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* All metastatic lesions a maximum of
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Study schema Kaplan-Meier plot of PFS (A) and OS (B)

495 patients not eligible for randomization
+ 312 patient decision

« 15 lost follow up

+ 141 not meet criteria

+ 27 changed mind prior to randomization

136 patients randomly assigned

Percent survival

==« TKlonly

—— TKHSBRT
68 patients received TKI + SBRT SAD 68 patients received TKI alone

Number at risk PFS(months) Number at risk 0S(months)

Percent survival

3 excluded due to
lost follow up TKl only 52 10 TKlonly 65 58 19
data
TKHSBRT 68 61 35 TK+SBRT 68 65 47
SBRT = stereotactic body

radiotherapy. SAD = site at
68 analysed for PFS and OS 65 analysed for PFS and OS diagnosis.. TKI= tyrosine kinase SBRT=stereotactic body radiotherapy. HR=hazard ratio. (A) PFS and (B) OS. PFS,=progression-free survival; OS,=overall survival; C= confidence interval

inhibitor, PFS = progression-free
survival; OS=overall survival
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Multivariate analyses Progression free survival

C opathological Features

Multivariate analyses Overall Survival
I T

Clinicopathological Features HR 95% Cl p HR 95% CI p

HR 95% ClI P HR 95% ClI P

Age (years) (2 63vs<63) 0.710-1.480

Age (years) (2 63vs<63) 0.302-5.997

Gender(Male vs Female) . 0.780-2.230

Gender(Male vs Female) 0.429-2.230

ECOG score (Ovs 1-2) 0.117-0.876 0.220-0.746 ECOG score (0vs 1-2) 001 SO L0A

= g 1.190-7.620 1.080-5.540
T stage(T3-4 vs T1-2) 1.361-7.403 0.986-1.216 T stage(T3-4 vs T1-2)

5 S 1.320-5.960 1.190-3.690
N stage(N2-3 vs <NO-1) 0.999-1.026 N stage(N2-3 vs <NO-1)

Number of Mets (< 2 vs >3 1.319-3.435 1.206-3.072
Number of Mets (< 2 vs >3) 1.319-3.435 1.206-3.072 umber of Mets (< 2 vs 23)

) Mutation (19 vs 20 and 21 exon) 0.119-0.810 0.022-0.381
Mutation (19 vs 20 and 21 exon) 0.567-0.989 0.606-1.428

Treatment (TKI alone vsTKI + SBRT) 1.940-7.620 1.310-5.970

Treatment (TKI alone vsTKI + SBRT) 1.420-3.790 1.070-1.946
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Conclusion Take home points

This randomized phase Ill study measuring upfront radiation to sites of diagnoses directly contributed to
the improvement of both progression-free and overall survival with equivalent toxicity in EFGRm
oligometastastic participants.

* Adding SBRT to standard of care TKI treatment prolonged PFS and OS compared with TKI alone treatment

* Adding SBRT to TKI treatment was feasible and was not associated with any substantial increase in the

: 2 > . toxicity profile of TKI alone treatment.
The finding confirmed previous hypotheses of a benefit of consolidative SBRT for limited metastatic

NSCLC.Our finding suggests aggressive local therapy to sites at diagnosis upfront should be explored e *
further in large cohort phase 3 trials as a standard treatment option in this clinical scenario. + Although this is an investigational interim report, the finding is suggestive of value in a further exploratory
study.
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LI NET TS OS benefit of first line EGFR-TKI mono/combo treatment

- Gefitinib ~ Erlotinib  Afatinib Dacomitinib  Osimertinib ~ Gefitinib Erlotinib

Final overall survival analysis of s FCBDCA  +BEV
bevacizumab plus erlotinib treatment e . 556
for NSCLC patients harboring activating EGFR-mutations T
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Primary endpoint : PFS by independent review Final Overall Survival
The interim analysis : 117 events

£ 100% — ez T

Median PFS (months)  16.9 13.3 —— E n=112 Median OS (months)  50.7 46.2

100%

80%
0.605 80% HR 1.007
(95% CI: 0.417-0.877) (95% CI : 0.681-1.490)

P value* 0.01573* 60% Pvalue* 0.973

HR
60%

. “log-rank test, two-sided - : “log-rank test
40% ““Nominal significance level : 0.02398
40%

PFS probability

20%
20%

13.3 Median follow up : 12.4 months Median follow up : 39.2 months
0%

0% T T ‘
12 14 16
24 36 60

Time (months)
Saito H et al. Lancet Oncol. 2019 May;20(5):625-635. Time (months)
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Abstract ID: 9602

Contact
8 Yuankai Shi, MD
yuankai(@cicams.ac.cn

Background:

Alflutinib (AST2818) is a third generation EGFR-TKI tar-
geting both sensitizing EGFR and EGFR T790M mutations.
This phase IIb, multicenter, single arm study (ALSC003,
NCT03452592) aimed to assess the efficacy and safety of

Alflutinib in patients with EGFR T790M d nos

Efficacy and safety of Alflutinib (AST2818) in patients with T790M mutation
positive NSCLC: A phase llb multlcenter smgle arm study

Yuankai Shi

ng”, Dongging Lv

Yipi

Jifeng Feng™, Cheng Huang®, Chunl

Background

« Alflutinib (AST2818) is a newly developed, oral, irrevers-
ible third generation Epidermal growth factor receptor
(EGFR) Tyrosine kinase inhibitor (TKI) targeting both
sensitizing EGFR and EGFR T790M mutations.

« Preclinical studies led alflutinib had potent

cell lung cancer (NSCLC).

Methods:

Patients with centrally confirmed EGFR T790M mutation in
tumor tissue, locally advanced or metastatic NSCLC who
progressed after first/second-generation EGFR-TKISs or pri-
mary EGFR T790M mutation positive received 80 mg Al-
flutinib orally once daily. The primary endpoint was objec-
tive response rate (ORR). Secondary endpoints included dis-
ease control rate (DCR), progression-free survival (PFS),
overall survival (OS) and safety. Efficacy was assessed by
independent radiological review committee (IRRC) per
RECIST 1.1. Safety was assessed by NCI CTCAE version
4.03.

Results:
From Jun 4, 2018 to Dec 8, 2018, 220 patients were
enrolled. Patients were representative: median age 61, stage
1V 96.4%, ECOG PS 1/2 77.3%/4.1%, CNS metastatic
39.5% (by IRRC). By Jan 29, 2020, the median follow-up
time was 9.6 months. The ORR was 74.1% (163/220 [95%
CI 67.8-79.7]). The DCR was 93.6% (206/220). The median
PFS was 9.6 months (95% CI 8.2-9.7). Median OS was not
yet reached. By Nov 6, 2019, 19 (65.5%) of 29 patients with
ble CNS had an i 1 objective
response, and the median PFS was 11.0 months (95% CI
8.3, NA). By Nov 6, 2019, 214 (97.3%) patients had at least
one adverse events (AEs), which were mostly grade 1 or 2.
The most common AEs were cough (49 [22.3%]), increased
aspartate aminotransferase (37 [16.8%]), and upper respira-
tory tract infection (37 [16.8%]). Grade > 3 AEs occurred in
53 (24.1%) patients. Drug related > Grade 3 AEs assessed
by investigator occurred in 22 (10.0%) patients.

Conclusions:

Alflutinib has promising efficacy and acceptable safety pro-
file for the treatment of EGFR T790M mutated NSCLC
patients.
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Drags, Beiing. China.
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The affiliations of authors are listed below.

« From Jun 4, 2018 to Dec 8, 2018, 220 patients were
enrolled in total.

« Baseline characteristics of patients were representa-
tive: median age 61, stage IV 96.4%, ECOG PS 1/2
77.3%/4.1%, CNS metastatic 39.5% (Table 1).

activity comparable to that of osimertinib (data on file).

* The phase VIl study (NCT02973763, NCT03127449) of
aluflutinib has shown alflutinib is clinically effective with
an acceptable safety profile in patients with EGFR T790M
mutated advanced non-small cell lung cancer (NSCLC) ,
even in those with central nervous system (CNS)
metastases.

« This phase ITb, multicenter, single arm study (ALSC003,
NCT03452592) aimed to further assess the efficacy and
safety of Alflutinib in patients with EGFR T790M mutated
NSCLC.

« This is a phase IIb, multicenter, single arm study conduct-
ed at 46 centers in China.
«Eligible patients were aged 18 years or older, had histologi-
cally or cytologically confirmed locally advanced or meta-
static NSCLC, not suitable for surgery or radiotherapy, ra-
diologically progressed after first or second generation
EGFR TKI with centrally confirmed EGFR T790M muta-
tion, or with primary EGFR T790M mutation, had measur-
able disease according to Response Evaluation Criteria in
Solid Tumors (RECIST) version 1.1. Patients with asymp-
tomatic, stable CNS metastases not requiring steroids for at
least 4 weeks before the first dose of alflutinib were allowed
to be included.
« Eligible patients received alflutinib 80mg orally per day
until disease progression or intolerable toxicity. Efficacy
was evaluated every 6 weeks in the first 48 weeks, then
every 12 weeks in the following weeks by independent ra-
diological review committee (IRRC) using RECIST 1.1.
Safety was assessed by NCI CTCAE version 4.03.
* The primary endpoint was objective response rate (ORR)
y IRRC. Secondary endpoints included progression free
survival (PFS), overall survival (OS), duration of response
(DOR), disease control rate (DCR), clinical benefit rate
(CBR) and safety.

£ Hunan Cances Hospital, Changsha. China.
& Cancer Center. oll
. XuZhou Central Hospital, Xuzbou, China.

i Affiiased Cancer Hospital of Zbengzhou Universiy/Hensn Province Cancer Hospital, Zhengzbou, Chins.
il Cancer Hospel, Changehu, Chisa
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1 Duping Hospital, Choogging, China

China

‘Science and Technology. Woban, China.

Table 1. Baseline patient ristics (n=220)
Age Median (range) 61 (29-80)
Sex Male 99 (45.0%)
Female 121 (55.0%)
Stage i 8 (3.6%)
v 212 (96.4%)
Smoking history Smoker 60 (27.3%)
Non-smoker 160 (62.7%)
Prior lines 0 6(2.7%)
of therapy 1 162 (73.6%)
2 38 (17.3%)
3 9 (4.1%)
4 4(1.8%)
=5 1(0.5%)
EGFR mutations T790M 220 (100%)
in tumor 19del 133 (60.5%)
L858R 81 (36.8%)
19del + L858R 3 (1.4%)
others 3 (1.4%)
ECOG PS 0 41 (18.6%)
1 170 (77.3%)
2 9 (4.1%)
CNS metastases Yes 87 (39.5%)
by IRRC No 133(60.5%)
* de ovo T790M matation
Efficacy

« At the data cut-off (DCO, Jan 29, 2020), the ORR
and DCR by IRRC was 74.1% (163/220) and 93.6%
(206/220) respectively (Table 2). At the DCO, the
median follow-up of PFS was 9.6 months, the median
PFS was 9.6 months (95% C1 8.2, 9.7) (Figure 1).

« Of the 220 enrolled patients, 87 had measurable
and/or non-measurable CNS metastases, and 29 had
one or more measurable CNS metastases assessed by
IRRC. At DCO of Nov 6, 2019, the CNS ORR and
DCR in patients with one or more measurable CNS
lesions was 65.5% and 100% respectively. Median
CNS PFS was 11.0 months (95% CI 8.3, NA) in pa-

tients with ble and/or non- able CNS
lesions.
m. Jismgsu Cancer Hospital, Nanjing. Chins. Disclasure:

. Fugian Provincial Cancer Hospial, Fuzhoa, China.
s e, China.

Ling L. Yoo Jimmg e employees and sharcbolders of Shanghai

Ma!, Ying Cheng’, Hongrui Ni Dong Wang',

Table 2. v of respi to alflutini

Complete response (CR) 0
Partial response (PR) 163 (74.1%)

Stable disease (SD) 43 (19.5%)
Progressed disease (PD) 12 (5.5%)
Unevaluable (UE) 1(0.5%)
Not evaluated 1 (0.5%)
ORR 74.10%

95% CI 67.8%-79.7%

Figure 1. Kaplan-Meier estimates of PFS
Safety
« At the DCO of Nov 6, 2019, the median time of
exposure to alflutinib was 9.7 months.
* 24.1%(53/220) of patients had grade > 3 adverse events
(AEs), and 10.0% (22/220) had drug-related grade > 3
AEs. fhc most common drug related grade > 3 AEs were

d aspartate aminc fe (three [1.4%]),

mcreased alanme ammotransterase (three [1.4%]) and

d Itransfi (three [1.4%]).
21 4%(47/220) of patients had serious AEs (SAEs) and
5.5% (12/220) had drug related SAEs.
* Only 8.6% (19/220) and 8.2% (18/220) of patients had
diarrhea and rash of all grade respectively. No grade > 3
diarrhea or rash were observed. Interstitial lung disease
was observed in 1 patient (0.5%).
« Dose interruption and reduction were reported in 11.4%
(25/220) and 2.3% (5/220) patients. Permanent discontin-
uation of alflutinib occurred in 3.6% (8/220) patients.
« 4 patients experienced AEs with death outcome, includ-
ing CNS metastases (n=2), respiratory failure (n=1) and
unknown death (n=1). The causality between study drug
and first 3 events were assessed as probably not related
by investigators, whereas the last one could not be
determined due to the unknown cause of death.
* The detailed adverse events were listed in table 3.
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advanced NSCLC with EGFR T790M mutation.
Jtharac Oncol. 2020,

d by IRRC Tnble 3. Treatment emerged adverse events (TEAEs, n—220)

R A
214(97.3%)

VAI least one‘T

(24.1%) | 22(10.0%)
Cough 49(223%) 0 0
;i';z'i;s”"““’ry 3 37(16.8%) | 100.5%) |0
:’:‘in“”dom:sfe":;:‘e 37(168%) | 3(14%) | 3(1.4%)
;’::I’:ij:n:'r:';:s‘: 35(15.9%) | 3(14%)  3(1.4%)
Prolonged "
electrocardiogram QT 33(15.0%)1 |10 g
ili'r‘e";g;m‘ 30013.6%) | 100.5%) | 1(0.5%)
Decreased white
blood cell count 28(12.7%) | 0 0
Anemia 27(123%)  2(09%) 0
Increased weight 24(109%) 0 0
Increased serum
creatinine " 22(10.0%) | 0 0

Conclusions

« Aflutinib showed promising clinical antitumor activity in
patients with EGFR T790M mutation NSCLC, including
those with CNS metastases.

« Alflutinib also showed an acceptable and manageable
safety profile.

« Therefore, alflutinib should be considered as a treatment
option for NSCLC patients with EGFR T790M mutation.
* The randomized, double-blind phase II trial
(NCT03787992, FLAG study) comparing alflutinib versus
gefitinib as first line therapy in EGFR mutation posilive,
locally advanced or metastatic NSCLC patients is ongoing
and the 11 has been compl

Acknowledgement

* This study was sponsored by Shanghai Allist Pharmaceuti-
cal Inc,. China. This study was also supported by China
National Major Project for New Drug Innovation
(20172X09304015, 20187X09301014009 and 2019ZX-
09201-002) and CAMS Innovation Fund for Medical
Sciences (CIFMS) (2016-12M-1-001).

+ We thank all the sites that contributed to recruitment, the
investigators, patients and their families who participated in
the study.

Copesof this posterctined [ %
Quick Response (QR) =7




EGFR mutations

Osimertinib in Non-Small Cell Lung Cancer (NSCLC) with Atypical
EGFR Activating Mutations: A Retrospective Multicenter Study

Laura Hupp D", Julia K

Introduction Results (continued)

- Osimertinib is a 3rd-generation EGFR tyrosine kinase Table 1. Clinical and pathologic characteristics of the study population. Table 2. Distribution of atypical EGFR mutaticns in the study population. S— ""“"""’"“"""‘"M”“,f,'im“
inhibitor (TKI) approved for 1st line treatment of Median Age st Diagnosis Rangsl 6544831 Lingof Therapy (%) LBS1X (%) 20039.2) 57681 (%) 23.9) ST6BLGTIONAS1G| 71 manths (50-93,0 =34 89 months (17-16.1),n = 14
metastatic non-small cell lung cancer (NSCLC) harbaring FirstLine 20130.2) Les1Q 14Q27.5) 5768 1200
EGFR Exon 19 del and L858R (representing >80% of - s Fendtne Jiies L8160 + LB 209 76614 G719 1020 e sriaoAnw || sosctebecvonmass

il " s ¥
n 1 - presenting - Wommen 725 sdlne 22 18610 +KESN 120 L8610 8Smanhs(17-13A=19 | 193 months fnoclestmate)n= 10
EGFR-activating mutations) and patients with EGFR Prior EGFRTKI 28154.5) L8610 + G719A 120
T790M (the most common resistance mutation to 1st or e — L8510 + LBSEM oo  Exon20insertion(%) 8(15.7) Blon 20 imertion| 15monhs 04-26,0=8 | Bmonths (o Clestmtehn= 2
A Race()
2nd generation EGFR-TKI)."* 1 2B(549) . ~ LB61R +V774M 12.0) Exon 19 Insertion 168 months, n =1 168 months,n = 1
2 08 ucasian soise8) Other Mutations (%) 10(19.6)

+ Clinical activity of osimertinib in less common EGFR A o I GTI9K (%) 1(27.5) V77aM 2039) Orutons| 2 nentu0- 179010 | 77 nene 13150 =a
activating mutations such as G719X, L861Q, 5768, and — African American 28 g;l:g zgﬁu: L747P 120) Table 3. Median time on any line and first line osimertinib for various
exon 20 insertion has been less extensively studied.*# Neversmoked @y Other S8 67195 120 Emn ':';;d"pmmn 15 n; subgraups of patients harboring different EGFR mutations.

PRI Former smoker 2905691 xon 1 letion 12,0

« Afatinib is FDA approved for G719X, L861Q and 5768 Curentsmoker o) Stage at Disgnosls (%) g”gi * :757;" 20 9 insertion 120 G719X versus L6 - Al Lines.

based on pooled analysis of LUX Lung 2, 3 and 6 with Average pack year i smoker} e | gg‘q?' G;&:Jg; lggg 1A 1200 “ ok -7
N . Geneniied Wiceson,p <0008
median PFS of 10.7 months (95% CI 5.6-14.7).7 Hakegy ) —_— airs G719A+18810 W20)  HI3R 120 s L -

- In a prospective, single-arm, phase |l trial of osimertinib Squamous cel carcinoma o) L 37025) S719h + 57681 120 LBasv + HEASL 238)

in 37 NSCLC patients with uncommon EGFR mutations
by Cho et al 2020 in an Asian population median PFS
was 8.2 months (95% Cl 5.9-10.5) compared to median

ekl - Osimertinib has clinical activity as defined

L858R NSCLC*®

by time on treatment in thls_largest known f ) ) )
To evaluate real world clinical outcomes in a multi- retros pectlve Cohort Of atypl Cal EGF R Figure 3. Kaplan-Meier ;u,viva\':;?;;:::,:,‘.::‘;n osimertinib in

inSTtu:i‘t)'n’r\rl?(;uLSCptemtvedm{?lr i"_ﬂ 55":_951‘;" P:tiﬁ"“bwng t t . t t d . t h o t . . b patients with G719 versus L861Q EGFR point mutations in both first and
metastatic reated with osimertinib who harbore subsequent line settings.
at least one atypical EGFR mutation, excluding those with mu a IOﬂS rea e WI OSI mer Inl : m

concurrent L858R, Exon 19 del, or T790M.
. . . . « Osimertinib has activity in atypical EGFR mutations based
_EE_ L] Cllnlcal beneﬁt appea rS IOWer than hlstorlcal on time on osimertinib in this retrospective analysis,
though first line clinical benefit appears lower in this
+ Adult (218) patient with non-small cell lung cancer d ata fo r E 1 9d e | an d L85 8 R- multicenter US cohort than PFS noted in EGFR E19del or
- Atypical EGFR mutations confirmed on next generation L858R as described in FLAURA.?
sequencing, ddPCR, or other PCR/RT-PCR methods + These results are similar to the results of the prospective
- On osimertinib at any line of therapy . - phase Il trial (Cho et al, 2019) conducted in Korea.®
+ Patients with previous or subsequent chemotherapy, 1st/2nd C Pat en tS WI t h L86 1 Q d p pea red tO be n eﬁt th e + Patients with L861Q and Exon 19 insertion appeared to
gen EGFRTKI therapy, and radiation therapy were included . « . . have the most benefit from osimertinib in this time on
most from osimertinib, as well as one patient weatment analysi. _
. . . « More detailed analysis of this cohort is planned and
WI t h a n exo n 1 9 N Sertlo n further prospective studies are warranted to determine 0
* clinical benefit of osimertinib amongst diverse atypical . ;
EGFR-mutations.

#
Study Type: Multi-center, Single-arm, Retrospective cohort analysis Osimertinib in Atypical EGFR Mutations - All Lines First versus Subsequent Line Osimertinib in Atypical EGFR Mutations References ;A

s Probibibity of Cantinising Osissstinib

T

— 1851 Mutation
— G719K Mo

+ Allindividuals harboring an EGFR exon 19 deletion, L858R
activating mutation, or T790M resistance mutation
- Patients with small cell lung cancer

Study population: 51 patients identified from six US academic |1 2 L 1. W o, Mok TS Loog 4 G018, Overtew f e s mamagement of EGF Rt CLC M -
institutions including: ! ¥ Median Time on Osimertini E 1. Median Time on First Line Osimertinib: Annals of Ocokogy, 2801135, o .
" - os kel 7.1 months (5% CI, 5.4 - 8.8 months) £oe 8.9 months (95% C1, 2.0 - 10.8 months) et nmm,m[:;g;f‘f‘;am, bendotber T e
+ UC Davis Comprehensive Cancer Center H Yy - L. Median Time on Subsequent Line Osimertinib: 3. Riess I, Garelata DR, Framptan G, Madcn R, Pelet N, B 1A, Dy GK, Ou 4 Stephers 4, MPhersan 0, Lors
 UC San Diego Moores Cancer Center :. ' . 59 monsie (9% ), 2.4 85 mantiel B A, v 5 M Vh D S, ok 5o . 201, O S 20 s r
i 1 £ 1 p 186 Generalied Wicawan. p = 00 ncol e
« Stanford Cancer Institute H by 13 fogramip =196 Gl fneon = 043¢ oot b et I nonmallcolung cancer, Signa
. ] Tiansgcticn and Targetec Therapy, 4 At 5
« Dana-Farber Cancer Institute o b y E:s . 5. Wesovr D Zugaisgt ) Ch. oy A u e L 11E, Wechs o s sistnce ok s
+ MGH Cancer Center g — % ‘ 6, Chiu CH, Yang CT, smh‘nu’: (205, [nmem:?;‘«h fllcxnec:_z\mwh;nmnrkm:'::\rhlgm vesment
+ UCSF Hellen Diller Family Comprehensive Cancer Center Tn 'E B3 7. Yo 4. Secust L. Geer St T OO m'\’s‘;'mwvm‘ﬁm WY CL s, m‘:L."r:;m:-yL‘l.zamlm
Number of patients with uncommon EGFR mutations: 51 2 ° — st Line Cskmastinlh e B o s past-hoc ...,“,muux Lang 2, LU Lun 3, and LU Lung & Lancet
i - Tii inil EE — Subsequent Line Crimertinis Oncol 164718302,
Main outcomes: Time on osimertinib was employed as a surrogate O iyl a Tand: . et Oymennd = = = 8. Cho J¥, Lim 5H, An M, Kim KN, Fark KU, Kang £, Chol ¥H, Al M5, Lee M, 5un JM, Lee SH, Abn J5, Fark K, Al
endpoint for clinical benefit in this retrospective analysis. : A e———— - Tie on Gsimertinis Days) Nkt O Lobet Phase N RS2 LUTE.085 1o o Gl Oneology, S Ea8 gom. &
. i . e o . . e — 9. Sora 4C e ¥ Vansteeniste . Reungwetwatians T, Chemaskulycrg B Lee K. Dechaphurieul & imarmurs F,
Statistical Analysis: Kaplan-Meier analyses were generated with Figure 1. Kaplan-Meler survival analysis of time on osimertinib in overall Figure 2. Kaplan-Meier survival analysis of time on osimertinib when used iy ebbecir s gt s A il Ul
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Amivantamab (JNJ-61186372), an anti-EGFR-MET bispecific antibody, in patients
with EGFR Exon 20 insertion (Exon20ins)-mutated non-small cell lung cancer (NSCLC)
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ECOG-ACRIN EA5162 : A phase Il study of high-dose osimertinib in NSCLC with EGFR exon 20 insertions ==ECOG-ACRIN

Zofia Piotrowska, MD, MHS?, Yating Wang, MS?, Lecia V. Sequist, MD, MPH?, Suresh Ramalingam MD, FACP, FASCO ?
1. Massachusetts General Hospital, Boston MA, 2. ECOG-ACRIN Biostatistics Center, Boston, MA, 3. Winship Cancer Center, Emory University, Atlanta, GA

cancer research group

Reshaping the future of patient care

BACKGROUND RESULTS

+ EGFR exon 20 insertions (ins20) in NSCLC are generally
refractory to 15t/2"-gen EGFR TKIs!.

+ The activity of 3" gen EGFR TKIs (i.e. osimertinib) against
EGFR ins20 is unknown. Preclinical studies suggest that their
favorable therapeutic window may allow for inhibition of
EGFR isn20 at clinically-achievable doses?

+ EA5162 is a single-arm, phase Il study of osimertinib 160 mg

in NSCLC pts with EGFR ins20 (NCT03191149.)

METHODS/STUDY DESIG

KEY ELIGIBILITY

+ Advanced NSCLC

* EGFR ins20 (local, CLIA-certified tissue assay)
* At least 1 prior line of therapy

*+ Stable, asymptomatic brain mets

TREATMENT REGIMEN

+ OSIMERTINIB 160mg DAILY

* Until progression, intolerable toxicity or
withdrawal

ENDPOINTS
* 1°: Objective response rate (ORR, RECIST 1.1)

+  2° safety, progression-free survival (PFS) and
overall survival.

STATISTICAL DESIGN:

= Planned size: 20 patients (pts) with a planned ineligibility rate of 10%.

= Simon 2 Stage Design with interim analysis of ORR:

9pts ELLu 11 pts
= Target ORR (PR/CR): 30%; null hypothesis 5%. The design has 90%
power to detect this difference, with a one-sided a of 0.0505
= Data cutoff: May 14, 2020
REFERENCES: 1. Yasuda, et al. Science Trans Med, 2014; 2. Hirano, et al. Oncotarget 2015

RESULTS

Table 1. Patient Demographics Fig 1. Waterfall Plot
Median age, years (range) 65 (46-81)

Gender 6(29%) Male | 15 (71%) Female OVERALL EFFICACY:
Median # prior therapies (range) 2(1,3) Confirmed ORR:

EGFR exon 20 mutation subtype A767_V769dupAsV - 5 (24%)
(only EGFR ins20 with > 1 pt are listed)  V769_D770insASV — 2 (10%)
D770_N771insG - 2 (10%)
H773_V774insPH— 2 (10%)
+ 21 pts were enrolled between 4/2018-7/2019. 4/21 pts were ineligible
due to: non-EGFR ins20 mutation (3), screening labs out of window (1) mDOR: NA
« The eligible study population included 17 pts. 15 pts were evaluable for (95% Cl, 4.7, NA)
response, 2 had no evaluable response assessment.
* Unless otherwise indicated (*), responses were confirmed (RECIST 1.1)
+ Best responses included: 1 CR, 3 PR, 1 unconfirmed PR, 9 5D, 1 PD
* 4 pts remain on treatment. 17 pts have discontinued treatment for:

mPFS 9.6 mo
Cl, 4.1,

RECIST PD (8), clinical PD (4), AE (1), death (1), other (3)
Table 2. Treatment- I mm ;:Aglii.\mer's
Diarrhea 1245m 4(19) o
Related Adverse Fotase oy Ap) z(m’ 5 Plot
Events Platelets decreased nGH  ze o 0
s s 18 00 o
'WEK decreased Ti33) 2{10) a o
Anorexia 4119 419) 145 o
Mucositis oral a9 304 1i5h o

* Only treatment- e L ——

related toxicities S 7 S S R CONCLUSIONS

. ; 20100 19) a o
observed in>10%  puceccc 1 s o e ——— = P —
of pts are shown. Paranychia 2000 2 P Osimertinib 160mg QD showed clinical activity in EGFR

+ 1 pt had grade 4 —_— S N T ins20-mutant NSCLC with an ORR of 24%, disease control

. o
respiratory failure. S :::: ::: : s [afe 82./?, land mPFS of 9.6 l_-nlos in this srrnall c?hort.‘

+ 1 pt discontinued Neutrophilsdocroased 20100 2010) @ o Osimertinib 160 mg QD toxicities were consistent with
study treatment due ;:’:: ‘I"‘;’ u?m : : other repol rash, dia rl.lea were. not C.Ibf rved.
to gr 3 anemia Creatinneimreased 2000 15 0 0 Further study of osimertinib in EGFR ins20 is planned.

. Lymphocytes decreased  2(10)  115) a )
“Weight loss 145 2{10) o o
vascle o s o a o
Couigh 20100 115) a 0
Dysprea 1450 18) 150 o




ALK translocations

Background

9518/ 284

fa e = Correlation of Baseline Molecular and Clinical Variables With ALK Inhibitor
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Updated overall survival (OS)
and safety data from the
randomized, phase Ill ALEX study
of alectinib (ALC) vs crizotinib
(CRZ) in untreated advanced
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A Phase Il Study of Lorlatinib in Patients with
ALK-Positive Lung Cancer with Brain-Only Progression

Iblayi Dagogo-Jack’, Geoffrey Oxnard?, Jessica Fink', Gianluca Diubaldi?, Caitlyn Helms', Justin F. Gainor', Michael Rabin?,
Rebecca S. Heist', Jessica J. Lin', Jennifer Ackil’, Alona Muzikansky', and Alice T. Shaw'
f Massachusetts General Hospital Cancer Center,  Dana-Farber Cancer Institute

Intracranial Response Rate Patterns of Progression on Therapy

At 12 weeks, the intracranial disease control rate was 95%

m,rc Lorlatinib for advanced ALK+ and ROS1+ non-small cell lung cancer (NSCLC): Efficacy and treatment
sequences in the IFCT-1803 LORLATU expanded access program (EAP) cohort.

Simon Baldacei!, Virginie Avrillon?, Benjamin Besse?, Berirand Menneciert, Michae! Duruisseau®, Julien Mazieres, Renaud Descourt”, Helene Doubre?, Pascale Dubray-Longeras®, Jacques Cadranel™, Denis Moro-Sibilt™, Charfes Ricorde!™, Sigoléne Galland-Girodet®,
Isabelle Monnet", Josiane Otio'*, Sophie Schneider', Pascale Missy'", Franck Morin', Virginie Westee!™, Nicolas Girard™.
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Background

kinase (ALK} (ALK+) lung cancer is associated

i Extracranial With median follow-up of 14 months,
B A o | YRR T S
X 2 S o - ‘. 3 o paties le disease
+ Lorlatinib is a third-generation ALK tyrosine kinase inhibitor (TKI) developed to Sracranial Yoo No | * 3CNs-only
penetrate the CNS and overcome resistance to other less potent ALK Tkis.?* 3 patients converted from partial to complete intracranial response after 12 weeks Progression L NS o nB+CNE Table ics of the cohorts. Table 2:C istis at lorlatinib inatian. Figure 1: PF5 forthe ALK+ cohort. Figure 2: 7F5 forthe ROS L+ cohort.
O l"nhnhn!ob-l Pphase Il study, Ior'-ﬂnlbll:ld-mﬂ ln!r-cv:nnl:l responess in 33% :L ml;ln:- Best Intracranial Response Yes 1 3 Four patients with ongoing CNS Lorlatinib, AEK th\r:gg!seimuun ‘l)yems\r:ad kinase Ialglhw; (TKI | charactaisis AR r=13) ROSI: (ST Charderistis ALK o143)  ADS1 fne5T) ime T g} )
2 » response continued treatment targeting an , has been made available in France | Gender Performance statis. £ Wk 5. 111 e K73 - 145 Maden FF5 75 raribs BUCTED - 313
= Among patients with pre-lorlatinib CNS metastases treated in the phase Il study, the g i Em -ug No s 13 beyond extra-CNS progression. starting October 2015 through an EAP for advanced, ALK+ of | mae A Pt 0 qifmes) s 3=
cumulative incidence of extra-CNS progression on lorlatinib exceeded the € I : — ROS1+ NSCLC after the failure of at least one ALK-TKL The | renuie spssen aiisnanl 2 A wan B
cumulative incidence of CNS progression.* 2 I Durable Intracranial Response to Lorlatinib data regaring efficacy and safety of orafini included i e | edunage ol ] imend || e 2 ; G
+  Astreatment for extra-CNS. can confound assessment € Brain, Bone PD Brain PD Bone PD different therapeutic sequences of ALK+ or ROST+ NSCLC, | smoking satus Previous ey 7! \
of durability of intracranial response, m_pfrfnmlnd a phase I study (NCT02927340) E Crizotinib Alectinib ] [ are lacking besides the recently published phase Il mulficohort | curenyormer smeker 5N 2y 1 Ay ppoas) E . L .
to selectively evaluate the anti-tumor activity of loriatinib in ALK+ patients with CNS- 5 i Intracranial objective @m ) (7.5 months) ials (1-2). P— . ssiaeq) ; s e i | T L
only disease. response rate = 53% - 2" o
. & P 0 jective [ a 1 3 38(368%) 9(158% ?
Study Design [ Objectie _____JIIE s (€,
. . 50 i 08 364K Previous tatment 7 o - M ] P 2 1 ®
22 patients were enrolled at MGH and DFCI between 11/2016 and 1/2019 Pre-loratinib brain MRI We aimed to determine the efiicacy of loriatinio in advanced | w B S0 Chemotherapy mimy By Time {months) Time (manths)
« Patients received loriatinib at a starting dose of 100 mg QD rability of Intracranial Response (Months) demonstrates metastases ALK+ or ROS1+ NSCLC patients in real life setting after fallre | o miEs o mssey) (s
+ The primary endpoint was intracranial disease control rate at 12 weeks per Median intracranial PFS and intracranial DOR were not estimable due to a limited mf_‘,"m‘;&‘:;gﬁ, of at lezst one ALK TKI. Urkooun 2 1 T T | o e om0 e RO cohart
modified RECIST v1.1 number of progression events. (B) regions. After 18 Hatology GBS B6ERIN Iy — -
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g Stablo [r— 4 Offstudy, no CNS progression cerebellar metastasis (C) X § . Gther s 1638 ) H ., H
Sage vALK: S e i a1 compiela asohiion o We report al conseoulve patients with acvanced, rekaciory, | | ; e | I - P
«ONS Hyew-m Loriatinib A * On study, response cngoing the occiptal lesion (D). ALK or ROS1+ NSCLC enrolled in the French EAP of lorafinib : e, : L
melasiasis & reament S 5 i T
n=22 ras—— from October 2015 to June 2018, Data were collected from g 0 Ly
. N . N - vinil g o I
il e free rate at 12 medical records by French Cooperalive Thoracic Intergroup |28 : Overall esponse to lorlatinio. H £ -
S s - — months was 81% (95% Cl: 53%-94%) (IFCT) research study assistants on site. Priary endgoint was el MSteies?] ) o
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Baseline Characteristics e, R s ot b Tt Time ratt)
Stabie disease. 52 (0| (a2
Characteristic (n=22) Lorlatinib was discontinued after 19.5 months 16[125%) HiE N
due to new symptomatic bone metastases. T e Lo i iy Conclusions
S e | Conclusions | et ey
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