588%, BICR

Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

ST, 335> ROSTAZN TSR

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
All n/a Responder 33 25 ( 75.8%) (57.74, 88.91)
CR 33 1 (_3.0% (0.08, 15.76)
PR 33 24 (72.7% (54.48, 86.70)
D 33 0 ( 0.0% (0.00, 10.58)
PD 33 2 ( 6.1% (0.74, 20.23)
Non CR/PD 33 3( 9.1% (1.92, 24.33)
Missing or unevaluable 33 3( 9.1% (1.92, 24.33)
Sex Male Responder 10 8 ( 80.0%) (44.39, 97.48)
CR 10 0 ( 0.0% (0.00, 30.85)
PR 10 8 ( 80.0%) (44.39, 97.48)
D 10 0 ( 0.0% (0.00, 30.85)
PD 10 0 ( 0.0% (0.00, 30.85)
Non CR/PD 10 1 (10.0%) (0.25, 44.50)
Missing or unevaluable 10 1 (10.0% (0.25, 44.50)
Female Responder 23 17 ( 73.9%) (51.59, 89.77)
CR 23 1 ( 4.3% (0.11, 21.95)
PR 23 16 ( 69.6%) (47.08, 86.79)
D 23 0 ( 0.0% (0.00, 14.82)
PD 23 2 ( 8.7% (1.07, 28.04)
Non CR/PD 23 2 ( 8.7% (1.07, 28.04)
Missing or unevaluable 23 2 ( 8.7% (1.07, 28.04)
Age Group (yr) >=18 to <65 Responder 28 22 ( 78.6%) (59.05, 91.70)
CR 28 0 (_0.0% (.0.00, 12.34)
PR 28 22 ( 78.6%) (59.05, 91.70)
D 28 0 ( 0.0% (0.00, 12.34)
PD 28 1 ( 3.6% (0.09, 18.35)
Non CR/PD 28 3 (10.7%) (227, 28.23)
Missing or unevaluable 28 2 ( 7.1% (0.88, 23.50)
>=65 Responder 5 3 ( 60.0%) (14.66, 94.73)
CR 5 1 (20.0%) (0.51, 71.64)
PR 5 2 ( 40.0%) (5.27, 85.34)
D 5 0 ( 0.0% (0.00, 52.18)
PD 5 1 (20.0%) (0.51, 71.64)
Non CR/PD 5 0 ( 0.0% (0.00, 52.18)
Missing or unevaluable 5 1 (20.0%) (0.51, 71.64)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 1 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2

CCOD: May 31 2018, DBL: Jul 31 2018

Name

Response

n (%)

CNS Disease Status at Baseline
(Investigator Assessment)

Entrectinib Dose

Responder

Non CR/PD
Missing or unevaluable
Responder

Non CR/PD
Missing or unevaluable

Responder

Non CR/PD
Missing or unevaluable

-~ =~

LOIONWI WOWOWOWINDHOONC
w
=

APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:

Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out

11NOV2019 16:49
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Region APAC Responder 13 10 ( 76.9%) (46.19, 94.96)
CR 13 0 ( _0.0% (0.00, 24.71)
PR 13 10 ( 76.9%) (46.19, 94.96)
D 13 0 ( 0.0% (0.00, 24.71)
PD 13 1( 7.7% (0.19, 36.03)
Non CR/PD 13 1( 7.7% (0.19, 36.03)
Missing or unevaluable 13 1. 7.7% (0.19, 36.03)
EU Responder 10 7 ( 70.0%) (34.75, 93.33)
CR 10 1 (10.0% (0.25, 44.50)
PR 10 6 ( 60.0%) (26.24, 87.84)
D 10 0 ( 0.0% (0.00, 30.85)
PD 10 1 (10.0%) (10.25, 44.50)
Non CR/PD 10 1 (10.0%) (0.25, 44.50)
Missing or unevaluable 10 1 (10.0%) (0.25, 44.50)
NA Responder 10 8 ( 80.0%) (44.39, 97.48)
CR 10 0 ( 0.0% (0.00, 30.85)
PR 10 8 ( 80.0%) (44.39, 97.48)
D 10 0 ( 0.0% (0.00, 30.85)
PD 10 0 ( 0.0% (0.00, 30.85)
Non CR/PD 10 1 (10.0%) (0.25, 44.50)
Missing or unevaluable 10 1 (10.0%) (0.25, 44.50)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 3 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
ECOG Performance Status 0 Responder 12 12 (100. 0%) (73.54, 100.00)
CR 12 1 ( 8.3% (0.21, 38.48)
PR 12 11 (91.7% (61.52, 99.79)
D 12 0 ( 0.0% (0.00, 26.46)
PD 12 0 ( 0.0% (0.00, 26.46)
Non CR/PD 12 0 ( 0.0% (0.00, 26.46)
Missing or unevaluable 12 0 ( 0.0% (0.00, 26.46)
1 Responder 16 11 ( 68.8%) (41.34, 88.98)
CR 16 0 ( 0.0% (0.00, 20.59)
PR 16 11 ( 68.8%) (41.34, 88.98)
D 16 0 ( 0.0% (0.00, 20.59)
PD 16 0 ( 0.0% (0.00, 20.59)
Non CR/PD 16 3 (18.8%) (4.05 45.65)
Missing or unevaluable 16 2 (12.5% (1.55, 38.35)
2 Responder 5 2 ( 40.0%) (5.27, 85.34)
CR 5 0 ( 0.0% (0.00, 52.18)
PR 5 2 ( 40.0%) (5.27, 85.34)
D 5 0 ( 0.0% (0.00, 52.18)
PD 5 2 ( 40.0%) (5.27, 85.34)
Non CR/PD 5 0 ( 0.0% (0.00, 52.18)
Missing or unevaluable 5 1 (20.0%) (0.51, 71.64)
Any prior systemic therapy N Responder 5 5 (100.0%) (47.82, 100.00)
CR 5 0 ( 0.0% (0.00, 52.18)
PR 5 5 (100.0%) (47.82, 100.00)
D 5 0 ( 0.0% (0.00, 52.18)
PD 5 0 ( 0.0% (0.00, 52.18)
Non CR/PD 5 0 ( 0.0% (0.00, 52.18)
Missing or unevaluable 5 0 ( 0.0% (0.00, 52.18)
Y Responder 28 20 ( 71.4% (51.33, 86.78)
CR 28 1 ( 3.6% (0.09, 18.35)
PR 28 19 ( 67.9%) (47.65, 84.12)
D 28 0 ( 0.0% (0.00, 12.34)
PD 28 2 ( 7.1% (0.88, 23.50)
Non CR/PD 28 3 (10.7%) (227, 28.23)
Missing or unevaluable 28 3 (10.7%) (227, 28.23)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 4 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Prior chemotherapy N Responder 7 7 (100.0%) (59. 04, 100.00)
CR 1 0 ( 0.0% (.0.00, 40.96)
PR 1 7 (100.0%) (59. 04, 100. 00)
D 1 0 ( 0.0% (0.00, 40.96)
PD 1 0 ( 0.0% (0.00, 40.96)
Non CR/PD 1 0 ( 0.0% (0.00, 40.96)
Missing or unevaluable 7 0 ( 0.0% (0.00, 40.96)
Y Responder 26 18 ( 69.2%) (48.21, 85.67)
CR 26 1( 3.8% (0.10, 19.64)
PR 26 17 ( 65.4%) (44.33, 82.79)
D 26 0 ( 0.0% (0.00, 13.23)
PD 26 2 ( 1.7% (0.95 25.13)
Non CR/PD 26 3 (11.5% (2.45  30.15)
Missing or unevaluable 26 3 (11.5% (2.45, 30.15)
Prior immunotherapy N Responder 29 21 ( 72.4% (52.76, 87.27)
CR 29 1 ( 3.4% (0.09, 17.76)
PR 29 20 ( 69.0%) (49.17, 84.72)
D 29 0 ( 0.0% (0.00, 11.94)
PD 29 2 ( 6.9% (0.85 22.77)
Non CR/PD 29 3 (10.3%) (219, 27.35)
Missing or unevaluable 29 3 (10.3%) (2.19, 27.35)
Y Responder 4 4 (100.0%) (39.76, 100.00)
CR 4 0 ( 0.0% (0.00, 60.24)
PR 4 4 (100.0%) (39.76, 100.00)
D 4 0 ( 0.0% (0.00, 60.24)
PD 4 0 ( 0.0% (0.00, 60.24)
Non CR/PD 4 0 ( 0.0% (0.00, 60.24)
Missing or unevaluable 4 0 ( 0.0% (0.00, 60.24)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 5 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Prior targeted therapy N Responder 29 21 ( 72.4% (52.76, 87.27)
CR 29 0 ( _0.0% (.0.00, 11.94)
PR 29 21 ( 72.4% (52.76, 87.27)
D 29 0 ( 0.0% (0.00, 11.94)
PD 29 2 ( 6.9% (0.85 22.77)
Non CR/PD 29 3 (10.3%) (219, 27.35)
Missing or unevaluable 29 3 (10.3%) (219, 27.35)
Y Responder 4 4 (100. 0%) (39.76, 100.00)
CR 4 1 (25.0%) (0.63, 80.59)
PR 4 3 ( 75.0%) (19.41, 99.37)
D 4 0 ( 0.0% (0.00, 60.24)
PD 4 0 ( 0.0% (0.00, 60.24)
Non CR/PD 4 0 ( 0.0% (0.00, 60.24)
Missing or unevaluable 4 0 ( 0.0% (0.00, 60.24)
Prior hormonal therapy N Responder 32 24 ( 75.0% (56. 60, 88.54)
CR 32 1 3.1% (0.08 16.22)
PR 32 23 ( 71.9%) (53.25, 86.25)
D 32 0 ( 0.0% (0.00, 10.89)
PD 32 2 ( 6.3% (0.77, 20.81)
Non CR/PD 32 3 ( 9.4% (1.98, 25.02)
Missing or unevaluable 32 3 ( 9.4% (1.98, 25.02)
Y Responder 1 1 (100. 0%) ( 2.50, 100.00)
CR 1 0 ( 0.0% (0.00, 97.50)
PR 1 1 (100. 0%) ( 2.50, 100.00)
D 1 0 ( 0.0% (0.00, 97.50)
PD 1 0 ( 0.0% (0.00, 97.50)
Non CR/PD 1 0 ( 0.0% (0.00, 97.50)
Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)
Other prior therapy N Responder 33 25 ( 75.8%) (57.74, 88.91)
CR 33 1 (_3.0% (0.08, 15.76)
PR 33 24 (72.7% (54.48, 86.70)
D 33 0 ( 0.0% (0.00, 10.58)
PD 33 2 ( 6.1% (0.74, 20.23)
Non CR/PD 33 3( 9.1% (1.92, 24.33)
Missing or unevaluable 33 3( 9.1% (1.92, 24.33)
Number of prior systemic therapies 0 Responder 13 11 ( 84.6%) (54.55, 98.08)
CR 13 0 ( 0.0% (0.00, 24.71)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 6 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Number of prior systemic therapies 0 PR 13 11 ( 84.6%) (54.55, 98.08)
D 13 0 ( 0.0% (0.00, 24.71)
PD 13 0 ( 0.0% (0.00, 24.71)
Non CR/PD 13 2 ( 15.4%) (11.92, 45.45)
Missing or unevaluable 13 0 ( 0.0% (0.00, 24.71)
1 Responder 14 8 (57.1%) (28.86, 82.34)
CR 14 0 ( 0.0% (0.00, 23.16)
PR 14 8 (57.1%) (28.86, 82.34)
D 14 0 ( 0.0% (0.00, 23.16)
PD 14 2 (14.3%) (1.78, 42.81)
Non CR/PD 14 10 7.1% (0.18, 33.87)
Missing or unevaluable 14 3 (21.4%) (4.66, 50.80)
2 Responder 2 2 (100.0%) (15.81, 100.00)
CR 2 1 ( 50.0%) (1.26, 98.74)
PR 2 1 ( 50.0%) (1.26, 98.74)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 0 ( 0.0% (0.00, 84.19)
Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)
3 Responder 1 1 (100. 0%) ( 2.50, 100.00)
CR 1 0 ( 0.0% (0.00, 97.50)
PR 1 1 (100. 0%) ( 2.50, 100.00)
D 1 0 ( 0.0% (0.00, 97.50)
PD 1 0 ( 0.0% (0.00, 97.50)
Non CR/PD 1 0 ( 0.0% (0.00, 97.50)
Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)
4 Responder 1 1 (100. 0%) ( 2.50, 100.00)
CR 1 0 ( 0.0% (0.00, 97.50)
PR 1 1 (100. 0%) ( 2.50, 100.00)
D 1 0 ( 0.0% (0.00, 97.50)
PD 1 0 ( 0.0% (0.00, 97.50)
Non CR/PD 1 0 ( 0.0% (0.00, 97.50)
Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)
>4 Responder 2 2 (100.0%) (15.81, 100.00)
CR 2 0 ( 0.0% (0.00, 84.19)
PR 2 2 (100.0%) (15.81, 100.00)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 0 ( 0.0% (0.00, 84.19)
Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Number of prior anticancer radiation therapies 0 Responder 18 16 ( 88.9%) (65.29, 98.62)
CR 18 0 ( 0.0% (0.00, 18.53)
PR 18 16 ( 88.9%) (65.29, 98.62)
D 18 0 ( 0.0% (0.00, 18.53)
PD 18 1 ( 5.6% (0.14, 27.29)
Non CR/PD 18 1 ( 5.6% (0.14, 27.29)
Missing or unevaluable 18 0 ( 0.0% (0.00, 18.53)
1 Responder 12 7 (58.3%) (27.67, 84.83)
CR 12 1 ( 8.3% (0.21, 38.48)
PR 12 6 ( 50.0%) (21.09, 78.91)
D 12 0 ( 0.0% (0.00, 26.46)
PD 12 1 ( 8.3% (0.21, 38.48)
Non CR/PD 12 1 ( 8.3% (0.21, 38.48)
Missing or unevaluable 12 3 (25.0% (5.49, 57.19)
2 Responder 2 2 (100.0%) (15.81, 100.00)
CR 2 0 ( 0.0% (0.00, 84.19)
PR 2 2 (100.0%) (15.81, 100.00)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 0 ( 0.0% (0.00, 84.19)
Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)
3 Responder 1 0 ( 0.0% (0.00, 97.50)
CR 1 0 ( 0.0% (0.00, 97.50)
PR 1 0 ( 0.0% (0.00, 97.50)
D 1 0 ( 0.0% (0.00, 97.50)
PD 1 0 ( 0.0% (0.00, 97.50)
Non CR/PD 1 1 (100. 0%) ( 2.50, 100.00)
Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Number of prior anticancer surgeries 0 Responder 16 11 ( 68.8%) (41.34, 88.98)
CR 16 0 ( 0.0% (0.00, 20.59)
PR 16 11 ( 68.8%) (41.34, 88.98)
D 16 0 ( 0.0% (0.00, 20.59)
PD 16 2 (12.5% (1.55, 38.35)
Non CR/PD 16 1 ( 6.3% (0.16, 30.23)
Missing or unevaluable 16 2 (12.5% ( 1.55, 38.35)
1 Responder 6 6 (100.0%) (54.07, 100.00)
CR 6 0 ( 0.0% (.0.00, 45.93)
PR 6 6 (100.0%) (54.07, 100.00)
D 6 0 ( 0.0% (0.00, 45.93)
PD 6 0 ( 0.0% (0.00, 45.93)
Non CR/PD 6 0 ( 0.0% (0.00, 45.93)
Missing or unevaluable 6 0 ( 0.0% (0.00, 45.93)
2 Responder 7 6 (85.7%) (42.13, 99.64)
CR 1 1 (14.3% (0.36, 57.87)
PR 1 5 ( 71.4%) (29.04, 96.33)
D 1 0 ( 0.0% (10.00, 40.96)
PD 1 0 ( 0.0% (0.00, 40.96)
Non CR/PD 1 1 (14.3% (0.36, 57.87)
Missing or unevaluable 7 0 ( 0.0% (0.00, 40.96)
3 Responder 3 1 (33.3% (0.84, 90.57)
CR 3 0 ( 0.0% (0.00, 70.76)
PR 3 1 (33.3% (0.84, 90.57)
D 3 0 ( 0.0% (0.00, 70.76)
PD 3 0 ( 0.0% (0.00, 70.76)
Non CR/PD 3 1 (33.3% (0.84, 90.57)
Missing or unevaluable 3 1 ( 33.3%) (0.84, 90.57)
4 Responder 1 1 (100. 0%) ( 2.50, 100.00)
CR 1 0 ( 0.0% (0.00, 97.50)
PR 1 1 (100. 0%) ( 2.50, 100.00)
D 1 0 ( 0.0% (0.00, 97.50)
PD 1 0 ( 0.0% (0.00, 97.50)
Non CR/PD 1 0 ( 0.0% (0.00, 97.50)
Missing or unevaluable 1 0 ( 0.0% (0.00, 97.50)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 9 of 13
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
BICR-confirmed measurable disease Y Responder 33 25 ( 75.8%) (57.74, 88.91)
at baseline and have received
at least one dose of entrectinib
CR 33 1 (_3.0% (0.08, 15.76)
PR 33 24 (72.7% (54.48, 86.70)
D 33 0 ( 0.0% (0.00, 10.58)
PD 33 2 ( 6.1% (0.74, 20.23)
Non CR/PD 33 3( 9.1% (1.92, 24.33)
Missing or unevaluable 33 3( 9.1% (1.92, 24.33)

APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD: NA: USA:

Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
?ajﬁg\t}%m 50%/25') inical_studies/R07102122/share/pool_ROS1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Gene Fusion Partner at Time EnrolIment CD74 - ROS1 Responder 17 14 ( 82.4%) (56.57, 96.20)
CR 17 0 ( 0.0% (.0.00, 19.51)
PR 17 14 ( 82.4%) (56.57, 96.20)
D 17 0 ( 0.0% (0.00, 19.51)
PD 17 1 ( 5.9% (0.15 28.69)
Non CR/PD 17 1 ( 5.9% (0.15 28.69)
Missing or unevaluable 17 1 ( 5.9% (0.15, 28.69)
EZR - ROS1 Responder 3 3 (100.0%) (29.24, 100.00)
CR 3 0 ( 0.0% (0.00, 70.76)
PR 3 3 (100.0%) (29. 24, 100.00)
D 3 0 ( 0.0% (0.00, 70.76)
PD 3 0 ( 0.0% (0.00, 70.76)
Non CR/PD 3 0 ( 0.0% (0.00, 70.76)
Missing or unevaluable 3 0 ( 0.0% (0.00, 70.76)
SDC4 - ROST Responder 4 3 ( 75.0% (19.41, 99.37)
CR 4 0 ( _0.0% (0.00, 60.24)
PR 4 3 ( 75.0% (19.41, 99.37)
D 4 0 ( 0.0% (0.00, 60.24)
PD 4 1 (25.0%) (0.63, 80.59)
Non CR/PD 4 0 ( 0.0% (0.00, 60.24)
Missing or unevaluable 4 0 ( 0.0% (0.00, 60.24)
SLC34A2 - ROS1 Responder 1 4 (57.1%) (18.41, 90.10)
CR 1 1 (14.3% (0.36, 57.87)
PR 1 3 (42.9% (9.90, 81.59)
D 1 0 ( 0.0% (0.00, 40.96)
PD 1 0 ( 0.0% (0.00, 40.96)
Non CR/PD 1 1 (14.3% (0.36, 57.87)
Missing or unevaluable 7 2 (28.6%) (3.67, 70.96)
TPM3 - ROS1 Responder 2 1 ( 50.0%) (1.26, 98.74)
CR 2 0 ( 0.0% (0.00, 84.19)
PR 2 1 ( 50.0%) (1.26, 98.74)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 1 ( 50.0%) (1.26, 98.74)
Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)
Prior radiation to the brain No prior radiation Responder 25 19 ( 76.0%) (54.87, 90.64)
timing relative to the start of study
CR 25 1 ( 4.0% (0.10, 20.35)

APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:

Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
?ajﬁg\t}%m 50%/25') inical_studies/R07102122/share/pool_R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
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Objective Response Rate (BICR Assessment) by Subgroups

Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Prior radiation to the brain No prior radiation PR 25 18 ( 72.0%) (50.61, 87.93)
timing relative to the start of study
D 25 0 ( 0.0% (0.00, 13.72)
PD 25 2 ( 8.0% (0.98, 26.03)
Non CR/PD 25 3 (12.0% (2.55 31.22)
Missing or unevaluable 25 1 ( _4.0% (0.10, 20.35)
<2 months Responder 4 3 ( 75.0% (19.41, 99.37)
CR 4 0 ( _0.0% (0.00, 60.24)
PR 4 3 ( 75.0% (19.41, 99.37)
D 4 0 ( 0.0% (0.00, 60.24)
PD 4 0 ( 0.0% (0.00, 60.24)
Non CR/PD 4 0 ( 0.0% (0.00, 60.24)
Missing or unevaluable 4 1 ( 25.0%) (0.63, 80.59)
>=2 to <6 months Responder 2 1 ( 50.0%) (1.26, 98.74)
CR 2 0 ( 0.0% (0.00, 84.19)
PR 2 1 ( 50.0%) (1.26, 98.74)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 0 ( 0.0% (0.00, 84.19)
Missing or unevaluable 2 1 ( 50.0%) (1.26, 98.74)
>=6 months Responder 2 2 (100. 0%) (15.81, 100.00)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
11NOV2019 16:49 Page 12 of 13
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Objective Response Rate (BICR Assessment) by Subgroups
Protocols: G040782

Analysis: ROS1 NSCLC Efficacy Evaluable enrolled up to APR 30, 2017, STARTRK-2
CCOD: May 31 2018, DBL: Jul 31 2018

Total
(N=33)
Patients Response
Name Level Response n n % 95% CI for Rate (Clopper-Pearson)
Prior radiation to the brain >=6 months CR 2 0 ( 0.0% (0.00, 84.19)
timing relative to the start of study
PR 2 2 (100.0%) (15.81, 100.00)
D 2 0 ( 0.0% (0.00, 84.19)
PD 2 0 ( 0.0% (0.00, 84.19)
Non CR/PD 2 0 ( 0.0% (0.00, 84.19)
Missing or unevaluable 2 0 ( 0.0% (0.00, 84.19)
APAC: HKG/JPN/KOR/SGP/TWN; EU: AUS/BEL/DEU/ESP/FRA/GBR/ITA/POL/NLD; NA: USA:
Program: root/clinical_studies/R07102122/share/pool_R0OS1/prod/program/t_ef_rsp_sub. sas
Output: root/clinical_studies/R07102122/share/pool _R0S1/prod/output/t_ef_rsp_sub_REE_SAPDIFF_ST2. out
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