Journal Club

Tumor-agnostic efficacy and safety of selpercatinib
in patients with RET fusion-positive solid tumors

other than lung or thyroid tumors
2022.12.15 |

wes  EELR LERD
IESEERD PR 2R
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Summary

Background Selpercatinib is a first-in-class, highly selective RET kinase inhibitor with CNS activity that has shown tancet 00l 2022, 23 1261-73
efficacy in RET fusion-positive lung and thyroid cancers. RET fusions occur rarely in other tumour types. We aimed  rusisned onkoe

to investigate the efficacy and safety of selpercatinib in a diverse group of patients with RET fusion-positive non-lung  September 12, 2022
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Tumor-agnostic therapy

e Cancer treatment based on the cancer’s genetic and molecular

features without regard to the cancer type or where the

cancer started in the body.

e Also called Tissue-agnostic therapy

e Basket trial




Approved tumor-agnostic drugs-1

Drug Mechanism Indication

Larotrectinib TRK inhibitor Solid tumors with NTRK fusion

Entrectinib TRK inhibitor Solid tumors with NTRK fusion
ROS1-postive NSCLC

Pembrolizumab PD-1 inhibitor MSI-H or dMMR cancer, TMB-H cancer
Other specific types of cancer

Dostarlimab PD-1 inhibitor  Solid tumors, recurrent or advanced,

dMMR
Endometrial cancer, recurrent or advanced,
dMMR

MSI-H-Microsatellite instability-high
dMMR-Defective mismatch repair
TMB-H-Tumor mutation burden-high 6



Approved tumor-agnostic drugs-2

Drug Mechanism Indication

Dabrafenib BRAF Melanoma, NSCLC, Solid tumors or
inhibitor Thyroid cancer with BRAF mutation

Trametinib MEK inhibitor Melanoma, NSCLC, Solid tumors or

Thyroid cancer with BRAF mutation
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RET inhibitor

Drug Selpercatinib (Retevmo, 40mg/80mg) Pralsetinib (Gavreto®, 100mg)
Indication @® Advanced RET-Driven lung and thyroid @® Adults with Metastatic RET fusion-
cancers — LIBRETTO-001 trial positive NSCLC — ARROW study
@ Adults with Advanced or Metastatic Solid @ Advanced or Metastatic RET-Mutant
Tumors with a RET gene fusion, Regardless of and RET Fusion-Positive Thyroid
type (Only) — LIBRETTO-001 trial cancers — ARROW study
Dosing @® Pts =50 kg: 160mg BID PO 400mg QD PO
@ Pts <50kg: 120mg BID PO
Significant Hepatotoxicity, Hypertension, QT prolongation Hepatotoxicity, Hypertension, Hemorrhage
AEs Hemorrhage, Hypersensitivity, Wound healing Pulmonary toxicity, Wound healing

=) e
LA

impairment

@® Mild: no dosage adjustment necessary
@ Severe: 80mg BID

impairment

@® Mild: no dosage adjustment necessary
@ Moderate: no dosage adjustment

provided
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LIBRETTO-001 trial

LIBRETTO-001

2020/08/27
(NSCLC)

2020/08/27
(Thyroid)

2022/09/12
(other than)

Approve Indication

RET fusion* NSCLC

RET-mutant-MTC
RET fusion*thyroid cancer

RET fusion*solid tumors
Regardless of type

MTC-medullary thyroid cancer 10



LIBRETTO-001 in NSCLC

Tshle 2. Efficacy.®
Response Previous Platinum Chemotherapy Previously Untreated
Independent Ivestigator Independent Investigator
Review Assessment Review Assessment
{N=105) {N=105) (N=39) (N=39)
Objective response — 3% (95% Cl) 64 (54-73) 70 (60-78) 85 (70-94) 50 (76-97)
t response — no. (7]
Complete response 2{2) 2(2) 0 1(3)
Partial response 65 (62} 71 [68) 33 {33) 34807
Stahle disesce 3 129) 25 (24) 4 (10) 21(5)
Progressve disease 44) 2(2) 1{3) 13
Coudd not be evaluated 4 |4) 5 (5} {5 1{3)
Duration of response
Patients with a response - no. &7 73 13 i3t
Patients with censored data — no.jtotal no. %) 44/67 (66) 45/73 (62) 2633 {79) 26/33 [79)
Median duration of response — mo (355 C1) 17.5 (12.0-NE) 203 (156-24.0) NE(120-NE)  NE (ulo-mﬂ
Median follow-up — ma h 121 145 74 74
Progression-free survival
Patients with censored data — no. (%) 61 [58) SB (55) 10 (77) 30 (77)
[ Median progression free survival — ma (95% Cl) 165 (13.7-NE) 184 (16.4-248) NE(138-NE}  NE (13.8-NE)
Median follow-up —mo 139 164 9.2 9.2
[ 1 progressian-free survival — 5 (95% C1) 66 (55-74) 68 (38-76) 75 (56-87) 75 (55-87)

11



LIBRETTO- 001 In NSCLC
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| RET fusion % in different cancer type

Cancer type % of patients with RET fusion-positive
NSCLC 1~2%

Thyroid Cancer 5~10%

Others <1%

(Ex. breast, colon, ovary,
prostate, pancreas)

13



RET fusion % in different cancer type

Cancer type % of patients with RET fusion-positive
NSCLC 1~2%
Thyroid Cancer 5~10%

Tumour-agnostic efficacy and safety of selpercatinib in
patients with RET fusion-positive solid tumours other than
lung or thyroid tumours (LIBRETTO-001): a phase 1/2,
open-label, basket trial

Vivek Subbiah, Jirgen Wolf. Bhavana Kondao, Hywnseok Kang, Alexander Spira, jared Weiss, Masayuki Tokeda, Yuichine Ohe, Saod £han,
Kadoaki Ohashi, Victoria Sofdatenkova, Sylwia Szymczak, Loretta Sulfawen, fennifer Wright, Alexander Drilon
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LIBRETTO-001 Phase 1

Open-label, Multi-center
Phasel/2 study

Inclusion/Exclusion Criteria:

B Locally advanced or metastatic solid
tumor

(With or Without RET gene alteration)

M >18yrs

B ECOG status 0,1 or 2

Bl Life expectancy = 3 months

v" Prior MKls with Anti-RET activity
allowed

X Prior selective RET inhibitor prohibited

ALARARAAY

Primary Endpoint:

® MTD

@ RP2D

Secondary Endpoint:

@ Frequency, severity, and
relatedness of TEAEs and SAEs

@ PK parameters of selpercatinib

® ORR based on RECIST 1.1 or RANO, |/
as appropriate to tumor type

MTD-Maximum tolerated dose \
RP2D-Recommended Phase 2 dose
ORR-Objective response rate

RECIST-Response Evaluation in Solid Tumors
RANO-Response Assessment in Neuro-Oncology 16



LIBRETTO-001 Phase 1 —

Table 1: Actual Dose Escalations for Selpercatinib

Level Dose Frequency T“t;LI::'IF
“ 1 20 mg QD 20 mg =) Starting dose

< 2 20 mg 40 mg
3 = 40 mg 80 mg
4 50 ing 120 mg B BID based on
5 80 mg BID 160 mg preclinical data
6 120 mg 240 mg M 3+3 design
7 160 mg 320 mg B Cycle length: 28 days
8 240 mg 480 mg
s 2000 iulle — RP2D: 160mg BID

Additional potential doses
10 and higher Per SRC TBD TBD

Abbreviations: BID-twice daily; mg-milligram; QD-once daily; SRC-Safety
\ Review Committee; TBD-to be determined.

17



RP2D
160mg
BID

LIBRETTO-001 Phase 2

Advanced RET-fusion*
solid tumor

Advanced RET-mutant
MTC

Progressed on

Cohort 1
Intolerant to
without
Cohort 2
Progressed on
Cohort 3
Intolerant to
without
Cohort 4

MTC-medullary thyroid cancer

18



LIBRETTO-001 Phase 2
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® Cohorts 1-4, disease not measurable

® MTC not eligible for Cohort 3 or 4

® MTC syndrome spectrum cancers

® cfDNA* but RET alteration not present in tumor sample

RP2D
160mg
BID

Cohort 6:
Patients not eligible for Cohorts 1-5

*k discontinue another selective RET inhibitor(s) due to intolerance

MTC-medullary thyroid cancer
cfDNA-cell free DNA 19



LIBRETTO-001 Phase 2

Inclusion/Exclusion Criteria

(same as phase 1, with following modifications):

B Cohorts 1-4: patients with evidence of a RET gene alteration in tumor
B Cohorts 1-4: at least one measurable lesion

X Cohorts 1-4: oncogenic driver-» cause resistance to selpercatinib

X Prior therapy < 5 half-lives or 2 weeks

L\



Trial OQutcomes

Primary Endpoint:
@® Objective response rate*

Secondary Endpoint:

Objective response rate*
Clinical benefit rate

Duration of response

Time to any and best response

® e

® QOO

Progression-free survial
Overall survival

Safety

CNS ORR, CNS DOR

* -by independent review committee

4 -by investigator

ORR-Objective response rate

DOR-Duration of response 21



Statistical Analysis

e 40 patients sample size - 79% power

o Efficacy-evaluable: at least 6 months of follow-up

o Safety-evaluable: received selpercatinib before cut off
e 95% Cl Response rate: Clopper-Pearson Method

e Time-to-event: Kaplan-Meier method

e a=0.05
e Intra-patient sensitivity analysis, McNemar exact test

Sankey diagram, Growth Modulation Index

22



Growth Modulation Index (GMI)

® Compare the best overall response between last line of prior
systemic therapy and selpercatinib

Time spent on selpercatinib treatment

® GMI =

Time spent on last pervious therapy

® GMI>1.33-> meaningful clinical activity
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Trial profile

806 patients included in LIBRETTO-001
overall safety analysis population

- v v

319 patients with RET-mutant 461 patients with RET fusion. 26 patients with other cancers
medullary thyroid cancer positive cancers
N v v
360 patients with NSCLC 45 patients included in tumour- 56 patients with thyroid cancer
agnostic safety analysis
population

’f} 4 excluded

41 patients induded in tumour-
agnostic efficacy analysis follow up < 6 mos.

population

25



Baseline characteristics (n=45)

RET fusion tumour-
agnostic population
(n=45)
Age, years 53 (41.0-67.0)
Sex
Female 23 (51%)
Male 22 (49%)
Race”
White 31(69%)
Asian 11 (24%)
Black or African American 2 (4%)
Other 1(2%)
ECOG performance status score
0 15 (33%)
1 27 (60%)
2 3(7%)




Baseline characteristics (n=45)

Primary tumour diagnosis Previous lines of systemic thesapy 2:0{1-0-30) t\ .
Pancreatic 12 (27'%) [0 4(9%)
Colon 10 (22%) 1-2 27 (60%)
Salivary 4 (9%) 23 14 (31%)
Sarcoma 3 (7%} Previoustreatment regimen
Unknown primary 3(7%) Chematherapy 37 (82%)
Breast 2 (4%) Platinum-basad chemotheragy 32 (71%)
Carcinoma of the skin 2 (4%) Taxane chemotherapy 8(18%)
Cholangiccarcinoma 2 (4%) immtnothasay 7(16%)
Yanthogranuloma 3 (4%) Anti-PD-1 or anti-PD-L1 therapy 7 (16%)
Carcinoid 1(2%) Muttikinase inhibitort 5 (11%) —
Oth %
Ovarian 1(2%) ert 15(33%)
Pravious radiotherapy 17 (38%)
Pulmonary carcinosarcoma 1(2%) <
- Previous surgery 27 (60%)
Rectal nevroendocrine 1 (2%)

(Table 1 continues in next column)

Small intestine 1(2%

N\ \ 27



(Continued from previous column)

Stage at initial diagnosis

Baseline characteristics (n=45)

RET fusion tumour-
agnostic population
(n=4S]

I 1(2%

i

IV 38 (84%) ] ‘
Missing

History of metastatic disease
Fusion partners§
NCOA4
(oo
KIFSB
RET gene rearrangement (FISH)
Other
Months since initial diagnosis (KOR)
Measurable disease (by investigator assessment)

Measurable disease (by independent review
committee)y|

3(7%)
43 {96%) ‘
1;#3?%f 4‘>

7116%)
4(9%)
3(7%)

14 (31%)

156 (6:3-255)

40 (89%)

36 {80%)

!
3(7%) In 45 patients:

43: starting dose 160mg BID
1: 160mg BID via intra-patient
dose escalation

1: starting dose 120mg BID
(never escalated)

yar e
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Efficacy analysis (n=41)

Independent review Investigatos
committos assessment  asesument
Qlyectise respome rote (95% Q) 4349% 12854603) 439% 128560 3)
Bost resporme
Complete respanse 5% 5%
Partial iesponse 16 (39%) 15H139%) j
Stabledivamse 14(368) 13E
Progresswe ises 3% 7 s
Nut evalushie B 115%) 30

Daration of resporniee (n«18)

I Median, monthes (955 O)

H45(97-M)

154 (9. 2-Ni) |

Comsoviey
Madian deration of folow.up, montin (KR

Progrssion froe surnivid

11 161%)
149{145-283)

20N

149{92-224)

Madiun, maiths {955.0)

23217 4-262)

u ll‘}é-l';nu]

Lty I’

Fadian deeation of folow.up, montin (K#)

Ly progression free sundval (95% 0

2 pear proqression- See cunvival {95% €N
Ovemal seirvivngd

Maedian, months(95% O)

Censonng

Median doration of follow up. montss {1GH)

1-yem S LR (9%

2-4ear onetall sorini (95 )

21 (51%)

16 4455-102)
531N 343688
321% [140-517)

17 142%)
166{90-304)
43 1% (25559.6)
22 A% (B O412)

140 (20 7-ME)

23 (508
128{35265)
668% |48-6-193)
A7 4% (25 7-04.0)

mmm) ORR= CR + PR

‘ Better in independent
review committee

Data ane USR], wrikss o hirwise stated. Peroemages oeght o1 L0 100 Recauio of souncing. NEsact evihaalb

CR-Complete response
PR-Partial response 29

Tebve 2: EMscacy anadysis of patients with RET fusion-positive solid mmuuw



M Maximum change in tumor size (n=35)

A esponse per independent review committee

1009 1 Pancreatk BB Recad pevecendocne B Unknawn pomary B3 Ca
—g_/ | Wl Colon I Small intestine [ Ovaran B s
¥ 5+ =
= 1 W@ cholingomnoma Bl Sarcorna [ Breast
~ 50—

£z B Progressive disease
B T | : IIIIIH'IIHUI Partial response

B Response per investigator assessment

s = 1 bar = 1 patient
5E 15
BE o lDlla-_-

| Pt hoa g Bnt (30 ot Eou Shd RER LI R el 160 104 B P Raey pua 204 | "T_;_Y
Hatients

X

b



) ————————
p—
b
b
pr—

} —M8M8—
b
pr—
}b————

} ———

| —

-

b—

}——

}—

=

1 7
| ] PR

HJ Time on [t';g_atmefnt (n=35) K\
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® Median duration of treatment: 11.0 months
(95% Cl 3.7-NE)

@ Median time to response: 1.9 months
(IQR 1.7-2.0)

® Median time to best response: 1.9 months
(IQR 1.8-2.0)

%k as per both the independent review committee and investigator

Y



ORR and DOR by tumour type (n=41)

Lower

response

rate

Numberof  edegeadint review commuttee Imvestigator amament
patients per t
primary
dlagnosis
Objoctive response Modian duration of  Dhjective response Median duasan of
ate (95%0) sparee, maonths e (959 00 respooar, months
e QR
AN RET fud on-posane solld tumo o types 4 9% 285403) 7459 3-%) 4395 285-6031  BA(9%-326)
| Parcroatic 1 S4-A%{234-333) NS NR S555%1234-833)  NR[L2ONH |
Tolon 10 10-0% (2. 5-456) SARE123 30 (6765 920174
salhary 4 00 (6553 2) NR {5 7-NR) 25 0% (0 6-%0-6) 57 (5757
Unknowe pomary ] 13-3%104-9086) 282 3133% 0 E-804) 9.2 INE-NN}
fleeast ) 1000M% (155-10040) V3730 0000 1S 83000) B4 N15 898 4)
Saooma 3 CO-0% {1.3.94.7) 14-9 (NK-NF) 008 (33987 I45 {NR-NE)
Xanthogramdoma* 2 NA NA SOUA 587 12 5 {NE-NE)
Carunual 1 1000 (2520090 24 1(NR-N) SO0 0 (24520009 BHERABEG)
Ovarlan 1 1000 (25-1000) 145 (NR-N&) L000% (25-1000) 345 (NR-NR;
Smalw;ltv:-,: ne 1 LO00N (2 ‘j"l(':'\'l' 14%.\'2:‘.‘_. .'l‘jl w“};”%-u-m‘j} : 2.11-5\'.'2 {vilii'h; ]
lﬁltnlpr-n.m'mu 1 10040 1 251004 L b INE-NN) 0oy 5 NA
Pulmainary caminosrnma 1 osiouars) NA o joegs) NA
[Roceal miwoondocrine 1 0% (0 0-97:5) A O% (00-07.5) NA,
Carrmoma ol the skin | G% (D057 5) NA % (00-57.5) NA

Baaaor sppiicatie NEwno1 reached " Xathagram uborma shin cances ool nut be easbuated by thie indegaerddont ardes commari inee Decysse of the commitien’s sope of

mages mot alowing Sor saesament of dbis findinge

Table 2 Objective reaponse rate and deration of respocnc by tumour type

/
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N
Growth Modulation Index (n=37) @

10+
GMiby Categery [l<t [J1-1.33 [@>1.33

® GMI>1.33(n=26,70%)
@ GMI>10is truncated at 10

Growth Modulation Index




Safety (n=45)

Adverse veents, cegardhes of attrbution Treatment-related Yy i A i 1
adserse cvents Anssimea 109%) 21i4%) C (= 21(4%)
_uah t:J 2 ;m;!_(;‘;.‘ 'm‘;.: c‘;& “)* a‘;; : Bhod cretinine nrened 413w} Q o o 17%) [
—_— —_———— —— — — ————————— Hpokalarmis 50w 128 © (8] 12%) Q
Fariemiswih el adweyse evart  LO(30O%) 22(49%] <4(9W) IO 23 (51%) 17 155%) Hypoastraem 4% %) 24N © 0 0
ALT increened 17N Te% 0 e R Naw) T 6%) Liocoeosals 50815 o 6 a 498}
AST ncseased 17w 63w 0 i B8N sinw) Rach saix) o Py o s o
Oy meath 15(8%) ¢ a 9 1529% 0 W gt anranied gaiN] 0 c c 2(4%] o
Hypertiecsion €ig%)  ao(uN o 0 3™ 6115%) Archralgia SN 0 & ® 2 (4% °
Atdominal pain B{18%) a9 o 0 1i4N) 0 Doad bibnsi increased 1% 24%) © 0 2(4%) 1(2%)
Drrroed 12w i2s) 0 0 5(U%) 0 Caogh (1IN 0 0 © 0 o
Fateim a{ins) %) a 0 e 3{7) Gaswcophaearl el e 5001%) 9 o ¢ 2{4%) o
Comtipaton wgze) 0 v v 41w 0 Lymphopens 440 % o 0 2(4%) o
Nauroa 8{18%) 2id4%; 0 0 ¢1a% o Rt § ) a o ¢ 1% o
fizod skalve phosphatase 3 419% o LN %) Acutn kdney pury 10w) IR © o NA N
Iicreased Bhood b tase debypcrogenam 102%) 2%) o o 1(2%) 1(2%)
mamna £{18%) 1] o 0 o o I reased
Pyreais £{18%) ] 9 0 an 0 Dvugdnduced Seer ingury 13%) iy o o 1% 1{1%)
Bachpan 7{16%) 0 0 0 2{an) 0 Nectropesia 142%) 204% © o] 0 24%)
Dacremed appetite 7{16%) 0 0 0 i) ] Protorena T %) 12% © o 129 1{2%)
Dpsproes (W) 0 0 rall Tiaw) o Chrond balowy dhisase o 102%) o (=] q 142%|
ECGQT prodengution &%) I 0 0 Si% o Mypestonia -] 128 © 0 Q 14%)
Headach Thb%) u o Q 1 v Hypennceemia 150%) 1% o o o 1%
CGedava peripheral 7416%) 0 0 9 3™ o Agration 2 9 0 102%) A NA
Thoom bocrtopaen u 7{10%) 0 0 9 S 0 Neophsms prog ression o 9 (> 102%] (] NA

N\ 34



Safety (n=45)

Adverse avimts, egacdless of attsibution Troatment-ridated
adverse events

Grade 1-2  Grage 3 Graded  Gepdes Grade 1-2  Grade3

Fatiets with =1 adverse svent 16 (30%) 12{49%) 4(9N) EAraldl 3 51%) 17138%)

ALT incraased 12{27%] Jiia%) O 0 8(18%) J{16%)

AST incroased 15424%) 6{13%) 0 o B(18%) 5(11%)

Ly mouth 15(33%) U ) (] 13(29%) ) - - - -
AR am wems oo sow |esss| | @ Permanent discontinuation in
Abdaminal pain 2(18s 4(9%) ) Q 2(4%) 0

Olarrhoes 11(24%) 1{2%) 0 0 5(11%) ] . e o
N — S —— 1(2%) patients(Hepatotoxicity)
Coratipation 10(2I%) 0 ] ] 4(9%) 0

Nauwea 8(1%5% 2{d%) 0 o 419%) ] ° .

Mood akalee phosphatase Eleal 4149%) 102%) o 4(9%) {2%) @ Grade 5 In 3(7%) patlents’

ncreasent L —
msomnia 8018% 1} 1 0 Q 0 s

ol e ——— with no related to treatment
Back pain 7(16%} 0 0 ] 2(&n) 0 <
Decressed appetite 7 (104%) 0 0 o 2(4%) C

Dyspnoes 6B(13%) 1] Q 102%) 218%) 0

ECG QT prokangation 6{13% 1{2%) 0 o 5(11%) 0

Huewsdache  (16%) 0 a [ 1 02%)

Cudema perpheval 716%) 0 QO 0 I(TN) ]

Thrambocytopse nis Th6% 0 ) 0 SO
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The importance of Growth Modulation Index

® Heterogeneously pretreated patients with mixed tumor histologies

@ Represent the total time on treatment

® Real-world practice for patients with limited treatment options

37



ORR in different tumor type

B 24(59%) of 41 patients—> Gastrointestinal malignancy

Numberof  ledepeadint review commutter Imvestigator samament
patients per  ashciosent
primary
diagnoss
Objoctive rsponse Modian duration of  Dhjective response Median duagan of
e (95%0) e, manths e 95% 00 respooae, months
L) QR
Lower
- 5555 1234-823)
response 10 1008 (2.5-556) 4154133 WON(ETELN 920743
Salhary 4 SO0 (6 8-5352) NR (S 7-NE) 250% (0-6-%0-6) 5757-5N
rate Unknowe prmary ) 13-3%109-906) 9347 133% (0 8-5906) 8.2 (NN R}
fleeant ) 1000% (15-5-10040) 23072300 0000 (15 8300 W45 L184)
Swooma 14-9 (NH-NF) 00813 7 IS {NR-NED
¥anthogramidema* b NA SO UANF5E7) 125NN
Carunusd 1 24 1(NR-NI) SO0 0n% (24-200 0} BENERBE)
L:‘u‘un 1 14 -_..:u_v,un 00U (25100 0) 35 (NR-NR)
Smallintestine 1 IA5{245-245) $000% (25-1000) RORH220
Cholargiocarcinerms 1 Lh MR- %004y /L) NA
Pulrrinary cannioannma 1 NA o (0L NA
l“ | 1oy | .N-\.
Carrmoma ol the skin | NA

Waaaor appiioatie NRwnon resched " Xatthagram uhorma sk cances caid ot be eastuated by thie indegaerdent ardes comani inee becysse of the committes’s sope of
tmages pot afowing for sesament of ithis findinge

Table 3: Objective reaponse rate and deration of respocac by tumour type




Colorectal cancer in other trials

Regorafenib (CORRECT)*

Tipiracil (TAS-102) *

Median OS*

Median
PFS®

ORR*

6.4mons

(HR=0.77, 95% Cl 0.64-0.94, p=0.0052)

1.9mons

(HR=0.49, 95% Cl 0.42-0.58, p<0.0001)

1.0%

7.1mons

(HR=0.68, 95% Cl 0.58-0.81, p<0.001)

2.0mons

(HR=0.48, 95% Cl 0.41-0.57, p<0.001) . —

1.6% (

*}=versus placebo
4 -primary endpoint

<>-secondary endpoint
OS-Overall Survival
PFS-Progression free Survival (—\ 39



Colorectal cancer in other trials

Regorafenib (CORRECT)* Tipiracil (TAS-102) * —
Median OS* 6.4months 7.1months

(HR=0.77, 95% Cl 0.64-0.94, p=0.0052) (HR=0.68, 95% CI 0.58-0.81, p<0.001)
Median 1.9months 2.0months
PFS* (HR=0.49, 95% Cl 0.42-0.58, p<0.0001) (HR=0.48, 95% Cl 0.41-0.57, p<0.001) ——
ORR? 1.0% 6% (

*}=versus placebo
4 -primary endpoint

<>-secondary endpoint
OS-Overall Survival
PFS-Progression free Survival f\ 40
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Table 1. Patients’ and disease characteristics according to the presence or absence of RET rearrangements

Characteristics

RET negative
(N=291) N (%)

RET rearranged
(N =24} N {%)

ALV

OR (95% Cl)

Sen Male 172 159) 10 |
Female 115141) 14 (59 202 [0R7-47)

A Migdllan (range) 50 (1 7-35) 66 (25-800 0,052
<05 yours 187 164} 1042 ! 0.031
>6% wigt 104 138) 4 (55 2592 11 08-5A7

=LOGPS ¥ 143 150 1 (1l | 0.020
I-2 142 1500 S Q06 11.13-7248)

NA 5 4

Prrmary tumar lacation Lelt colon/Rectum 14782 (35/28) 0 asA) |
Right calon 53130 | (55) 258103043 0.049
NG 2 R

Snrrary trmar resected Yo 253G (M) 104 | <0.001
NO 8120 14 (53 S28|224-1246)

Thme 10 Ingtastases Syncheonoys 195 16/ 199 |
MeEtacheononds 9533) S 053 (215148 0262

RAS and BRAF statis BRAF orwitaned 26110 0«

RAS mutated 12/ 1450 0o <0007
Al welid -ty e 122 [44) 23 (100

M5 ssanus NA 16 0

MES 185 (92) {2050 |

41N AR
NA ) |

121 [£54-3234) <0.001

Pvaluss wers bated on Frher’s exact tedd, 77, ot Mann-Whitney tests, wheneurt appropriate

=C0G, Eastern Coogerative Dncon gy Groug; MSHghy redcnos atedite mstabsimye-hich; MSS rvcrosaredine-stabie; NA, not avalkdsia

statisticatly significant results (P2005) am highightied in bold
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Table 2. Assodation of RET rearrangements and known prognestic baseline characteristics with overall survival

Characteristics Median N Univariable analysis Multivariable analysis

HR 95% C1 P HR 95% CI P

RET status Negatve 320 235 ] ]
Rearranged 1490 18 4,59 164-3266 <0,001 297 1,25=707 0.014
Primary tumar cation Laft colon/Rectum 42.1 203 | - - - - -
Right <osan 274 99 1.56 117-23 0.005 141 052215 0112
Aye <65 years 367 | O 1 1
>&5 334 3 140 104-200 0.030 100 085-153 D295
ECOG FS 0 475 a4 | - - | - -
1-2 333 151 1.57 1.17-2.18 0.034 187 1.24-284 0.003
Pramary resection Yes 389 237 1 - - 1 - -
Na 230 72 1.70 127-28% 0.002 2.18 132-359 0.002
lime [0 resecton Metachronous 47,1 o3 ]
Synhienaus 729 210 1.19 N86-1563 0263
RAS and 88AF status BRAF mutated 180 26 | - ] -
RAS rrutated 36.2 127 051 122-082 0.054 074 0.53-1.04 0.083
All wilg-type 380 140 D54 033-107 080 0.50-1.08
MS| status MSS 421 193 1 - - | - -
MSI-high 200 23 1,79 106-4356 0,036 131 044-1.69 0379

All statistical tests were two-sided

AL

ECCG, Eastem Cooperative Oncology Group: MSE-high, microsatellite instability-high; MSS, mecrosatediitesmable; NA, not availabie

Statistically significant results (P< 005 oe P<C] at multivariable analyds) are highlighted in bold
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Comparisons with other agents’ trial

Larotrectinib Entrectinib Dabrafenib + trametinib
Cancer type TRK fusion* NTRK fusion* BRAF V600OE mutation
Solid tumor Solid tumor Solid tumor
ORR* 79% 57.7%/61.2% 41%
PFS* 28.3 months  11.7/13.8 months -
[22.1-NE] [4.7-30.2]/[10.2-20.8]

¥

Thyroid 16% Thyroid 10.7%
Lung 8% NSCLC 18.2% 4 -primary endpoint

<>-secondary endpoint 44



Selpercatinib in different cancer type

Previously Untreated (%) Previously treated (%)
2020/08/27
85/90

(NSCLC) / 64/70
2020/08/27 MTC 73/71 MTC 69/62

(Thyroid) Non-MTC - Non-MTC 79/58
2022/09/12 -\~)- 43.9/43.9 without NSCLC and Thyroid cancer
(other than)

Y All numbers represent objective response rate
/-independent review/investigator assessment 45



Safety
Trial (n=45) LIBRETTO-001 (n=796)

Grade 3 or worse? Hypertension(22%) Hypertension(20%)
ALT M (16%) ALT M (11%)
ASTTM(13%) ASTTN(8%)

Grade 52 3(7%) 45(6%)

TRAEs, Grade 5 0 1(<1%)

B Similar safety profile with LIBRETTO-001

B Low percentage of Grade 5 TRAE

a-regardless of attribution
TRAEs-Treatment related adverse events

LN



Limitations

® Non-randomized, single group trial with no comparator
@ High heterogeneous population

® Follow-up times short
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Conclusion

Efficacy
@ ORR 43.9%
@ Target lesion regression

® 70% Pts’ GMI>1.33

Safety
@ Consistent with LIBRETO-001

‘ @ Most AEs are low grade

® TRAEs leading to discontinuation: 2%

49



Conclusion
Efficacy

@® ORR 43.9% Comprehensive
@ Target lesion regression }>}> Gen?mlc
o Testing

® 70% Pts’ GMI>1.33

Safety
@ Consistent with LIBRETO-001

‘ @ Most AEs are low grade

® TRAEs leading to discontinuation: 2%
50
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Section A:
1. Did the study address a clearly focused issue?

Methods LIBRETTO-001 is an ongoing phase 1/2, single-group, open-label, basket trial of selpercatinib in patients
aged 18 years and older (or 212 years, where permitted by regulatory authorities) with RET-altered cancers. The trial
is being conducted at 89 sites in 16 countries; the tumour-agnostic population was enrolled at 30 sites (outpatient and
inpatient medical facilities) across eight countries. A prespecified interim analysis of LIBRETTO-001 was planned to
investigate the efficacy and safety of selpercatinib in a tumouragnostic population of patients with RET fusion-
positive advanced solid tumours; the data cutoff date was Sept 24, 2021, Eligible patients had disease progression on

or after previous systemic therar o satisfactory therapeutic options and an Ea operative Oncology
Group performance status of 0 catinib was orally administered in a conti day cycle. Patients c N A
enrolled in the phase 1 dose-esca. ~ortion received between 20 mg once daily or mg twice daily; the

phase 2 recommended dose was 160 mg twice daily. The primary endpoint was the objective response rate as
determined by the independent review committee. The efficacy-evaluable tumour-agnostic population was defined as
patients with RET fusion-positive cancer, other than non-small-cell lung cancer and thyroid cancer, who had at least
rom the first study dose at the time of data cutoff (all responders at the time of data cutoff were
6 months from the onset of response unless they progressed or died earlier). Safety was
gnostic population of patients who had been enrolled and received selpercatinib on or before
is study is registered with ClinicalTrials.gov (NCT03157128) and is still recruiting participants.

W Yes

analysed in th
the data cutoff date.
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Section A:
2. Was the cohort recruited in an acceptable way?

Methods LIBRETTO-001 is an ongoing phase 1/2, single-group, open-label, basket trial of selpercatinib in patients
aged 18 years and older (or 212 years, where permitted by regulatory authorities) with RET:altered cancers. The trial
is being conducted at 89 sites in 16 countries; the tumour-agnostic population was enrolled at 30 sites (outpatient and
inpatient medical facilities) across eight countries. A prespecified interim analysis of LIBRETTO-001 was planned to
investigate the efficacy and safety of selpercatinib in a tumour-agnostic population of patients with RET fusion-
positive advanced solid tumours; the data cutoff date was Sept 24, 2021. Eligible patients had disease progression on
or after previous systemic therapies or no satisfactory therapeutic options and an Eastern Cooperative Oncology
Group performance status of 0-2. Selpercatinib was orally administered in a continuous 28-day cycle. Patients
enrolled in the phase 1 dose-escalation portion received between 20 mg once daily or 20-240 mg twice daily; the
phase 2 recommended dose was 160 mg twice daily. The primary endpoint was the objective response rate as
determined by the independent review committee. The efficacy-evaluable tumour-agnostic population was defined as
patients with RET fusion-pesitive cancer, other than non-small-cell lung cancer and thyroid cancer. who had at least
6 months of follow-up from the first study dose at the time of data cutoff (all responders at the time of data cutoff were
followed up for at least 6 months from the onset of response unless they progressed or died earlier). Safety was
analysed in the tumour-agnostic population of patients who had been enrolled and received selpercatinib on or before
the data cutoff date. This study is registered with ClinicalTrials.gov (NCT03157128) and is still recruiting participants,

Q& Yes



Section A:
3. Was the exposure accurately measured to minimize bias?

Procedures

Selpercatinib was orally administered in a continuous
28-day cycle wuntil disease progression, death,
unacceptable toxic effects, or withdrawal of consent.
Patients enrolled in the phase 1 dose-escalation cohort
received between 20 mg once daily or 20-240 mg twice
daily in the following doses: 20 mg, 40 mg, 60 mg,
80 mg, 120 mg, 160 mg, 200 mg, and 240 mg of
selpercatinib. The phase 2 recommended dose was
160 mg twice daily. Patients who had a dose reduction
(one level to 120 mg twice daily or two levels to 80 mg
twice daily) due to an adverse event were permitted to
re-escalate upon resolution of the adverse event, Patients
with progressive disease could continue treatment per
investigator discretion of perceived clinical benefit with
sponsor approval,

Qf Yes



Section A:
4. Was the outcome accurately measured to minimize bias?

Radiological tumour assessments were done at
baseline, every 8 weeks for 1 year, and every 12 weeks
thereafter. Response was determined according to
RECIST 1.1, assessed by both the investigator and
independent review committee. All responses required
a central confirmation of radiological assessment more
than 4 weeks after the initial assessment of response.
Adverse events were assessed from the first dose of
study drug until the safety follow-up visit, 28 days after
the last selpercatinib dose. The safety review committee
met regularly to review safety data, including serious
adverse events, fatal adverse events, and adverse events
leading to treatment discontinuation. Adverse events
were gpraded according to Common Terminology
Criteria for Adverse Events (version 4.03). Standard

V Yes



Section A:
5.(a) Have the authors identified all important confounding factors?

B ORR versus different cancer type
B Genetic diversity

B Subgroup

e (0



Section A:

5.(b) Have they taken account of the confounding factors in the
design and/or analysis?

Selection criteria: ECOG status 0-2, Life expectancy = 3 mons

Efficacy evaluable: at least 6 mons of follow up

|
|
B Subgroup
B [ntra-patient sensitivity analysis, McNemar exact test
|

Sankey diagram, Growth Modulation Index

|, o o



Section A:
6.(a) Was the follow up of subjects complete enough?

Radiological tumour assessments were done at
baseline, every 8 weeks for 1 year, and every 12 weeks
thereafter. Response was determined according to
RECIST 1.1, assessed by both the investigator and
independent review committee. All responses required
a central confirmation of radiological assessment more
than 4 weeks after the initial assessment of response.
Adverse events were assessed from the first dose of
study drug until the safety follow-up visit, 28 days after
the last selpercatinib dose: The safety review committee
met regularly to review safety data, including serious
adverse events, fatal adverse events, and adverse events
leading to treatment discontinuation. Adverse events
were graded according to Common Terminology
Criteria for Adverse Events (version 4.03). Standard

W Yes



Section A:
6.(b) Was the follow up of subjects long enough?

A limitation of the current study is that the patient
population was derived from a non-randomised, single-
group trial with no comparator. RET fusions are relatively
rare, resulting in a heterogeneous population with a
diversity of tumour types and relatively small numbers of
patients with specific types of solid tumours. At this
point in the study, follow-up times are also short.

Can’t tell /C\
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Section B:

7. What are the results of this study?

Independent review

Investigator review

ORR
DOR
PFS
OS

43.9 [28.5-60.3]
24.5 [9.2-NE]
13.2 [7.4-26.2]

43.9 [28.5-60.3]
18.4 [9.2-NE]
11.1 [5.6-19.1]
18.0 [10.7-NE]

ORR-Objective response rate
DOR-Duration of response
NE-not evaluable
PFS-Progression-free survival
OS-Overall Survival

L\



Section B:
8. How precise are the results?

Independent review Investigator review

ORR 43.9 [28.5-60.3] 43.9 [28.5-60.3]
DOR 24.5 [9.2-NE] 18.4 [9.2-NE]
PFS 13.2 [7.4-26.2] 11.1 [5.6-19.1]
0S - 18.0 [10.7-NE]

\ L



Section B:

9. Do you believe the results?

806 patients included in LIBRETTO-001
overall safety analysis population

-

\
v

319 patients with RET-mutant
medullary thyroid cancer

461 patients with RET fusion
positive cancers

26 patients with other cancers

.

-

.

360 patients with NSCLC

45 patients included in tutmour-
agnostic safety analysis
population

56 patients with thyrokd cancer

‘
—p! 4 excduded
‘ |
v
41 patients induded in tumour-
agnostic efficacy analysis
population

‘ Can’t tell

> Random error

X Bradford Hill criteria
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Section C:
10. Can the results be applied to the local population?

RET fusion tumour-
agnostic population
(n=45)
Age, years 53 (41 0-67.0)
Female 23 [51%}
Male 22 (49%)
Race*
White 31 (69%)
Asan 11 {24%)
Black or African American ] |'.1=.\:‘}
Other 1(2%)
ECOG performance status score
0 15 (33%)
27 [b0%)
3(7%)



Section C:

11. Do the results of this study fit with other available evidence ?

Selpercatinib, a highly selective RET kinase inhibitor
with CNS activity,” was developed specifically to treat
patients with RET-altered cancers. Selpercatinib is active
preclinically in several RET fusion-positive models of lung,
thyroid, and other cancers.” Consistent with the hypothesis
that RET fusions are targetable oncogenic drivers in
NSCLC and thyroid cancer, selpercatinib showed notable
efficacy in both treatment-naive and pretreated populations
in a phase 1/2 study in patients with RET-altered advanced

% o

solid tumours (LIBRETTO:001).** These data led to the
global regulatory approval of selpercatinib for RET fusion-
positive lung and thyroid cancers.” Concurrently,
LIBRETTO-001 enrolled a tumour-agnostic population of
patients with RET fusion-positive advanced solid tumours.
Here, we report the prespecified interim efficacy analyses
of this tumour-agnostic population of patients with
multiple RET fusion-positive cancers. This analysis, as/
agreed upon with the US Food and Drug Administration
for submission for regulatory approval, was done after

64
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Section C:
12. What are the implication of this study for practice?

Interpretation Selpercatinib showed clinically meaningful activity in the RET fusion-positive tumour-agnostic
population, with a safety profile consistent with that observed in other indications. Comprehensive genomic testing
that includes RET fusions will be crucial for identifying patients who might benefit from selpercatinib.

» Consider use selpercatinib in RET-fusion positive solid tumors

» Comprehensive genomic testing
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~  THANKS!
Do you have any question?
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