065 Updated Overall Efficacy and Safety of Selpercatinib in Patients with RET Fusion-

Positive Non-Small-Cell Lung Cancer (NSCLC): LIBRETTO-001 Study

Benjamin Besse', Alexander Drilon2, Benjamin Solomon3, Vivek Subbiah#, Daniel Shao-Weng Tan®, Keunchil ParkS®, Filippo de Braud’, Guzman Alonso?8, Jiirgen Wolf?, Victoria Soldatenkova'?, Aimee Bence Lin'?, Pearl French'?, Koichi Goto'!, Oliver Gautschi'?

'Gustave Roussy Universite’ Paris Sud, Villejuif, France; 2Memorial Sloan Kettering Cancer Center, New York, NY; 3Peter MacCallum Cancer Institute, Australia; “MD Anderson Cancer Center, Houston, TX; National Cancer Centre Singapore, Singapore; *Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; "University of
Milan, Italy; 8Vall d’Hebron University Hospital and Vall d’Hebron Institute of Oncology, Barcelona, Spain; °University Hospital of Cologne, Lung Cancer Group Cologne, Department of Internal Medicine, Cologne, Germany; '°Eli Lilly and Company, Indianapolis, IN; ""National Cancer Center Hospital East, Kashiwa, Japan;'2University of Berne and Cantonal Hospital
of Lucerne, Switzerland.

BACKGROUND STUDY DESIGN BASELINE CHARACTERISTICS BEST OVERALL RESPONSE ADVERSE EVENTS

TR ot i : : The Phase 1/2 LIBRETTO-001 Trial: Selpercatinib in Patients with RET-altered Cancers Previous platinum -
Selpercatlmb is a first-in class, hlghly selective and e id chemotherap jreatmentnaive = Atotal of 2% of patients discontinued selpercatinib due to a treatment-related AE

. - . .. . Characteristic PAS (N=105 IAS (N=218 N=48
potent RET-inhibitor! with CNS activity? approved in Phase 1 Phase 2 Dose Expansion gy 4. pogign Median Age (range) — years 61 ((23-81) ! 61 523-81)) 64(1 (23-&2) Response PAS (N=105)  IAS (N=218) (N=48)
. . 2 Se"gg?t'gi’oma"yBID Selazrgat'”'glga"y - Ongoing, global, multicenter Phase 1/2 Sex — no. (%) Overall response rate by IRC — % (95% CI) 64 (54—73) 57 (50—64) 85 (72—94)
multiple countries for the treatment of RE T-altered lung mg QD to 240 mg mg trial (NCT03157128) conducted in 16 ' :
| ! countrios and 89 sites Female 62 (59) 121 (56) 29 (60) . Any causality Related to treatment
or therId cancers Safet ' +  Patients enrolled based on locally Male 43 (41) 97 (44) 19 (40) Best response —no. (%) Grade 1 Grade 2 Grade 3 Grade4  Any Grade®  Grade3 Grade4  Any Grade’
arety All Patients Enrolled with RET Fusion- identified RET alterations using NGS, Race — no. (%)? Complete response 3(3) 9(4) 1(2) Patients with
. . . . . lation? - A 52 (T 218 (29 385 (52 60 (8 740 (99 222 (30 172 690 (92
" RET fusions are oncogenic drivers in ~2% of patlents PP { Positive Cancers N=740 c Eesyi-:hglru:igrl? criteria: Diagnosis of White 55 (52) 100 (46) 35 (73) B 64 (61) 115 (53) 40 (83) ElyAnEoum 266 Eszay 34 ((5)) O(EJ) . 0((0)) 300 540: o(fn . 0((0)) 265 536;
. advanced or metastatic solid tumor, Asian 40 (38) 97 (44) 9(19) : Diarrhea 196 (26) 67 (9) 26 (3) 0(0) 289 (39) 12(2) 0(0) 163 (22)
with NSCLC3 RET Fusion-Positive ECOG PS 0 to 2, QTc of <470 msec, Black 5(5) 12 (6) 3(6) Stable disease 30 (29) 81 (37) 4 (8) Hypertension 29 (4) 101 (14) 142 (19) 1(0.1) 273 (37) 92 (12) 1(0.1) 190 (25)
. o . NSCLC N=345 adequate organ function, asymptomatic ECOG PS score — no (%)b
= In previous analyses of selpercatlnlb in RET fusion- CNS metastases permitted 0 ' 31 (30) 80 (37) 20 (42) Duration of response Increased ALT 127 (17) 43 (6) 66 (9) 7(09) 243 (33) 54 (T) 6 (0.8) 197 (26)
positive NSCLC, at a median follow up of 12.1 months _ v 1 72 (69) 133 (61) 25 (52) Median duration of response —mo (95% Cl) ~ 17.5 (12.1—NE) 17.5 (12.1—NE) NE (12.0-NE) Increased AST 1ot 4o 20 ® 00y 2309 2 ©) 2O 1900
Primary Endpoint 2 2(2) 52 36 Censoring rate, no. (%) 39 (58) 86 (69) 31 (76) i o o Jioe Con o . o o o
: : : e " : T , no. (% Constipati 161 (22) 36 (5) 4(0.5) 0(0) 202 (27) 2(0.3) 0 (0) 97 (13)
for patlents with previous ChemOtherapy’ the majonty RET Fusion-Positive NSCLC (N=266) * ORR (RECIST v 1.1) by Independent Median prior systemic lines — no. 3 (1-15) 2 (1-15) 0 . "“_S pation
remained ro reSSion free and on treatment Wlth 630/ including: Review (rangt:) Median follow-up — mo 15.7 12.0 98 Peripheral Edema 163 (22) 27(4) 2(0.3) 0(0) 192 (26) 0 (0) 0 (0) 108 (14)
p g ’ 0 Effi Previous platinum-based chemotherapy; 1;}2 —no ((,/0) :]lg (g;) gg (gg) 8 Progression-free survival :::::Zhe :3;, 82; 3; g ;1(0(17)) gigi :;g gg; 3 Eg ;; gigi 7?55((193)
of responses ongoing and thus the estimated median opulations | Megrated Analysis Set (IAS, N=218) P 1) 59) (59) | |
pop —Primary Analysis Set* (PAS, N=105) Secondary Endpoints Included Previous regimen — no. (%) Median progression-free survival —mo (95% CI) 19.3 (13.9—NE) 19.3 (16.5—NE) NE (13.8—NE) Increased blood 121 (16) 32 (4) 0(0) 1o 154 21) 00) 0(0) 88 (12)
was not yet stable* o , B v e T Platinum-based chemotherapy 105 (100) 218 (100) NA 1-yr progression-free survival — % (95% Cl) 66 (56—74) 70 (62—76) 68 (50—80) oo
o Treat t-naive (N=48 - P ion-F ival (PF : - - = — /0 o a —
reatment-naive (N=48) S;?g{;SSIOn ORI Anti-PD-1 and anti-PD-L1 therapy 58 (595) 119 (35) NA Abdominal pain 106 (14) 28 (4) 14 (2) 0(0) 148 (20) 1(0.1) 0(0) 45 (6)
Multitargeted kinase inhibitor® 50 (48) 71 (33) NA Censoring rate, no. (%) 55 (52) 144 (66) 34 (71) Rash 100 (15) 28 (4) 3(0.4) 0(0) 140 (19) 3(0.4) 0(0) 87 (12)
- o ] ] o i Disease Stage at Study Entry . _ ;
O B J E CT IV E S . ;%%egaﬁ):zulgﬁfon includes all patients who received at least one selpercatinib dose prior to March Metastatic 103 (98) 213 (98) 47 (98) Median follow-up — mo 16.8 13.6 10.8 IO g =7 o o ) > e T
u - .
Smoking status O I I
= bEfficacy population includes all patients enrolled 6 months prior to data cutoff date, to allow Currenqc 1(1) 4(2) 1(2) verall surviva % (95% CI) ( ) ( ) ( ) Cough 101 (14) 20 (3) 0(0) 0(0) 121 (16) 0 (0) 0(0) 9 (1)
P . adequate follow-up 2-yr overall survival — % (95% CI 68 (55.3—77.8) 67 (55.4—76.7) 88 (68.6—95.8 Vomiting 91 (12) 23(3) 7(0.9) 0(0) 121 (16) 1(0.1) 0(0) 324
u Here we present updated selpercatlnlb efflcacy and safety data = *The primary analysis set (PAS) is a subset of the integrated analysis set (IAS) and was defined Former 29 (28) 63 (29) 13 (27) _ . Dyspnoea 68 (9) 28 (4) 17 (2) 2 (0.3) 115 (15) 0(0) 0(0) 13 (2)
. . . . oy . X . . : . Never 75 (71) 151 (69) 34 (71) Censoring rate, no. (%) 77 (73) 177 (81) 44 (92)
from LIBRETTO-001 in patients with RET fus|on-pos|t|ve through health authority agreement as the first 105 consecutively enrolled patients with RET fusion- Porcentanes mav add un 1o areator Than 100 dus 1o rounding. Race was reoorted by the patents. Other races moluded
NSCLC pos_itive NSCLC previously treat_ed with platinu”_‘ chemotherapy gnd is the_ more mature dataset. Ame:'aicanglnS;jian):)r Ala:Ea Ngt?\,z among other: (n=3 [;As:];g,—;ﬂ [|AS;:I?]S=1 [Ft)reatmer):t-na'fse];, Mis.sing inform:tilon :‘Jor 2 Median follow-up —mo 19.9 14.3 12.6 Safety population (N=746) included all patients with RET-altered cancers (includes RET-mutant MTC and RET-fusion positive
Patients with non-measurable disease enrolled in Phase 1 were included in the PAS patients (PAS, IAS). "ECOG performance-status scores ranged from 0 to 5, with higher scores indicating greater P ; t total 100 b ] dina. Abbreviations: NE d not b ated: IRC. ind dent non-small cell lung cancer). 8In total, 25 of 746 patients had grade 5 TEAEs. *No grade 5 TRAEs were observed. TEAEs,
* SLIBRETTO-001 trial also included patients with MTC and RET mutant cancers, see ASCO 2021 disability. “Multitargeted kinase inhibitors administered included cabozantinib, vandetanib, lenvantinib, and others. ercentages may not tota ecause ot rounding. reviations: N, could not be evaluated, - Independen treatment-emergent adverse events; TRAEs, treatment-related adverse events. Safety among the 345 patients with NSCLC was
poster 60735 Patients may have received more than one multitargeted kinase inhibitor. rew:ew. comtmlttee; IAS, integrated analysis set; no, number; mo, months; Cl, confidence interval; PAS, primary consistent with the safety of the overall population.
analysis set.

PLATINUM CHEMOTHERAPY TREATED (PAS or IAS) TREATMENT-NAIVE CONCLUSIONS

. m Selpercatinib continues to demonstrate robust and durable efficacy
40 - = With a median follow-up of 15.7 months, 58% (39/67) of responses are ongoing O in RET fusion-positive NSCLC
r 20— === — — = — — = — — — — — — — — — — — — — — - : : : : :
100. = —  ORR by IRC 64% in patients with previous platinum-based
IAS | PAS o chemotherapy (PAS population)
20 , = :
90 § « At a median follow-up of 15.7 months, 58% of responses are
ﬂé ongoing and thus a stable median cannot yet be estimated
o 4 80 = —  ORR by IRC 85% in patients who were treatment-naive
> (O] L | . .
°—i :v) 20 % R B « At a median follow-up of 9.8 months, 76% of responses ongoing
a 4 < -60 I . . . . .
0 > O — [ || m Selpercatinib continues to be well-tolerated with a safety profile
@ 20- 3 60 = g . consistent to previous reports
®© 5 L L] .
'2 _______ 3 08 — Most adverse events were low grade and included dry mouth,
£ = 207 PR . - ] diarrhea, hypertension, increased ALT/AST, peripheral edema, and
o 40 z With - 0 - fatigue
S 2 40- . ith a median follow-up of 9.8 months, 76% (31/41) of responses are ongoing
g § < 100] m This trial update provides larger supportive analysis sets and a
R 301 O 90] longer follow-up than previously reported
-60 4 o ] i . i i i
= & m LIBRETTO-001 study (NCT03157128) is still enrolling patients with
20 1 @ 70| o _ RET fusion-positive non-lung cancers
c | . .
604 o 8 = A global, randomized, phase 3 trial (LIBRETTO-431; NCT04194944)
& 50 compared selpercatinib to standard frontline chemotherapy-based
e . .
) T 40 treatment is ongoing
6 2 4 els Els 16 12 14 1|6 1|8 2'0 22 24 2|6 2|8 3'0 £ 30
-100 7 EJ 20: Tefzi?oc:ts: al. JCO 2020 Acknowledgments: We thank all patients, caregivers, investigators and their support staff for participation
Duration of Response (in months) ;c(_; ] o Subbiah et. al.. JCO 2020 in this trial. Medical writing support was provided by Kristi Gruver, an employee of Eli Lilly and Company.
. X i i Copies of this poster obtained through Quick Response (QR) Code are for personal
No.atRisk 67 67 65 57 53 49 36 28 16 8 5 3 3 2 2 0 10 2 B::g: 2:' ::" le:,’;,egoggn Oncol 2018 use only and may not be reproduced without permission from ASCO® and the
It\)lote: ThehIAShis(;;\ Ia:ger populatioln, includiné;éhe P,:S as well aE adc:itional patilents. Eighteen patien;s wzre nlolt?icr;ckded : | | | | | : : : : : : : 5: Shermaﬁ et..’al. ASCO 2021 Poster Number sponsor of this poster. Scan or click the QR code or use this URL
ecause they had only non-target lesions or did not have a post-baseline target lesion measurement based on . ) ) ) ) ) “ o . (https://lillyscience.lilly.com/congress/AmOncMtg[un2021) for a list of all Lilly Y%
. - . . . . ) . 10 12 14 16 18 20 22 6073, “Selpercatinib efficacy and safety
Kaplan-Meier plot depicting duration of response for IAS is available in the supplement via the QR code. 'S\'l:);zi;::nfeg ?ﬁ:gilgga:_wbset of the IAS, is the more mature dataset. The waterfall plot for PAS is available in the 0 2 4 6 Dura8tion of Response (in months) in patients with RET-altered thyroid cancer: content presented at the congress. ?:gcej; ;c;r:kpsag]}/tﬁgs fercsar?ggtti C:rc]:vxe/i :rrse
No.atRisk 41 40 35 28 20 14 11 6 4 2 1 0 clinical trial update”. '

American Society of Clinical Oncology; Virtual Online; June 4 - 8, 2021 Benjamin.BESSE@gustaveroussy.fr Sponsored by Eli Lilly and Company


https://lillyscience.lilly.com/congress/AmOncMtgJun2021

9065

Updated Overall Efficacy and Safety of Selpercatinib in Patients
with RET Fusion-Positive Non-Small-Cell Lung Cancer (NSCLC):
LIBRETTO-001 Study

Benjamin Besse', Alexander Drilon?, Benjamin Solomon3, Vivek Subbiah?,
Daniel Shao-Weng Tan>, Keunchil Park®, Filippo de Braud’, Guzman Alonso?, Jurgen Wolf°,
Victoria Soldatenkova'?, Aimee Bence Lin'?, Pearl French'?, Koichi Goto'!, Oliver Gautschi'?

'Gustave Roussy Universite’ Paris Sud, Villejuif, France; “Memorial Sloan Kettering Cancer Center, New York, NY; 3Peter MacCallum Cancer Institute,
Australia; “MD Anderson Cancer Center, Houston, TX; °National Cancer Centre Singapore, Singapore; ° Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, South Korea; "University of Milan, Italy; 8Vall d’Hebron University Hospital and Vall’ d’'Hebron Institute of Oncology, Barcelona,
Spain; °University Hospital of Cologne, Lung Cancer Group Cologne, Department of Internal Medicine, Cologne, Germany; '°Eli Lilly and Company, Indianapolis,
IN; ""National Cancer Center Hospital East, Kashiwa, Japan; “University of Berne and Cantonal Hospital of Lucerne, Switzerland

% | ONCOLOGY
© 2021 Eli Lilly and Company



Background and Objectives

= Selpercatinib is a first-in-class, highly selective and potent RET inhibitor! with CNS activity? approved
iIn multiple countries for the treatment of RE T-altered lung or thyroid cancers
= RET fusions are oncogenic drivers in ~2% of patients with NSCLC?

= |n previous analyses of selpercatinib in RET fusion-positive NSCLC, at a median follow up of 12.1
months for patients with previous chemotherapy, the majority remained progression-free and on
treatment, with 63% of responses ongoing and thus the estimated median was not yet stable*

OBIJECTIVES

= Here we present updated selpercatinib efficacy and safety data from LIBRETTO-001 in patients with
RET fusion-positive NSCLC

c%l ONCOLOGY



Study Design

The Phase 1/2 LIBRETTO-001 Trial®: Selpercatinib in Patients with RET-altered Cancers

Phase 1 Phase 2 Dose Expansion Study Design
Selpercatinib orally Selpercatinib orally » Ongoing, global, multicenter Phase 1/2 trial
20 mg QD to 240 mg BID 160 mg BID (NCT03157128) conducted in 16 countries and 89
sites
Y . Patients enrolled based on locally identified RET

Safety All Patients Enrolled with RET-Altered Cancers alterations using NGS, FISH, or PCR

population N=746 » Key inclusion criteria: Diagnosis of advanced or
metastatic solid tumor, ECOG PS 0to 2, QTc of =470

RET Fusion-Positive msec, adequate organ function, asymptomatic CNS
NSCLC N=345 metastases permitted.

* Primary Endpoint
« ORR (RECIST v 1.1) by Independent Review
RET Fusion-Positive NSCLC (N=266) including:

* Previous platinum-based chemotherapy;

Efficacy .
population® Integrated Analysis Set (IAS, N=218) Secondary Endpoints Included
— Primary Analysis Set* (PAS, N=105) * Duration of Response (DOR)
» Progression-Free Survival (PFS)

« Treatment-naive (N=48)

« Safety?

aSafety population includes all patients who received at least one selpercatinib dose prior to March 2020 data cutoff

bEfficacy population includes all patients enrolled 6 months prior to data cutoff date, to allow adequate follow-up

*The primary analysis set (PAS) is a subset of the integrated analysis set (IAS) and was defined through health authority agreement as the first 105
consecutively enrolled patients with RET fusion-positive NSCLC previously treated with platinum chemotherapy and is the more mature dataset. Patients

with non-measurable disease enrolled in Phase 1 were included in the PAS
% | ONCOLOGY
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Baseline Characteristics

Previous platinum chemotherapy Treatment-naive

Characteristic PAS (N=105) IAS (N=218) (N=48)
Median Age (range) — years 61 (23-81) 61 (23-81) 64 (23-92)
Sex —no. (%)

Female 62 (99) 121 (56) 29 (60)

Male 43 (41) 97 (44) 19 (40)
Race —no. (%)?

White 25 (52) 100 (46) 35 (73)

Asian 40 (38) 97 (44) 9(19)

Black 9 (9) 12 (6) 3 (6)
ECOG PS score—no. (%)°

0 31 (30) 80 (37) 20 (42)

1 72 (69) 133 (61) 25 (92)

2 2 (2) 5(2) 3 (6)
Median prior systemic lines —no. (range) 3 (1-19) 2 (1-19) 0

1-2 —no. (%) 19 (61) 46 (62) 0

23 —no. (%) 12 (39) 28 (38) 0
Previous regimen —no. (%)

Platinum-based chemotherapy 105 (100) 218 (100) NA

Anti-PD-1 and anti-PD-L1 therapy 28 (99) 119 (55) NA

Multitargeted kinase inhibitore 20 (48) 71 (33) NA
Disease Stage at Study Entry

Metastatic 103 (98) 213 (98) 47 (98)
Smoking status

Current 1(1) 4 (2) 1(2)

Former 29 (28) 63 (29) 13 (27)

Never 75 (71) 151 (69) 34 (71)

Percentages may add up to greater than 100 due to rounding. ?Race was reported by the patients. Other races
included American Indian or Alaska Native among others (n=3 [PAS]; n=7 [IAS]; n=1 [treatment-naive]). Missing
information for 2 patients (PAS, IAS). "(ECOG performance-status scores ranged from 0 to 5, with higher scores

Indicating greater disability. “Multitargeted kinase inhibitors administered included cabozantinib, vandetanib, lenvantinib,

and others. Patients may have received more than one multitargeted kinase inhibitor.
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Best Overall Response

Previous platinum chemotherapy Treatment-naive

Response PAS (N=105) IAS (N=218) (N=48)
Overall response rate by IRC — % (95% CI) 64 (54—73) 57 (50—64) 85 (72—94)
Bestresponse — no. (%)

Complete response 3(3) 9(4) 1(2)

Partial response 64 (61) 115(53) 40 (83)

Stable disease 30 (29) 81 (37) 4 (8)
Duration of response

Median duration of response — mo (95% CI) 17.5(12.1—=NE) 17.5(12.1—NE) NE (12.0—NE)

Censoring rate, no. (%) 39 (58) 86 (69) 31(76)

Median follow-up — mo 15.7 12.0 9.8
Progression-free survival

Median progression-free survival— mo (95% CI) 19.3 (13.9—NE) 19.3 (16.5—NE) NE (13.8—NE)

1-yr progression-free survival— % (95% CI) 66 (56—74) 70 (62—76) 68 (50—80)

Censoring rate, no. (%) 25 (52) 144 (66) 34 (71)

Median follow-up — mo 16.8 13.6 10.8
Overall survival

2-yr overall survival— % (95% CI) 68 (55.3—77.8) 67 (55.4—76.7) 88 (68.6—95.8)

Censoring rate, no. (%) 77 (73) 177 (81) 44 (92)

Median follow-up — mo 19.9 14.3 12.6

Percentages may not total 100 because of rounding. Abbreviations: NE, could not be evaluated; IRC, independent review committee;
IAS, integrated analysis set; no, number; mo, months; CI, confidence interval; PAS, primary analysis set. 7
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Integrated Analysis Set (IAS) Change in Tumor Size

-60-

% Change from Baseline by IRC
I
T
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Note: The IAS is a larger population, including the PAS as well as additional patients. Eighteen patients were not included
because they had only non-target lesions or did not have a post-baseline target lesion measurement based on IRC. A
Kaplan-Meier plot depicting duration of response for IAS is available in the supplement via the QR code. | ONCOLOGY



Primary Analysis Set (PAS) Duration of Response

=  With a median follow-up of 15.7 months, 58% (39/67) of responses are ongoing

100-
QD-
ED:
TD—-
ED:

50+ H._..._.

407

307

Patients with response by IRC (%)

20-
107

o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Duration of Response (in months)
No. at Risk 67 67 65 o/ 53 49 36 28 16 8 5 3 3 2 2 0

Note: The PAS population, a subset of the |AS, is the more mature dataset. The waterfall plot for PAS is available in the
supplement via the QR code.
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Treatment-Naive Change in Tumor Size
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Treatment-Naive Duration of Response

=  With a median follow up of 9.8 months, 76% (31/41) of responses are ongoing
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Patients with response by IRC (%)
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0 2 4 5 8 10 12 14 16 18 20 22

Duration of Response (in months)
No. at Risk 41 40 35 28 20 14 11 6 4 2 1 0
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Adverse Events

All Patients Enrolled with RET-altered Cancers (N=746)

= Atotal of 2% of patients discontinued selpercatinib due to a treatment related AE

Any causality Related to treatment

Grade 1 Grade 2 Grade 3 Grade 4 Any Grade® Grade 3 Grade 4 Any Grade”
z:';ﬁ;' [ 22 (1) 218 (29) 385 (52) 60 (8) 740 (99) 222 (30) 17 (2) 690 (92)
Dry mouth 266 (36) 34 (5) 0 (0) 0 (0) 300 (40) 0 (0) 0 (0) 265 (36)
Diarrhea 196 (26) 67 (9) 26 (3) 0(0) 289 (39) 12 (2) 0 {0 163 (22)
Hypertension 29 (4) 101 (14) 142 (19) 1(0.1) 213 (37) 92 (12) 1(0.1) 190 (25)
Increased ALT 127 (17) 43 (6) 66 (9) f(0.9) 243 (33) o4 (7) 6 (0.8) 197 (26)
Increased AST 140 (19) 41 (5) 26 (8) 6 (0.8) 243 (33) 42 (6) 2 (0.7) 196 (26)
Fatigue 138 (18) &4 (11) 11 (1) 0(0) 233 (31) 8 (1) 0 (0 144 (19)
Constipation 161 (22) 36 (5) 4(0.9) 0 (0) 202 (27) 2(0.3) 0 (0) a7 (13)
Peripheral Edema 163 (22) 27 (4) 2(0.3) 0(0) 192 (26) 0(0) 0 {0 108 (14)
Headache 131 (18) 34 (5) 11(1) 0 (0) 176 (24) 3(0.4) 0 (0) 62 (9)
Nausea 133 (18) 37 (5) 2 (0.7) 0(0) 175 (23) 2(0.3) 0 {0 75 (10)
Increased blood
creatinine level 121 (16) 32 (4) 0 (0) 1(0.1) 154 (21) 0 (0) 0 (0) 88 (12)
Abdominal pain 106 (14) 26 (4) 14 (2) 0(0) 148 (20) 1(0.1) 0 (0 45 (6)
Rash 109 (15) 26 (4) 3(0.4) 0 (0) 140 (19) 3(0.4) 0 (0) a7 (12)
QT interval prolonged
on electro-cardiograph 20 (7) 23 (7) 30 (4) 0(0) 133 (18) 21 (3) 0 (0 103 (14)
Cough 101 (14) 20 (3) 0 (0) 0 (0) 121 (16) 0 (0) 0 (0) 9(1)
Vomiting 91 (12) 23 (3) 7 (0.9) 0(0) 121 (16) 1(0.1) 0 {0 32 (4)
Dyspnoea 68 (9 26 (4 17 (2 2(0.3 115 (15 0 (0 0 (0 13 (2

Safety population (N=746) included all patients with RET-altered cancers (includes RET-mutant MTC and RET-fusion positive non-small cell lung cancer).
8In total, 25 of 746 patients had grade 5 TEAEs. *No grade 5 TRAEs were observed. TEAES, treatment-emergent adverse events; TRAEs, treatment-
related adverse events. Safety among the 345 patients with NSCLC was consistent with the safety of the overall population.
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Conclusions

Selpercatinib continues to demonstrate robust and durable efficacy in RET fusion-positive NSCLC
= ORR by IRC 64% In patients with previous platinum-based chemotherapy (PAS population)

= At a median follow-up of 15.7 months, 58% of responses are ongoing and thus a stable median
cannot yet be estimated

= ORR by IRC 85% in patients who were treatment-naive
= At a median follow-up of 9.8 months, 76% of responses ongoing

= Selpercatinib continues to be well-tolerated with a safety profile consistent to previous reports

= Most adverse events were low grade and included dry mouth, diarrhea, hypertension, increased
ALT/AST, peripheral edema, and fatigue

= This trial update provides larger supportive analysis sets and a longer follow-up than previously
reported

= LIBRETTO-001 study (NCT03157128) is still enrolling patients with RET fusion-positive non-lung
cancers

= A global, randomized, phase 3 trial (LIBRETTO-431; NCT04194944) compared selpercatinib to
standard frontline chemotherapy-based treatment is ongoing
% | ONCOLOGY
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Supplementary Material:

Primary Analysis Set Change in Tumor Size
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Note: The PAS population, a subset of the IAS, is the more mature dataset. Five patients were not included because they had only

non-target lesions or did not have a post-baseline target lesion measurement based on IRC.
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Supplementary Material:

Integrated Analysis Set Duration of Response

= With a median follow up of 12.0 months, 69% (86/124) of responses are ongoing
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Supplementary Material:

Primary Analysis Set Progression-Free Survival

= With a median follow up of 16.8 months, 52% (55/105) of patients remain alive and free from progression
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Integrated Analysis Set Progression-Free Survival

= With a median follow up of 13.6 months, 66% (144/218) of patients remain alive and free from progression
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Treatment-Naive Progression-Free Survival

= With a median follow up of 10.8 months, 71% (34/48) of patients remain alive and free from progression
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Adverse Events (215% Incidence) in NSCLC

=A total of 3% of patients discontinued selpercatinib due to a treatment related AE

Any causality Related to treatment®

N=345, n (%) Grade 1 Grade 2 Grade 3 Grade4  Any Grade® Grade 3 Grade4  Any Grade
Patients with 21 AE 20 (6) 100 (29) 179 (52) 32 (9) 344 (100) 110 (32) 9(3) 322 (93)
Diarrhea 105 (30) 36 (10) 10 (3) 0 151 (44) 6 (2) 0 90 (26)
Dry mouth 129 (37) 19 (6) 0 0 148 (43) 0 0 137 (40)
AST increased 70 (20) 26 (8) 30 (9) 5(1) 131 (38) 20 (6) 4 (1) 109 (32)
ALT increased 64 (19) 21 (6) 39 (11) 2 (1) 129 (37) 31(9) 4 (1) 107 (31)
Hypertension 8 (2) 48 (14) 63 (18) 0 119 (35) 45 (13) 0 80 (23)
Edema peripheral 76 (22) 16 (5) 0 0 92 (27) 0 0 54 (16)
Fatigue 58 (17) 29 (8) 4 (1) 0 91 (26) 2(1) 0 48 (14)
Rash 56 (16) 20 (6) 2 (1) 0 78 (23) 2(1) 0 52 (15)
Constipation 59 (17) 14 (4) 3(1) 77 (22) 2(1) 0 30 (9)
Nausea 61 (18) 12 (4) 2(1) 0 75(22) 1(0.3) 0 32 (9)
Headache 55 (16) 14 (4) 3(1) 0 72(21) 0 0 20 (6)
Pyrexia 55 (16) 15 (4) 1(0.3) 0 71(21) 1(0.3) 0 21 (6)
Blood creatinine increased 23 (15) 10 (3) 0 1(0.3) 64 (19) 0 0 37 (11)
Thrombocytopenia 32 (9) 13 (4) 13 (4) 6(2) 64 (19) 10 (3) 2(1) 46 (13)
Electrocardiogram QT prolonged 21 (6) 23 (7) 17 (5) 0 61(18) 11 (3) 0 46 (13)
Dyspnea 58 (17) 16 (5) 11 (3) 1(0.3) 58 (17) 0 0 5(1)
Cough 47 (14) 9(3) 0 0 56 (16) 0 0 4 (1)
Vomiting 44 (13) 8 (2) 2(1) 0 54 (16) 1(0.3) 0 12 (4)
Abdominal pain 40 (12) 11 (3) 2(1) 0 53 (15) 0 0 13 (4)
Urinary tract infection 12 (4) 32 (9) 8 (2) 0 52 (15) 0 0 1(0.3)

Safety population (N=345) included all pts with NSCLC who received =1 selpercatinib dose by data cutoff (30 Mar 2020). The adverse events listed are those that occurred at

any grade in at least 15% of the patients as TEAEs. The total percentage for any given adverse event may be different than the sum of the components for the individual

grades because of rounding. Note, hypersensitivity was observed in 9% of patients, all <Grade 3. 8In total, thirteen patients had grade 5 TEAEsSs, including pneumonia,

respiratory failure, sepsis, cardiac arrest (in 2 each), hypoxia, cerebrovascular accident, cerebral hemmorrhage, cardio-respiratory arrest, and multiple organ dysfunction ° | ONCOLOGY
syndrome (in one each). *No grade 5 TRAEs were observed. TEAEsS, treatment-emergent adverse events; TRAES, treatment-related adverse events.
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