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Antibody-Drug Conjugates: New kids on the block

Important Properties of the ADC Components and Target Antigen

Antigen

= High homogeneous expression on tumor

= | ow or no expression on healthy tissues

= High affinity and avidity for antibody recognition

Antibody
= High affinity and avidity for tumor antigen
= Chimeric or humanized to

decrease immunogenicity

= Long half-life and high molecular weight

Cytotoxic Payload
= Highly potent agents:
« Calicheamicin
« Maytansine derivative (DM1 or DM4)
« Auristatin (MMAE or MMAF)
« SN-38
« DXd topoisomerase | inhibitor
= Optimal DAR (range: 2 to 8)
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Linker
= Stable in circulation
= Efficient release of payload at target site
» Prevents premature release of payload at
nontarget tissue
= Efficient linker technology
(cleavable vs noncleavable)
= Site of conjugation
= DAR affects drug distribution
and pharmacokinetics

Cleavable Linkers

Depend on physiological conditions:

pH, proteolysis, or high intracellular glutathione
Noncleavable Linkers

Depend on lysosomal degradation
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ADCs: MECHANISM OF ACTION

ADC

Payload
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Human Epidermal Growth Factor Receptor 2 (HER2)
in NSCLC

.. Receptor L domain (I & III) ® In-frame
Ml Furin-like domain (ll) ® Missense - driver
i Growth factor receptor domain (1V) ® Missense - VUS

© Splice - VUS

M Transmembrane domain ;
@ Truncating VUS

M Kinase domain
Y772_I=775dup (35.9%)

S310F (5.1%) L755P/A/S (4.3%)® G776delinsVC/VV/AVGC (8.5%)
o
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S —
HER2 Protein overexpression HER2 Amplification HERZ2 Mutations
(20-40%) (2-3%) (1-2%)
Defined as IHC 2+ or 3+ Occur primarily within Exon 20
Associated with poor prognosis Y772 A775 duplication most frequent

IASLC Atlas of Molecular Testing 2023; Yoshizawa Lung Cancer 2014
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Targeting HER2 in NSCLC

HER2 EGFR
(No known ligand) HER3
HER4
Ligand
Monoclonal antibody ’
Transtuzumab
Antibody-drug conjugate
Transtuzumab deruxtecan
¢ \OOOOOOCOOOOOOOOOCOOOOOC0)
TG EERERRERRRREERRRRRR

Tyrosine kinase inhibitors
(afatinib, dacomitinib,
neratinib, poziotinib)

In August 2022, Trastuzumab deruxtecan (T-DXd) 5.4 mg/kg was approved by
the FDA as the first-ever HER2-directed treatment for adult patients with

unresectable or metastatic HER2 mutation positive NSCLC who have received a
prior systemic therapy.

Modified from Arcila et al in IASLC Atlas of Molecular Testing 2023
Benjamin J. Solomon MBBS, PhD
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Trastuzumab deruxtecan in HER2 mutation positive
NSCLC — DESTINY-LungO01

40 Patients (N = 85)2 HER2 mutation domain location
5 BKinase domain " Extracellular domain
= B R R S A0 -
o |
M » 0 7
£ 2
gg 20 -
I e
§ “s 40 A
O E ;
F ORR 54.9% (50/91); Median PFS 8.2 months;
S = Median DOR 9.3 months; Median OS 17.8 months
o =0 Responses were observed across HER2 mutation subtypes, as well as in
g a0 patients with no detectable HER2 expression or HER2 gene amplification®
HER2mutation |
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(exon and subtype) -~
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HER2 protein expression

HERZ2 gene amplification II

Prior HER2 TKIl therapy

Li et al. N Engl J Med. 2022
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DESTINY-Lung02

T-DXd 5.4 mg/kg (n = 52)
ORR - 53.8%

100 _ M Both prior platinum therapy and PD-(L)1 therapy (n = 37)
Prior platinum therapy but no PD-(L)1 therapy (n = 15)

AC Patient with best percent change o -DXd
80 - Best (minimum) change 5.4 mg/kg
60 - n 49

Mean, % -38.6

SD (range), %

26.9 (-100, 6.0)

Patients

Best % Change in Sum of Diameters from Baseline

pReSENTED BY: Benjamin J. Solomon MBBS, PhD
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T-DXd 6.4 mg/kg (n = 28)
ORR- 42.9%

Il Both prior platinum therapy and PD-(L)1 therapy (n = 22)
Prior platinum therapy but no PD-(L)1 therapy (n = 6)
1< Patient with best percent change of zero

=DX0
Best (minimum) change 6.4 mg/kg
n 26
Mean, % -34.6

SD (range), % 25.8 (100, 7.0)

Best % Change in Sum of Diameters from Baseline
o
|

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Patients

Goto ESMO 2022

NCT04644237
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Destiny-Lung02 Safety

Drug-related TEAE, %
Any grade

Grade 23

Associated with drug discontinuation
Associated with dose reduction
Associated with drug interruption

Associated with death®

100 20
T-DXd 5.4 mg/kg m T-DXd 6.4 mg/kg
n=101° n=>50
Adjudicated, Drug Related ILD (Any Grade) 6 (5.9%) | 7 (14%)
Cases resolved, n (%) 3 (50%) | 1 (14.3%)
Goto ESMO 2022
202 A ' presenteD Bv: Benjamin J. Solomon MBBS, PhD | AMERICAN SOCIETY OF
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Selected ADC targets in NSCLC (excluding HER2)

TROP2 Glycoprotein transmembrane calcium-signal transducer

C-MET Receptor tyrosine kinase; hepatocyte growth factor is the ligand for this receptor
HER3 Member of HER receptor tyrosine kinase family

CEACAMS Glycoprotein member of the CEA gene family

NECTIN4 Single-chain transmembrane glycoproteins that mediate cell-cell adhesion

Tissue Factor

Transmembrane glycoprotein that localizes the coagulation serine protease factor VII/Vlla (FVII/Vlla) to the cell surface;
primary initiator of the coagulation cascade

AXL Member of the TAM family of receptor tyrosine kinases; implicated in the clearance of apoptotic debris and negative
regulation of innate immune responses
PTK7 Member of the pseudokinase family of receptor tyrosine kinases with involvement in non-canonical Wnt signalling

Folate Receptor-a

Cell surface, glycophosphatidylinositol-anchored protein with a high affinity for its ligand partner, which is highly expressed
in malignant cells

NaPi2b

Cell surface sodium-dependent phosphate transporter that regulates phosphate homeostasis

Coleman NPJ Precis Oncol 23, Marks Curr Oncol Rep 22, Desai Lung Cancer 22
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Estimated tumor volume, mm?3

2500 -

2000 -

DAPOTAMAB-DERUXTECAN

hTROP2-MC38 tumor volume in C57BL/6 mice’

- = PPPPPPOTY
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Vehicle

Isotype control ADC
Datopotamab

Dato-DXd

Anti-PD-1 Ab

Anti-PD-L1 Ab

Dato-DXd + anti-PD-1 Ab
Dato-DXd + anti-PD-L1 Ab

IV dosing of Dato-DXd, datopotamab,
or isotype control ADC (day 0, single)

IV dosing of anti-PD-1 Ab or
anti-PD-L1 Ab (days 0 and 3, Q3D x2)
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TROPION-Lung02: PHASE 1b STUDY

« TROPION-Lung02 is the first study evaluating Dato-DXd + pembrolizumab % platinum CT? in advanced
NSCLC without actionable genomic alterations® (NCT04526691)

= The safety of the Dato-DXd + pembrolizumab doublet was established prior to evaluation of the platinum-
containing triplet

= The safety of Dato-DXd 4-mg/kg combinations was established prior to evaluation of 6-mg/kg combinations

Key eligibiiity criteria

) Dato-DXd M pembro " platinum CT
« Advanced/metastatic NSCLC IV Q3W IV Q3W IV Q3W - Primary objectives: safety
* Dose egcalationcz <2 lines of prior | conort 1 (n=20): 4 mglkg + 200 mg and tolerability
thierdpy L T rT— Doublet - Secondary objectives:
- Dose expansion SRl s LI s AT efficacy, pharmacokinetics,
= <1 line of platinum-based CT Cohort 3 (n=20): 4 mg/kg + 200mg + carboplatin AUC 5 B and antidrug antibodies
d
(cohorts 1 and 2) Cohort 4 (n=30): ‘6mglkg + 200mg  + carboplatin AUC 5 :
= Treatment naive (cohort 2; -~ Triplet
enrollment after Jun 30, 2022)d | Cohort 5 (n=12): 4 mg/kg + 200 mg + cisplatin 75 mg/m?
= Treatment naive (cohorts 3-6)4 | Cohort 6 (n=10): 6mgkg + 200mg  + cisplatn 75mgim?  _

Data cutoff: April 7, 2023.

AUC, area under the curve; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; pembro, pembrolizumab; Q3W, every 3 weeks.

3 Administered sequentially at the same visit. ? Patients with known actionable EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET mutations or alterations in other actionable oncogenic driver kinases were not eligible for this study.
Testing for EGFR and ALK alterations was not required for patients with squamous histology who were smokers or 240 years of age. ¢ The first 3 to 6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate;
the remaining patients are considered part of dose expansion (for which enroliment was ongoing at the time of data cutoff). ¢ Prior therapy requirements are for treatment in the advanced/metastatic setting.

2023 ASCO #ASCO23 presenTeD By: Yasushi Goto, MD, PhD ASCO pupsepean i
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TROPION-Lung02: PHASE 1b STUDY

All patients (n=124)2 Patients in the 1L setting (n=84)?
] M Doublet M Triplet + Treatment ongoing % Dato-DXd 6.0 mg/kg® 80 M Doublet M Triplet + Treatmentongoing  * Dato-DXd 6.0 mg/kgP
60 | 60
40 40

20+ 20
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+++

Best change in sum of diameters from baseline, %
Best change in sum of diameters from baseline, %

60 | 60 |

+4
80 | 80 | %
100 100

All patients Patients in 1L

Doublet Triplet Doublet Triplet
(n=61)P (n=71)b
Confirmed + pending ORR, n (%)% 23 (38) 35 (49) 17 (50) 30 (57)

[95% Cl] [26-51] [37-61] [32-68] [42-70]

a
Response (n=34)> (n=53)
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TROPION-Lung02: PHASE 1b STUDY

Triplet

(n=72)

AESI, n (%)2P

* QOral mucositis/stomatitis was the
most common AESI and was
predominantly grade 1/2

All grades Grade 23

e
’ i %
B i Al

Oral mucositis/stomatitis 37 (58) o (8) 31 (43) 4 (6)
ILD/pneumonitis adjudicated as * Nograde 5 AESIs have occurred
11 (17 2 (3 16 (22 243
g b ater 0 - 22 b » There were no grade 4 or 5
. . “gn f
Ocular surface toxicity® 10 (16) 12) 17 (24) 2 (3) adjudicated ILD/pneumonitis events

IRR® 15 (23) 0 10 (14) 0

K. Vermaelen



ANTIBODY-DRUG CONJUGATES
CONCLUSIONS

A ADCs are emerging as a new systemic treatment modality in
NSCLC

Al ots of fAtweaksoOo possible in te+ ms
payload

A opens up atreasure chest of new potential targets

A TROP2-DX still has to demonstrate a clear benefit vs SOC (tox!)
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CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC:year clinical update

CHECMATE 9LA 4YEAR UPDATE

NIVO360 mg Q3w +IP| 1 mg/kg Q6w

Key eligibility criteria n =361
A Stage IV or recurrent NSCLC - +
A No prior systemic therapy N = 719 Chemo° @aw(2 cycles)

A No sensitizing EGFRmutations
or known ALK alterations

AECOGPSO0or1l

Until disease
progression,
unacceptable
toxicity,
or for 2 years
for immunotherapy

Stratified by Chemot q@aw(4 cycles)

a 0 - 0
sex Pa%(lj_ }],é;&)gos, \(/S% VSONSQl) %)) =it  with optional pemetrexed maintenance (NSQ)

“ Primary endpoint Secondary endpoints Exploratory analyses A
A OS A PFSby BICR A OS by tumor histologic subtype
A ORR byBICR
L A Efficacy by tumor PD-L1 expression p

Database lock: February 13, 2023; minimum/median follow  -up for OS: 47.9/54.5 months.

Figure reproduced from Paz-Ares L, et al. Lancet Oncol 2021;22:1983211, with permission from Elsevier.
aDetermined by the PD-L1 IHC 288 pharmDx assay (Dako). PPatients unevaluable for PD-L1 were stratified to PD -L1 < 1% and capped to 10% of all randomized patients. °NSQ pemetrexed +

cisplatin or carboplatin; SQ: paclitaxel + carboplatin.  9Hierarchically statistically tested. BICR, blinded independent central review; IHC, immunohistochemistry; Q3W, every 3 weeks;

Q6W, every 6 weeks; R, randomized; SQ, squamous.



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC:¥ear clinical update

Figure 2. OS in all randomized patients
and in subgroups by PD -L1 expression or histology

A. All randomized

100-
NIVO + IPI+ chemo Chemo
80— s (n=361) (n = 358)
. Median OS2 mo 15.8 11.0
63% HR (95% CI) 0.74 (0.63&.87)
60~ L.
O\O '--,1 :
Nl fy |
) !
© 4T%
|
| N
| . NIVO + IPI + chemo
20- i . i
| | |
I I I
: | I [
| i | i Chemo
0 I I I | I I I | I I I | I I I | I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months
No. at risk

NIVO + IPl + chen861 326 292 250 227 191 170 151 138 125 115 106 9 92 87 80 74 47 21 14 4 0
Chemo358 319 260 208 168 139 115 102 93 8 74 66 63 58 55 53 50 38 22 10 5 0



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC:¥ear clinical update

Figure 2. OS in all randomized patients
and in subgroups by PD -L1 expression or histology

0 . 0
B. PD'Ll < 1 /0 NIVO + IPI + chemo Chemo C PDL 1 O 1 /0 NIVO + IPl + chemo Chemo
(n =135) (n=129) (n =204) (n =204)
100+ 100+
Median OS¢ mo 17.7 9.8 “h Median OS¢ mo 15.8 10.9
804 HR (95% CI) 0.66 (0.5080.86) 80+ R HR (95% CI) 0.74 (0.608.92)
S 60 S 60
)] )]
O 404 O 404
| - 23%' NIVO + IPI + chemo
20~ | 22*()}/‘“{--!—&_*__0____4_ | 20~
| ') 15% ! 1305 == mo.®--0 Chemo
0 1 1 1 : 1 1 1 II 1 1 1 II 1 1 1 II 1 1 1 1 1 G 1 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 O 3 6 9
No. at risk Months Months
NIVO+IPI.+ chem@5 120 107 90 85 73 66 55 50 44 40 38 34 32 32 31 31 18 8 6 2 O 204 186 166 147 133 109 97 90 83 77 71 64 58 56 51 46 41 27 13 8 2 O
Chemol29 116 90 68 58 47 37 32 27 25 19 17 17 16 16 15 15 10 4 1 O O 204 179 151 122 96 79 68 60 56 51 45 40 37 35 33 32 29 25 16 9 5 O
D. SO 100 NIVO + IPI+ chemo chemo  E. NSO 50 NIVO + IPI+ chemo Chemo
Y (n = 115) (n=112) ", (n = 246) (n = 246)
80+ Median OS¢ mo 14.5 9.1 80- Median OS! mo 17.8 12.0
0
S 60 :64/0 HR (95% CI) 0.64 (0.48%0.84) S 60- . HR (95% CI) 0.80 (0.660.97)
w _I_‘-i 0 U) 1
O 407 40% .. 35% NIVO + IPI + chemo O  40- : NIVO + IPI + chemo
L e | 20% i [ OOlo-g g
20 : 20- i 29% R TS e
| 0/ 1 e H L | I 0 0% | . @0 -G
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Months Months
NIVO+IPI.+ cherid5 102 88 80 73 56 48 43 40 37 33 32 28 28 24 24 22 14 7 5 1 O NIVO + IP I+ cherdd6 224 204 170 154 135 122 108 98 88 82 74 68 64 63 56 52 33 14 9 3 O
Chemdll2 96 80 56 45 37 29 25 23 21 16 13 12 12 12 12 11 8 6 3 1 O Chemd46 223 180 152 123 102 86 77 70 65 58 53 51 46 43 41 39 30 16 7 4 O

Database lock: February 13, 2023; minimum/median follow  -up for OS: 47.9/54.5 months.
95% Cls for NIVO + IPI + chemo and chemo, respectively213.9d19.7 and 9.5d812.7; P17&5 and 1280; ¢13.7&0.3 and 7.7d13.5; 91680 and 8320; €13.8422.2 and 9.5d13.2; {16827 and 11&82;
913.1819.3 and 7.2411.6; "13&8 and 5d16; 114.1&0.7 and 9.9413.9; 11787 and 1434.



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L metastatic NSCLC:¥ear clinical update

Figure 4. Efficacy In patients who
discontinued NIVO + IPl + chemo dueto TRAES$

NIVO + IPIl + chemo
All randomized

e Discontinued due t0 TRAES -------mmmmmmmmmmmmeeeee.

80—

60—

0S (%)

40—

20—

0 | | | | | | | | | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months

No. at risk (patients who discontinued due to TRAES)
61 55 53 49 44 41 36 34 33 32 29 29 26 26 25 24 24 18 13 10 4 0

Database lock: February 13, 2023; minimum/median follow  -up for OS: 47.9/54.5 months.
2Post hoc analysis includes patients with TRAES (reported between first dose and 30 days after the last dose of study treatment) le ading to the discontinuation of all components of study
treatment. 95% Cls for patients who discontinued due to TRAEs and all randomized, respectively: 2933 and 17&5.



TORIPALIMAB ANTI-PD1: MORE OF THE SAME?

A _ B _ C . *
Nivolumab Pembrolizumab Toripalimab
e _ c~ " N < )

~ i .
L chain BN H chain L chain _#

”

ot
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CHOICE-01 Study Design

CHOICE-01 is a randomized, double-blind, placebo-controlled, multicenter, phase 3 trial comparing the efficacy and safety
of toripalimab versus placebo in combination with first-line standard chemotherapy for treatment-naive, advanced non-
small cell lung cancer (NSCLC)

Toripalimab 240 mg, IV, day 1 Q3W (up to 2 years) .
Key Elligibility Criteria + Pemetrexed +cisplatin/carboplatin (4-6 cycles) { L ‘
. Advanced NSCLC (SQ & NSQ) followed by pemetrexed for NSQ ' J .
» Stage llIB-IV + Nab-paclitaxel + carboplatin (4-6 cycles) for SQ — ' b
» Treatment-naive forlocally advanced ’ o

or metastatic setting | ey L
« No known sensitizing EGFR mutations Placebo, IV, day 1 Q3W (up to 2 years) Sostebelile T 24
S + Pemetrexed + cisplatin/carboplatin (4-6 cycl e
Measurable disease per RECIST v1.1 fotlalr:vserg):y per(:Zfr:xg‘ dcfirr Nogé Ih (46 cycles) —
ECOG PS score 0-1

. : i
- . + = +
Tumor tissue available for PD-L1 Nab-paclitaxel + carboplatin (4-6 cycles) for SQ :
expression testing' i
Pemetrexed 500mg/m?2 IV day 1 Carboplatin AUC 51V day 1 I < Meet the criteria for
Nab-paclitaxel 100mg/m? IV d1,8,15 Cisplatin 75mg/m? IV day 1 i crossover treatment
i
i
: : Primary endpoint \4
Stratification factors: Trmary endpont : .
« PD-L1 expression (TC21% vs TC<1%)? PFS per RECIST v1.1 by investigator Soripalimab
» Smoking status (often3 vs never/occasional) Secondary end points —>  PD
+ Histology (squamous vs non-squamous) OS, PFS by BIRC, ORR, DoR, DCR, TTR, and safety 240 mg

1 Based on JS311 IHC Assay SQ=Squamous; NSQ=Non-Squamous;
2 Patients with tumor unevaluable for PD-L1 included in TC<1% group BIRC=Blinded Independent Review Committee
3 Defined as 2400 cigarettes years

Lin Wu, MD. Final overall survival and biomarker analyses of CHOICE-01: A double-blind randomized phase 3 study of

2023 ASCO #ASCO23 PRESENTED BY: toripalimab versus placebo in combination chemotherapy for advanced NSCLC without EGFR/ALK mutations. ASCO repeeprapissdiig
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Final Overall Survival Analysis

Intent-To-Treat Population

Data Cutoff Date August 31, 2022 No. of Medise
Deaths/ Overall
1-Yr 2-Yr 3-Yr Total No. Survival
OS Rate OS Rate OS Rate of (950/0 CI)
100~~~ | | | Patients mo
; g ; o o
80 i | i
E TSN i i E | Censored
> 7 o] 704 I | | "gm
IR= | | | Stratified HR for death,
60 | | |
S S | | : 0.73 (95% Cl 0.57-0.93)
N | 54 | iy |
—_— | g !
o "'S 40 - | : e N | . i
i | | | Nominal P=0.0108
(«P] () I | !
> o~ 30- : | l
=) | | |
20- | | | Extensive crossover in the placebo arm:
10- i | | : .
| | | J 81/132 (61.4%) received toripalimab upon
: i : > s A5 30 e * disease progression
No. st ik Months J 102/156 (65.4%) received subsequent anti-
Foripal 34 : ; PD-1/PD-L1 treatment

Lin Wu, MD. Final overall survival and biomarker analyses of CHOICE-01: A double-blind randomized phase 3 study of

2023 ASCO #ASCO23 PRESENTED BY: toripalimab versus placebo in combination chemotherapy for advanced NSCLC without EGFR/ALK mutations. ASCO repeeprapissdiig
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Final Overall Survival Analysis in Non-Squamous NSCLC

Data Cutoff Date August 31, 2022

No. of Median
Deaths/ Overall
1-Yr 2-Yr 3-Yr Total No. Survival
OS Rate OS Rate OS Rate of (95(y0 CI)
100 l E i Patients mo
| | |
- i i a 15
| | |
80- i i i
E = 70 i i i | Censored
N =1 | | | ngm
= | | | Stratified HR for death,
- W 60- ! |
5 -2 | | | 0.49 (95% Cl 0.35-0.69)
% E s i e i
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OS in PD-L1 Subgroups in the ITT population

Data Cutoff Date August 31, 2022
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TORIPALIMAB ANTI-PD1: MORE OF THE SAME?
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Chemotherapy +/- PD-(L)1 Yl Median PFS
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1O In METASTATIC NSCLC ASCO 2023 UPDATE
CONCLUSIONS

A ipi/nivo + 2 cycles chemo continues to show OS benefit vs chemo

In 15t line, regardless of

A histology
A PD-L1 status

A toripalimab a new made-in-China PD1 blocker shows phase 3

efficacy In combination with chemo, vs chemo
A PD-L1 does not enrich for higher treatment benefit




EGFR TKI 1st LINE METASTATIC
NSCLC
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EGFR Mutations Evolution of Treatment i, agvanced NSCLC

Erlotinib + Osimertinib +
Bevacizumab _ . Savolitinib
Osimertinib +
Afatinib + Bevacizumab
Gefitinib Cetuximab Osimertinib {ongoing)
i Osimertinib +
Ramucirumab
(ongoing)

Up to 2009 2012 2019 2021

2018 2020 2022

Lo Erlotinib +
. 6 Gg"t;::g + Ramucirumab et Ot o
ini mivaniama
Chemotherapy Erlotinib Afatinib iy
(No selection) | Erlotinib + Lazertinib

Dacomitinib Bevacizumab
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ZORIFERTINIB: ASUCCESSOR TO OSIMERTINIB?

Abstract #9001

Zorifertinib (AZD3759) in EGFR-mutant NSCLC

CSF Kp,uu Brain Kp,uu | CSF Kp-
(animal (animal uu
model) model) (human)

Erlotinib 0.39 0.084 0.40

Gefitinb ~ 0.17 0.0092 0.021

—— forsey Afatinib 0.26 0.0062 0.26
- Osimertinib  0.29 0.21 0.16

Zorifertinib 1.1 1.3 -
(AZD37509)

Common way to measure potential for CNS penetration is the

Zorifertinib (AZD37359) is an oral EGFR TKI Kp,uu = Ratio of unbound drug in brain (or CSF) to unbound
drug in pl
Similar structure to gefitinib, modified to have ik

Kp,uu close to 1 indicates distribution equilibrium between

higher BBB penetration. plasma and brain

: : Colclough N, et al. Clin Cancer Res 2021. .
2023 ASCO presenTep By: Jonathan W. Riess, MD MS e Qget o Mo BFom: BOTREE5500 ASCO AMERICAN SOCIETY OF
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ZORIFERTINIB: ASUCCESSOR TO OSIMERTINIB?

Study Design: Randomized, Controlled, Open-label, Phase 3

Patient population Zorifertinib 200 mg BID Primary endpoint:
Confirmed EGFRm* (L858R and/or Exon N=220 ]
19Del), advanced NSCLC « PFS by BICR (RECIST 1.1)

Documented MRI-confirmed CNS metastases

(asymptomatic/stable symptoms) Secondary endpoints:

+ PFS by INV (RECIST 1.1) and
BICR (mRECIST 1.1)

T
=1 non-irradiated measurable CNS lesion or (in & and.BC BFs
patients with no measurable CNS lesions) =1 ORR, DCR, DoR, and TTR

nonirradiated extracranial lesion Gefitinib 250 mg QD or (Overall, IC and EC)*

No EGFR T790M, KRAS, or cMET mutations Erlotinib 150 mg QD
ECOG PS 0-1 N=2191

No prior first-line systemic therapy
No prior brain radiotherapy

OS, QolL, safety

This trial is registered at ClinicalTrials.gov: NCT03653546

*Randomization was stratified according to sex (male vs female), smoking status (current vs former), and ECOG PS (0 vs 1). TGefitinib was administered in mainland China and South Korea; erlotinib was administered in Taiwan China and
Singapore. Assessed by INV (per RECIST 1.1 and [for IC disease only] RANO-BM) and BICR (per RECIST 1.1 and mRECIST 1.1). BICR, blinded independent central review; BID, twice daily; DCR, disease control rate; DoR, duration of
response; EC, extracranial, ECOG PS, Eastern Cooperative Oncology Group performance status; IC: intracranial; INV, investigator; (m)RECIST 1.1, (modified) Response Evaluation Criteria in Solid Tumors version 1.1; MRI, magnetic
resonance imaging; ORR, objective response rate; OS, overall survival, PFS, progression-free survival; QD, once daily; QoL, quality of life; R, randomized; RANO-BM, Response Assessment in Neuro-Oncology — Brain Metastases criteria;
TTR, time to response
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ZORIFERTINIB: ASUCCESSOR TO OSIMERTINIB?

Abstract #9001

Primary Endpoint: PFS Assessed by BICR per RECIST 1.1 (ITT)
Zorifertinib (AZD3759)

100 - PFS, months Hazard ratiot P value
Median* (95% CI) (95%Cl) (2-sided)*

Zorifertinib (1=220) 9.6 (8.2-9.7)

Control (n=212) 6.9 (6.3-8.0)

0.71¢ (0.580-0.893) 0.0024

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time since first dose of study treatment (months)

No. at risk (no. censored)

Zorifertinib (AZD37592) IC PFS BICR

IC PFS, months Hazard ratiot P value
Median* (95% CI) (95%Cl) (2-sided)*

- Zorifertinib (n=220)  15.2 (12.5-19.4) 0.467 oo
Control (n=219) 8.3 (8.0-9.6) {0.352-0.619) -

IC PFS (%)
<)
=]

H
o

9 12 15 18 21 24 27 30 33 36 39 42

Time since first dose of study treatment (months)
No. at risk (no. censored)
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CAN ADDITION OF CHEMOTHERAPY PREVENT
EMERGENCE OF RESISTANCE TO EGER TKI?

JCOG1404: NEGFR TKI -PEMONSERTED CI S

Hypothesis

® EGFR-TKI sensitive clone
Subsequent @ EGFR-TKI resistant clone

chemotherapy

Before
treatment

X2 X
Standard v 0 ...0‘ Vs
strategy —>e0® —>0 © v
@ 090 90 o
® 0: @0
Response Acquired resistance  Response “.: ® Progression
Progression Death
Before Inserted
EGFR-TKI EGFR-TKI
treatment chemotherapy
Our study v i ' ° '
treatment — :: —> @g s A ° —> Prolong survival
&%
Response Eliminate
Chemosensitivitiy 4  resistant clone
' presenTED B: Kanda S, et al. A phase lll study comparing EGFR-TKI and EGFR-TKI with inserted cisplatin plus pemetrexed for EGFR-NSqNSCLC i poprraphssadiiog
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JCOG1404/WJOG8214L study design (revised)

: g;g’:s..%,fv or Randomization Osimertinib 80 mg/day
recurrence i day 1-PD

B EGFRexon 19 _
DEL or L858R Adjusted by s

B ECOG PS 0-1 B institution (tOtal n= 250)

B Age 20-74 years B clinical stage

®m No prior systemic IB/IV or

o glzrsgyCNS = ser)(ecurrence Osimertinib Cisplatin (5 mg/m2
metastases were B mutation type day 1-56 Pemetrexed 500 mg/m? Osimertinib
allowed exon 19DEL n =87 (q3w, 3 courses) day 134-PD
Total: n = 500 or L858R (total: n = 250) day 71, 92, 113

(osimertinib: n =174)

In October 2018, EGFR-TKI was changed from gefitinib to osimertinib considering the results of FLAURA
study.
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