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“Immunotherapy” is a general term referring to the use of drugs that can
modulate the immune system in a way that would control cancer

Checkpoint inhibitors are the most successful drugs so far in this category
Vaccines, monoclonal antibodies, BiTes etc. fall into this category

Every drug now is considered to have immunogenic potential!

Radiation is thought to have immunomodulatory effects
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Father of Cancer Immunotherapy

* William B. Coley (1862-1936)

— Preceded by Drs. W. Busch and F. Fehleisen observations of spontaneous malignant
regression s/p erysipelas infection (Streptococcus pyogenes)

* Coley’s toxin
— CR rate ~ 22% (270/1200 patients)

e 1976: BCG vaccine for bladder cancer
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Immune System in Cancer

* Disease control
— Suppress tumor growth
— Durable control
* Promote tumor progression
— Select for cells which can grow in immunocompetent host
— Control microenvironment, enhancing growth
* Escape recognition
— Loss of MHC antigens
— Inhibitor cytokine production (e.g. IL-10, TGF-$3)
— Lack of co-stimulatory effectors (e.g. CD80, CD86, CD40)
— Expression of inhibitory molecules (PD-1, PD-L1)
— Generation of regulatory/suppressor T-cells
— Modulation of stromal environment (IDO production)

Dunn G, Nature Immu, 2002; Igney FH, J Leuk Bio, 2002
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Phase | Dose Escalation, Pharmacokinetic and Pharmacodynamic Study of Naptumomab
Estafenatox Alone in Patients With Advanced Cancer and With Docetaxel in Patients With

Advanced Non-Small-Cell Lung Cancer

Direct killing
by CTL

ABR-217620
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The immunotoxin naptumomab estafenatox was
developed in an effort to activate and target the
patient's own T cells to their tumor

By fusing a superantigen (SAg) variant that activates T
lymphocytes to the Fab moiety of a tumor-reactive
monoclonal antibody.

Naptumomab estafenatox targets the 5T4 tumor
antigen, a 72-kDa oncofetal trophoblast protein
expressed on many carcinomas, including renal cell
carcinoma.

The therapeutic effect is associated with activation of
SAg-binding T cells.

The SAg-binding T lymphocytes expand, differentiate to
effector cells, and infiltrate the tumor.

Fig 1. ABR-217620 proposed mechanism of action. The ABR-217620 fusion protein binds to the 5T4 tumor-associated antigen and activates a T lymphocyte through its T-cell receptor

(TCR). The T cell produces cytokines (tumor necrosis factor [TNF] —a and interferon [IFN]-y) and executes direct tumor Killing if it is a cytotoxic T lymphocyte.

Published in: Hossein Borghaei; Katherine Alpaugh; Gunnar Hedlund; Goéran Forsberg; Corey Langer; Andre Rogatko; Robert Hawkins; Svein Dueland; Ulrik Lassen; Roger B. Cohen;

Journal of Clinical Oncology 2009 274116-4123.
DOI: 10.1200/JC0O.2008.20.2515
Eisen, et al, Curr Oncol Rep. 2014 Feb;16(2):370



Phase | Dose Escalation, Pharmacokinetic and Pharmacodynamic Study of Naptumomab
Estafenatox Alone in Patients With Advanced Cancer and With Docetaxel in Patients With

Advanced Non-Small-Cell Lung Cancer

Fig 3. Immunohistochemistry for T-lymphocyte (anti-CD3) infiltration in biopsies taken before treatment (archival tissue) and at the third day of the second cycle treatment with ABR-217620
for patient number 2. The T lymphocytes stain brown and the arrows indicate unstained tumor cells. This patient had a partial response that continues at 30+ months.

Published in: Hossein Borghaei; Katherine Alpaugh; Gunnar Hedlund; Goéran Forsberg; Corey Langer; Andre Rogatko; Robert Hawkins; Svein Dueland; Ulrik Lassen; Roger B. Cohen;
Journal of Clinical Oncology 2009 274116-4123.

DOI: 10.1200/JC0O.2008.20.2515

Copyright © 2009



PD(L)-1 and CTLA-4 inhibitors

A New Era



Activating and Inhibiting Signals
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Immunologic Synapsis

a Co-stimulation of T cells following interaction
with counter-receptors on APCs
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Chen L, et al. Nat Rev Immunol. 2013;13(4):227-242.
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Stage IlIB/IV non-SQ NSCLC
ECOG PS 0-1

Failed one prior platinum-
based chemotherapy

Prior maintenance therapy
allowed?

Prior TKI therapy allowed
for known ALK translocation
or EGFR mutation

(N = 582)

Randomize 1:1 \l,

Nivolumab
3 mg/kg IV Q2W

until PD or
unacceptable toxicity
(n=292)

Docetaxel
75 mg/m2lV Q3W
until PD or
unacceptable toxicity
(n=290)

CheckMate 057 (NCT01673867)

« Primary end point®
- OS

» Additional end points®
- ORR
— PFS
— Safety
— Efficacy by tumor PD-L1
expression
— PROs (LCSS)

Patients stratified by prior maintenance therapy
and line of therapy (second-line vs third-line)
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KEYNOTE-024 5-Year Survival Update: Pembrolizumab Versus Platinum-Based
Chemotherapy for Advanced NSCLC

J. Brahmer, ESMO 2020

Key eligibility criteria
Untreated stage IV NSCLC
PD-L1 TPS >50%

ECOG PS 0-1

Pembrolizumab
200 mg IV Q3W
(2 years)

No activating EGFR mutation or ALK

translocation
No untreated brain metastases

No active autoimmune disease
requiring systemic therapy

Key endpoints

. Primary: Progression-free survival (PFS) (RECIST v1.1 per
blinded, independent central review)

. Secondary: OS, ORR, safety

. Exploratory: Duration of response (DoR)

Platinum-Doublet
Chemotherapy
(4-6 cycles)

Pembrolizumab
200 mg Q3W
for 2 years

aTo be eligible for crossover, progressive disease (PD)
had to be confirmed by blinded, independent central
radiology review and all safety criteria had to be met.

J Brahmer. ESMO 2020

J Brahmer. ESMO 2020

Baseline Characteristics

100 Events, n HR
90 N (%) (95% ClI)
Pembrolizumab 154 103 (66.9) 0.62 _ 35 Cycles(2Years) SecondCourse of
. Median (95% Cl) (0 48-0.8 1) Pembrolizumab Chemotherapy of Pembrolizumab Pembrolizumab
- 26.3mo (18.3-404mo) - itk o R E 123(81.5) 1B Characteristic N =154 N =151 N = 392 N =120
| P et Age, y, median (range) 64.5(33-90) 66.0 (38-85) 61.0 (43-80) 60.0 (43-77)
> - - :
3 Bilasmmenmcvmd s coevot IR R st st T I—— —— S s— 55 Male 92 (59.7) 5(62.9) 25 (64.1) 8 (66.7)
g 40- ECOGPS 1 99 (64.3) 98 (64.9) 23 (59.0) 9(75.0)
O 30 : - East Asian enroliment site 21(13.6) 9(12.6) 8 (20.5) 3 (25.0)
20- Squamous histology 29 (18.8) 27 (17.9)¢ 2 (5.1) 1(8.3)
10- Current/former smoker 149 (96.8) 132(87.4) 37 (94.9) 12 (100.0)
) I— S— — — e R T e R e e e : Treated brain metastases 18 (11.7) 10 (6.6) 9(23.1) 1(8.3)
0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months Prior neoadjuvant therapy 3(1.9) 1(0.7) 0 0
TRt ~huct bl U 121 106 89 78 73 66 62 54 51 20 0 0 Prior adjuvant therapy 6(3.9) 3(2.0) 0 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0

°[TT population.
*Effective crossover rate from chemotherapy to anti-PD-(L)1 therapy, 66.0% (99

the study, and 16 patients received subsequent anti-PD-[L]1 therapy outside of crossover; patients may have received >1 subsequent anti-PD-[L]1 therapy). Data cutoff: June 1, 2020.

sIncludes only those patients initially allocated to pembrolizumab who received 35 cycles (2 years)of pembrolizumab according to actual exposure assessment. ®Includes only those

patients in total crossed over to anti-PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during

patients initially allocated to pembrolizumab whoreceived a second course of pembrolizumab therapy according to actual exposure assessment. <Includes patients with squamous cell
carcinoma and poorly differentiated squamous cell carcinoma. Data in table are n (%), unless otherwise noted. Data cutoff: June 1, 2020.



Chemo-lIO combination

KEYNOTE-189 Study Design (vcrezsasen))
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Gandhi L, et al. AACR Annual Meeting; Chicago, Ilinois, April 14-18, 2018; Abstract CT075

KEYNOTE-189 Final Analysis: OS by PD-L1 status?!

OS PD-L1 >50%

EVEntS, 9% Median Os. mo
- {95% CI)
— Pembro + chemo 620%  220(105-245)
Placsbo + chemo 70.1% 10.6(8.7-13.6)
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1. Rodriguez-Abreu D et al. ASCO 2020. Abstract 9582

OS PD-L1 1-49%
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Events, % " (a5% cl)
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Forde, WCLC 2021

OS PD-L1 <1%

Median OS, mo
sucy
Pembro + chemo 70.9%  17.2(13.8-228)
Placebo « chemo  83.9% 102 (7.0-13.5)

Events, %
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Cemiplimab Plus Chemotherapy Versus Chemotherapy Alone in Advanced NSCLC: 2-
Year Follow-Up From the Phase 3 EMPOWER-Lung 3 Part 2 Trial
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Makharadze, JTO, June 2023



CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

NIVO + IPIP
Part 1a n =396
PD-L1
Key Eligibility Criteria | SARREssIon e -
« Stage IV or recurrent NSCLC 2 1% . .
* No prior systemic therapy N = 1189 Independent primary endpoints:
* No sensitizing EGFR mutations NIVO + IPI vs chemof
or known ALK alterations T e PFS in high TMB (> 10 mut/Mb)
* No untreated CNS metastases NIVO + IPI° population'
« ECOG PS 0-1 Part 1b n =187 : o g
o OSinPD-L1 > 1% population
PD-L1 3 4
Stratified by SQ vs NSQ L—»| expression
<1%
N = 550 NIVOe + chemo®

n=177

Database lock: February 28, 2020; minimum / median follow-up for OS: 37.7 months / 43.1 months.

Treatment was continued until disease progression, unacceptable toxicity, or for 2 years for immunotherapy; aNCT02477826; °NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); °NSQ: pemetrexed + cisplatin or

carboplatin, Q3W for =< 4 cycles, with optional pemetrexed maintenance following chemo or NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine +

carboplatin, Q3W for < 4 cycles; INIVO (240 mg Q2W); =NIVO (360 mg Q3W); Both endpoints were met; results were previously reported. 3
1. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104; 2. Hellmann MD, et al. N Engl J Med 2019;381(21):2020-2031.



CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

CheckMate-227, Five Year OS

Figure 4. 05 in patients with tumeor PD-L 1 2 1% by histology Figure % 05 in patients with tumor PO-L1 < % by histology
A NOD LA 0 Sguamous
NIVO + IPI® TR TR TR A 8 2 0 ey wd
Part 1a n =396 = *'\\ = : 3 . —
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I EE N EEEEEERL "“‘"'v’?..'u-'..’.’.f"

e

Database lock: February 28, 2020; minimum / median follow-up for OS: 37.7 months / 43.1 months.

Treatment was continued until disease progression, unacceptable toxicity, or for 2 years for immunotherapy; *NCT02477826; "NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); “NSQ: pemetrexed + cisplatin or

carboplatin, Q3W for z 4 cycles, with optional pemetrexed maintenance following chemo or NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine +

carboplatin, Q3W for = 4 cycles; “NIVO (240 mg Q2W); *NIVO (360 mg Q3W): ‘Both endpoints were met; results were previously reported. 3
1. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104; 2. Hellmann MD, et al. N Engl J Med 2019;381(21):2020-2031.

Borghaes, NACLC, Chicago. 2022, Brahmer. JCO, 2022

PD-L1 < 1%: efficacy outcomes

_ 5 \= PD-L1 2 1%: efficacy outcomes
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POSEIDON Study Design Durvalumab + Tremelimumab + CT vs CT: PFS and OS ; \
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TROPION-Lung02: Datopotamab Deruxtecan +
Pembrolizumab+ChemoT

Key eligibility
« Advanced/metastatic NSCLC
« Dose confirmation®P: <2 lines of

Cohort 1 (n=20)¢:

Dato-DXd
IV Q3W

4 mg/kg

=20)4-
prior therapyc Cohort 2 (n=20)¢:

Cohort 3 (n=17)4:

6 mg/kg

4 mg/kg

» Dose expansion

« =1 line of platinum-based CT
(cohorts 1 and 2)°

Cohort 4 (n=20)4:

Cohort 5 (n=7)<:

* No prior therapy (cohorts 3-6)°¢

Cohort 6 (n=4)¢:

Safety
e R
Events, n (%) (n=40) (n=48)
TEAEs 37 (93%)
Study treatment-related? 33 (83%)
Grade 23 TEAEs 6 (40%)
Study treatment-related? 14 (35%)
Serious TEAEs 9 (23%)
Study treatment-related 4 (10%)
TEAEs associated with
Death® 2 (5%)
Discontinuation due to any drug 9 (22%)
Discontinuation due to Dato-DXd 6 (15%)
ILD adjudicated as drug related®
Grade 1/2 2 (5%)
Grade 3 1 (3%)

6 mg/kg
4 mg/kg

6 mg/kg

47 (98%)
(96%)
9 (60%)
6 (54%)
3 (27%)
7 (15%)

1(2%)
9 (19%)
5 (10%)

0
1(2%)

Data cutoff: May 2, 2022.

I N intarctitial linA diceace TFAFE treatmant eamernant advarcee avant

+

+

+

* Primary objectives: safety

efficacy, pharmacokinetics,

pembro + platinum CT
IV Q3W IV Q3W
200 mg and tolerability
“Doublet” - Secondary objectives:
200 mg
200mg  + carboplatin AUC 5 B and anti-drug antibodies
200 mg + carboplatin AUC 5 ]
— “Triplet”
200 mg + cisplatin 75 mg/m?
200 mg + cisplatin 75 mg/m? _

TEAESs in 215% of Patients
G [ o U bl et Triplet=m——

Nausea

Stomatitis 4

Decreased appetite

Fatigue

Anemia

Constipation
Alopecia
Vomiting

Rash

Platelet count decreased

Neutrophil count decreased
Diarrhea

Ewﬁﬂﬁﬁmll

80 60 40 20 0 20 40 60

B Grade 1/2
Bl Grade =3

Patients, % 0 Grade 1/2
Grade =23

Levy B, et al. WCLC 2022



Antitumor Activity

In the overall population: @ Doublet, 1L R D)
ORRs (confirmed + pending) of 37% and 41% were seen with doublet (n=38) 2 0] / W 1-49% (n=5)
and triplet (n=37) therapy, respectively; both groups had 84% DCR s ] W 250% (n=4)
. £ 20
BOR With 1L Therapy For Advanced NSCLCa®b 8
Doublet Triplet :
Response, n (%) (n=13) (n=20) Sel 00000 T—
ORR confirmed + pending 8 (62%) 10 (50%) Y o the fiust dose. weaks 0%
CR 0 0
PR confirmed 8 (62%) 7 (35%) ; Triplet, 1L P“':Jof‘;‘:g)("=2°)
PR pending 0 3 (15%) = B 1-49% (n=9)
SD 5 (39%) 8 (40%) o+ Treamentongoing
DCR 13 (100%) 18 (90%) § '
* As 1L therapy, the doublet and triplet yielded ORRs (confirmed + % '
pending) of 62% and 50%, respectively g . 1
« As 2L+ therapy, respective ORRs (confirmed + pending) were S ¥
24% and 29% 0 3 6 9 12 15 18 21 24 27 30 33
Data cutoff: May 2, 2022. Time from the first dose, weeks

BOR, best overall response; CR, complete response; DCR, disease control rate; ORR, overall response rate; PR, partial response; SD, stable disease.
2By investigator. ® BOR is based on response evaluable patients who have 21 postbaseline tumor assessment or discontinued.

Levy B, et al. Presented at: WCLC;2022.
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First Line Treatment Paradigm

In the metastatic setting we appeared to have reached a plateau

Studies with TIGIT, LAG-3 and other checkpoint inhibitors combined with a PD(L)-1 inhibitor could potentially
point to a new direction at least for specific subgroups
Search for a better biomarker for identifying patients who would benefit from various treatment options is

ongoing

Assessment of MRD and either escalation or de-escalation treatment could be another useful approach
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Early Stage



Spicer KN671 |1A2 ESMO 2023

KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W

+

Cisplatin and Gemcitabine®
or
» Pathologically confirmed, resectable Cisplatin and Pemetrexed®
stage ll, A, orliB (N2) NSCLC
per AJCC v8 for up to 4 cycles

* No prior therapy

Pembrolizumab 200 mg IV Q3W

Criteria

!

Surgeryd
for up to 13 cycles

* Able to undergo surgery

. Placebo IV Q3W
* Provision of tumor sample for +

PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W
« ECOGPSO0or1 or

Cisplatin and Pemetrexed® e

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS
* Disease stage (Il vs lIl)
» PD-L1TPS? (<50% vs =50%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsquamous) pathology review and safety

» Geographic region (east Asiavs not east Asia)

2 Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. ®Cisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W was permitted for squamous histology only.
cCisplatin 75 mg/m? IV Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. ¢ Radiotherapy was to be administered to participants with microscopic positive margins, gross

residual disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease.
ClinicalTrials.gov identifier: NCT03425643.



Spicer KNGT1 1AZ ESMO 2023 Spicer KNGT1 A2 ESMO 2023

KEYNOTE-671 Results: Interim Analysis 1 Overall Survival, I1A2

Median Follow-Up?: 25.2 months (range, 7.5-50.6) Median Follow-Up: 36.6 months (range, 18.8-62.0)
12-mo rate 24-mo rate 36-mo rate 48-mo rate PE?-” (W%‘lrmo
» Neoadjuvant pembrolizumab + chemotherapy followed by surgery and adjuvant pembrolizumab 100-\8? o 277%  NRMNRNR)
significantly improved EFS, mPR, and pCR compared with neoadjuvant chemotherapy and surgery alone 90+ 87.7% o Pscebo e
i divi 80 713% e 4 {45.7-NR)
« AE profile was as expected based on the known profiles of the individual treatment components 70
= 607
8’ 50 s ST
by s :;30 - R PCR 40 HR 0.72 (95% CI, 0.56-0.93)
v ~ . 3 =% “ -
B0 P <0.00001 u AW AN a L AwImuan 304 one-sided P=0.00517
0] © r Patsten © P oston
9;‘ 3' asram s‘ 20-
» 604
o - % x 104
5 4 £ Bl nm, )
o £ L i e e e e S e e
e " niian " 0 6 12 18 24 30 36 42 48 54 60 66
- ' © oy
‘?' ' ' No. at risk Months
I R R A S S TR eves W e me s s w om0 40
Mo &b Wenthe : - ‘
W : ! " 72 «Q 1 OS defined 3= time from randomization to death fom any cause. * Sgnfcance boundary at A2, one-nided £ = 000643
o e co “ ’ ! Data cutof date for (A2 July 10, 2023
*Defined a3 ime fom randomazation 1o data cutoff date of July 29, 2(22
Winkelea H et . N Engl J Med 2023369491500
Spicer KNGT1 1A2 ESMO 2023 Splcer KNG71 1A2 ESMO 2023

Exposure and AE Summary Across Treatment Phases, |1A2
Overall Survival in Subgroups, 1A2 Median Follow-Up: 36.6 months (range, 18.8-62.0)

Pembro Arm Placebo Arm
Subgroup Eventsparticipants Hazard rotio (95% C1) Subgroup Events'participants Hazard ratio (5% Cf) (n = 396) (n =399)
Pembio  Placebo Pembro  Placebo
Arm Arm . Arm Arm . Exposure

Overall MANYY 144400 -+ 0.72 (0.56.095) Overall 119087 1840820 - 0.72 0.550.9 i
Age i Clinical stage ' * ’ Shudy days on pambro or placebo, median (range) 3755 days (1-728) 337.0 days (1-5644)

<5y 4221 B -o- 057 (0 40-0 80) I 22118 3N + 067 §0.41-1.10) No. pembro or placebo administrations, median {ra 150117 12 (11

65y 56176 62186 + 0.96 (067-1.36) A 2217 T2 + 0740 53103) i ] { ) (-17)
Sex ne 2262 255 — T 069 9.3%1.22) Treatment.related AEs® 383 (96.7%) 381 (955%)

Fermak 20158 W16 . 0 63 (0.39-1 20) N stitus g

Make aanTe 14 - 0TH055096) o0 ANa8 52142 - 0.70(0961.06) Grade 3-5 179(45.2%) 151 37.8%)
Roce N1 2181 47 + 0740 41133 Sanous 73 (18.4%) 58 (14.5%)

Yhite T8 939 -0- 066 (0 49-0 90) N2 40168 GE1ET -00 074052107

Al ethars EEURET I - UF ~¢—  093(03.148) PO.L1TPS ] Led to death 4{10%F 3 (0.8%)<
Garoge aphic: region =50% 32 M ——  055§0330.0)

EastAds 32123 MU121 ——  105(064173) e W0 s - 06908107 e iy oAl AR

Mot cast Asia  TRI2T4 114279 - 0,63 (0.48.085) <1% 52138 B1115Y - 031196313 Immune-medisted AEs and infusion reacions 103 {26.0%) 35 (9.0%)
Semoking labas : FGFR mestation i

Curent 3195 48103 - 059 (0.38-093) Ne 1 3WIA —— 0642371 11) Grada 3-5 26 (6.6%) 6(15%)

Formee 60247 &S0 - 076 (0 56-1 05) Yous 1014 5119 —— i (.24 09.03-2.03)

Naver 1054 aar —— 1.02(041.245) Urbnown 28272 105257 - 0750505 Senous 24(61%) 6{15%)
Histology ALK wanalocaion Led to death 1{03%F Q

Nonsquamows 49226 64227 - 0.73(0.50-1.06) No 2104 3R ——+ 0.70 42 .41-1.18)

Squamouws  GWIT1 EQNT3 - 0.71(0.51-099) Urbnown 57281 105259 - 07200540.5) Ledto disconinuation of al study treatmest 23(58%) 3(08%)

081 005 02 051 23 o01 005 02 05 1_5.3
Pomten  Placobo Pembro  Plcebo *Consuderad by the meshigstor to be related 10 chamotherapy. pemrolzumad, and placebo *AEs leading 1o death (n = 1 aach) atral §bnl X dated lung dizesse. pneumonsy, and sudden cardiac
Armn Batlee Asm Better Aren Betar  Arm Battir death (no new trestment-ralsted deaths ws (A1), “AEs leading 1o death (n = 1 each): acute coronary synd pne . and puk ¥ hemorhage (no new tre wiated deaths vs IA1). 4 AE leading to
death preumontis [recorded in the databass as dusted lung o . O new dusted deaths ws 1A7). Data cutoff date for 1A2: July 10 2023

Per the prespacified analysis plan, subgroups with <30 participants are excluded fom the forest plot. Subgroups for stage 1A and 18 and pN status were post hoc. all other subgroups were praspechied
Data cutof date for 1A2: July 10, 2023

J. Spicer, ESMO 2023



surgery —— chemotherapy ——— immunotherapy

Trial _ OS (immature)

Impower010 (PD-L1+) NR vs 35 mo HR 0.66 (0.5-0.88)
PEARLS 54 vs 42 mo HR 0.87 (0.67-1.15)

IMpower 010 KEYNOTE-091/PEARLS

ITT population stage IB-llIA

! 89%
] il {(86-91)
90- .
L) 804
z : 704 (/6 84'
3 91 = 60+
$ 3
3 z o0
§ 40 - Atezo (n=507) BSC (n=498) T 40
Events, n (%) 127(25.0%) 124(24.9%) 8 304 : e Pemibrolizomab group
204 MmOS (95% Cl), mo NR NR 20- 5 t e Placebo group
HR (85% CIp 0.995(0.78, 1.28) 0 E ; Hazard ratio 0.87 (95% €1 0.67-1.15);
P value® 0.9661¢ : : P07
D o e ngeegeegeey gy g s enspe—p—y 0 T T T l T ; T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 38 30 42 45 43 51 54 57 €0 63 66 69 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Mo, ot sk Months Time since randomisation (months)
ANZOUTAS NTAR 4B TNV M I T2 s 05 0
BSC &880 4B 47D 02 452 &4 AT 420 AT &8 Y 1 ) 35T 28 29
Median Follow Up: 45 months (interim analysis) Median Follow Up: 35.6 months (interim analysis)

Jessica Bauman, MD; ASCO Direct, Philadelphia 2023



surgery —— chemotherapy ——— immunotherapy

chemoimmunotherapy = ——— surgery
chemoimmunotherapy = ——— surgery ——— immunotherapy
surgery ——— chemoimmunotherapy

surgery —— chemotherapy ——— targeted therapy

And for which patient population?

Jessica Bauman, MD; ASCO Direct, Philadelphia 2023
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Second Line and Beyond
Is there a clear path?



Overcoming Resistance to Immunotherapy

A Increase tumor visibility
Cytotoxic therapies
- Chemotherapy .Antigens

@ Radiotherapy

@ | Targeted therapy Cytokines
& JOncolytic virus DAMPs .. L

Cancer cell Calreticulin 0 o0 ¢
TP
. . /"‘_'ﬁ'munogenlc cell death

Immune cell

B Enhance T-cell infiltration

CAR-T cell

L
—_— o
TCR

C Remove TME barriers

Abnormal
vasculature,
hypoxia

l Antiangiogenic drugs

Vasculature
normalization

D Enhance T/NK cell function

+ + e

Anti-TIGIT  TLR9 agonist Anti-TGFB
Anti-LAG3  proinflammatory Anti CSF1R
Anti-VISTA  cytokines Anti-CCR5
Anti-TIM3 Anti-CXR2/CXCR

EffectorT cell NK cell M2-TAM

OX40 agonlst

E Unfavorable genomics/epigenetics

alrlslolsllcl

Abnormal IFN  Abnormal B-catenin
signaling NK agonists?

INFy Biallelic PTEN loss
STING agonists PI3K inhibitors?

Specific oncogenes
?

Epigenetic changes
Epigenetic drugs

F Adapt to the host

Manipulate microbiota

l’!
J Older

male
Younger

female

' 4

Drug combinations? Monotherapy?

Figure 4. Overcoming resistance to immunotherapy. A, Increase tumor visibility. B, Enhance T-cell infiltration. C, Remove TME barriers. D, Enhance
T-cell/NK-cell function. E, Unfavorable genomics/epigenetics. F, Adapt to the host.

Aldea M, et al. Cancer Discov. 2021;11(4):874-899.



Eftilagimod alpha (efti) — soluble LAG-3

STRUCTURE OF EFY) « MoA: efti (figure, left) is a soluble LAG-3 protein (LAG-3 domains fused to human IgG backbone)
targeting a subset of MHC class Il molecules to mediate antigen presenting cells (APCs) and
CD8 T-cell activation (figure below left).

« Difference to Anti-LAG-3: Efti does not bind to the LAG-3 on the T cell (figure, below right).

Hing - « Rationale: efti activates APCs, leading to an increase in activated T cells, potentially reducing the

CH2 number of non-responders to PD-1/PD-L1 antagonists.

hLAG-3Ig

CH3
MoA of efti (left) and difference to anti-LAG-3 (right)*

“Releasing the break on the T-cell” - blocking the interaction

"Pushing the accelerator on immune responses” - APC activation

In preclinical models, the antitumor activity of PD-1
. . . Totlyp LAG-3 mAb
antagonists was synergistically enhanced when /\ =
1

LAG-3

combined with efti’.

« Recommended phase |l dose of 30 mg efti s.c. every Fpars | | _4 @ - @’

two weeks was determined in phase | studies?3.

MoA: mechanism of action “MHC 11

PD-1/PD-L1: programmed death-(ligand) 1
s.C.. subcutaneous

Internal data, Immutep, not yet published.

2 Brignone C, Clin Cancer Res. 2009;15: 6225- 6231.

3 Atkinson V, J Immunoth Cancer. 2020; 8(2):e001681.

1 Dirix L, Triebel F. Future Oncol. 2019;15(17):1863-1973.

LAG-3lg, an MHC Il agonist {eftilagimod alpha) LAG-3 antagonist antibodies

Felip E, et al. Presented at: ASCO;2022.




Efficacy — Waterfall plot' — TACTI-002

PD-L1 TPS:

250%
m 1-49%

m <1%
=mmm Ot evaluable
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! all patients with =1 post-baseline CT scan n=103; 2PD-L1 assessed by central assessment (Dako kit); n=79; 3local assessment included due to
non evaluable central assessment results, n=19; 4 no results available forneither central nor local testing, n=5.

« 2 complete responses and 19.4% of patients with a target lesion decrease 250%.
« 68/103 (66.0%) of patients with a post-baseline assessment had a decrease in target lesions.

Data cut-off date: April 15, 2022

Felip E, et al. Presented at: ASCO;2022.



CITYSCAPE: Randomized Phase 2 Study of Tiragolumab +
Atezolizumab in PD-L1+ Patients with NSCLC

1L Stage IV NSCLC
EGFR/ALK wild-type

Tiragolumab 600 mg IV Q3W +
Atezolizumab 1200 mg IV Q3W

PD or loss
Tumour PD-L1 TPS 21% by R No of clinical
22C3 IHC by local or 11 crossover | 7\
central assay Placebo 600 mg IV Q3W +
Atezolizumab 1200 mg IV Q3W
N=135 :
Stratification factors Co-primary endpoints Primary analysis'
« PD-L1TPS (1—49% VS 250%) * ORRand PFS » Cut-off date of 30 June 2019
» Histology (non-squamous vs squamous) - Median follow-up of 5.9 months
» Tobacco use (yes vs no) Key secondary endpoints

» Safety, DOR, OS Updated analysis

» Follow-up performed to assess safety and efficacy

Exploratory endpoints « Cut-off date of 16 August 2021
» Efficacy analysis by PD-L1 status, » Median follow-up of 30.4 months
PROs

IHC, immunohistochemistry; PROs, patient-reported outcomes; TPS, tumor proportion score.
Rodriguez-Abreu D, et al. Presented at: ASCO;2020.



Investigator-Assessed PFS: PD-L1 Subgroups

PD-L1 TPS 250% (n=58)

Median DOR,
Events Median PFS, months PFSHR months
n (%) (95% Cl) (95%Cl)  ORR,% (95% CI)
= Tiratatezo  21(724) 16.6 (5.5-22.3) 0.29* 69.0 157 (9.1-NE)
== Placebo + atezo 28 (%.6) 41(21-68) (015-0583) 241 82 (56-104)

100
80
;\3 60
v
o 40
20
12-month rate: 51.0% 1
12-month rate: 21.8% !
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time (months)

T+A 29 26 19 17 14 13 11 9 8 8 7 NE
P+A 29 17 9 7 6 2 1 1 NE NE NE NE

Rodriguez-Abreu D, et al. Presented at: ASCO;2020.

PD-L1 TPS 1-49% (n=77)

Median DOR,
Events Median PFS, months PFSHR months
n (%) (95% CI) (95%Cl)  ORR,% (95% CI)
== Tiratatezo  36(%47) 40(16-56) 107* 158 178 (8.3-242)
== Placebo +atezo 36 (92.3) 36(14-55) 067-1.71) 479 18.8 (15.9-22.8)
100
80
< 60
T
o 40
20 ,
12-month rate: 24.9% ,
0 12-month rate: 20.5% 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at nisk Time (months)

T+A 38 22 12 12 9 6 S 3 3 1 1 1
P+A 39 21 12 8 8 8 8 S - 3 2 2

*Unstratified.
Updated analysis data cut-off: 16 August 2021 (median follow-up: 30.4 months)
PD-L1 status determined by 22¢3 IHC assay.



ARC-7: Randomized, Open-label, Phase 2 Study in First-
Line, Metastatic, PD-L1-High NSCLC

Arm 1

Zim (2)

Stage IV NSCLC

360 mg IV Q3W

Co-primary endpoints

Investigator-assessed
ORR & PFS per RECIST v1.1

Crossover

Key eligibility: to EDZ

 Treatment-naive for

metastatic disease R Dom + Zim (DZ)

 PD-L1250%, locally 111 15 mg/kg IV Q3W + 360 mg IV Q3W
assessed by SP263 or Y

Secondary endpoints

Duration of response, disease
control rate, overall survival,
safety, PK/ADA

22C3 |
+ EGFR/ALK wild-type Strat Factors:

Male vs Female

N = 150 Etruma + Dom + Zim (EDZ)

150 mg PO QD + 15 mg/kg IV Q3W + 360 mg IV Q3W

Participants randomized to Arm 1 have the option to crossover to EDZ upon radiographically confirmed disease progression (PD)

« As of the clinical cut-off date (31 August 2022), a total of 150 patients were randomized with a median follow-up of
11.8 months (range: 0.03 — 23.5)

M. Johnson, ASCO Plenary, 2022



Progression-Free Survival = ITT-13

> 107 5 i - Median, mos HR vs. Arm 1
= " [95% CI]  Events (%)  [95% Cl]
Q 097 -3{_ — Z  54[18,96] 27 (61%) i
o | ; ""-T--_}_ — DZ 12.0[55 NE] 19 (43%) 0.55[0.31, 1.0]
g 0.8 T = — EDZ 10.9[4.8,NE] 23 (51%) 0.65[0.37, 1.1]
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Z 44 25 20 13 11 8 g4 q4 q 2 2 1
DZ 44 33 29 20 17 13 5 5 1 1 (@) o
EDZ 45 32 25 21 16 14 (] Fd 5 5 1 1

M. Johnson, ASCO Plenary, 2022



Cabozantinib Plus Nivolumab

Cabozantinib + Atezolizumab Cabozantinib

60

40

20

-20-

A
Q@

Best Percent Change From Baseline
3

&%
Q

B Partial response
I Stable disease

M Progressive disease

76% (59/78) had a tumor reduction

78 out of 81 patients had at least one post-baseline tumor assessment

-100-

(O TR T O T T O T T T OO T T T o TN T AT T AT T T oot

PD-L1 status [Jpositive [|negative [ |unknown

60- X

B Partial response
404 | Stable disease
B Progressive disease

0T T T —

-20

A
o

69% (18/26) had a tumor reduction

Best Percent Change From Baseline

-60 -
=50 26 out of 31 patients had at least one
post-baseline tumor assessment
-100 -

*One patient had an increase of 160%

Per investigator by RECIST v1.1.

December 8, 2022

ALAMEDA, Calif. today it was announced that the CONTACT-01 study did not meet its primary
endpoint of overall survival at the final analysis. CONTACT-01 is a phase 3 trial evaluating cabozantinib
in combination with atezolizumab versus docetaxel in patients with metastatic non-small cell lung
cancer (NSCLC) without actionable mutations who experienced disease progression on or after
treatment with an immune checkpoint inhibitor and platinum-containing chemotherapy.

Neal JW, et al. Presented at: ASCO;2022. Abstract 9005.




SAPPFHIRE: Sitravatimib Flus Nevolumab in Non-Sguamous NSCLC

SAPPHIRE Phase 3 Study in NSCLC: Trial Design

Key Elgibility Criteria Sitravatinib (100 mg QD) +
Nivolumab (240 mg Q2W or 480 mg Q4W)
* Unresactable, localy acvenced, or n=284"%
meatastatic NSQ NSCLC

s No EGFR, ROS1, or ALK akeratons Study Objectives

DOC 2
- - - etaxel ‘75mgm st’ -~ SAFFHIRE Sitravatiib Flus Nvolumab in Non-Sguamous NSC
* Ona or two pnor regemens wih n=293v s Prmary
mast recent including CPI
(24 months) with or after PBC

s Sacondal

orn e Overall Survival

* Discontmuation of prior CPI Stratification Factors PFS. and
<20 cays pnor to randomization * Prior treatmant regmens n the advanced satting: 1 vs 2
» ECOG PSDor1 * Basalne ECOG PS Ovs 1 Sitravatinib +
AN s U | Nivolumab (n=284)
_ s Treghed andior stable bran melasiases & basalne 100 =
s No actve bram metastasas? presance vs absance Median OS. months
95% D 4-139 04-123
* Inthe Phase 2 MRTX-500 study, stravatinib in combmnation with nivelumab demonstrated a tclerable safety profi 80 - HR (05% CI) 0.86 (0.70-1.05)
. . . . . 24 =p R J.C J. U= 2
patients with NSQ NSCLC who initially had clinical benefit on prior CP| treatment but subsequently experiencedd 2
. . . . o Pyalue? (two-sided) 0.144
* Here we report Phase 3 data evaluating sitravatinib plus nivolumab vs docetaxelin patients with advanced NSQ » T oa
) . - . "W -
(median follow-up: 17.1 months) =
-
ALK, SNa0iatic Swetang tndde BICR DENOA) Baepesten! conyrevw CER_ OO besef rx DOR. Suraton af respanse ECOO PS5 Eaute peraive Onookogy Graep Periomeancs Siaes B -
rissiiz-read NS0 ronaguarsous ORR, sbechve resporme rafs, OF, sversl survival P75 QYW everyitres westx Q4N every our waska . OO0 oo e il:l -4
RECET, Rexporme Cvalustos Criera B Zokd Tarern; ROS 1, crox oncogens | o
“Trasted anaVer S0 DR Matasionss were Showed TT papeion Dt presanted per BCR 5
Clcallrab gov. NCTES0EIT
2|| .
. Cenmomdg [
0 T T T T Y 1
L 3 L X0 19 42 4F
No. at Risk
Siravatinb + Nivolimab 284 246 202 168 116 74 44 25 16 11 G 4 1 0 0
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PRAGMATICA LUNG, Phase 3 trial ongoing........

NCT03971474 . e, . :
Stratified by 1) PD-L1 Primary endpoint: OS : N Evens e contin
g))(?;?:rsl'ltotrc]), rgc);gllvsetOIOQy, Secondary endeintS: % Standard of Care (Inv. Choice) 67 51 11.6 (9.9-13.0) y Medlan OS for RP 14'5

Ramucirumab+Pembrolizumab 69 45 14.5 (13.9-16.1)
ramucirumab in standard RR; DCR, DOR, PFS, monthS V. SOC 11 6 monthS

iciti HR(80% CI): 0.69 (0.51-0.92)
of care arm Toxicities

Standard log-rank p-value:  0.05
Weighted log-rank p-value: 0.15

ARM A Randomization ARM B

Investigator’s Choice Pembrolizumab
Standard of Care 200tm§5Q3VVI for
docetaxel + ramucirumab; . . 2 e
docetaxel; gemcitabine; Ramucirumab
pemetrexed (nonSCC only)

Standard of care therapy received:
19 mpigtaw 0% - | Docetaxel + Ramucirumab (n = 45)|
0 3 6 9 12 15 18 21
Months Since Sub-study Randomization Docetaxel (n = 3)
Number at risk (number of events) GemC|tab|ne (n — 12)
Key eligibility: 1) Previously received both PD-1 or PD-L1 inhibitor therapy and platinum-based doublet - | - - | | Pemetrexed (n = 1)
chemotherapy either sequentially or combined, with PD on at least 84 days after initiation of ICI and D A T o XA e eE BN . . '

No treatment (n = 6)
platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab o ’

Standard of Care (Inv. Choice) 67(0) 56(9) 46 (19) 40 (25)

HR= 0.69; SLR p-value 0.05

Survival Probability (%)

Reckamp KL, et al. Presented at: ASCO;2022. Abstract 9004.



Overall Survival in ICI-Treated Patients

LUNAR Phase 3 Study Design

Objective: To evaluate safety and efficacy of TTFields therapy with standard of care (SOC) compared to SOC alone
in metastatic NSCLC progressing on or after platinum-based therapy

'TTFields therapy"
Follow-up Q6W

" 2 : N=276 (Investigator's choice until
Key eligibility criteria _(Cltor docetaxel) | mm- s

- 2?? "“ar‘ O’ am - r.vr-;m'.'. on
Matastatic NSCLC _ Randomized 280w 5p Vs

Survival

Progressicn onfamer Baveine (1) follow-up

platinum. basad therapy evibsation
ECOG PS 02 | One NRI)

soc | Followup COW
(Ivestigator's choice — scan)
ICI* or docetaxel) untl progression

Data cut-off: November 26, 2022

Following & plannedinbérin analysis (March 2021), DMC recommended reducing
Study sites: 124 n 17 countries (North America, Eurcpe, Asia)

patent sccrual from 534 10 276 patents and follow-up from 18 1o 12 momhs
LD, OF BNDOADUMAL
P perormaance statun ICL imarare checkpoint nhisdor ITT, mert o Teats NRL magretc msccarce magiag: NECLC nae-aral ool lung cancer ORR, oversd
sor-ee servwal SO0 starcard of care; TTFeica. Tumor Toasing Mekh

Overall Survival in DTX-Treated Patients

A

P Oy Cf Ot M APy bl
Prwime by of cewssd srctvw

.
Tedea wn ) wwba 2
Fobaw-a rorewm|

Pre 10 era

PD-L1 status for most of the patients unknown
Heterogeneous patient population

Further trials needed

Overall Survival in the ITT Population

Probability of overall survival

Number at risk:
137 100
139 %5

CL condidencs meeval MR naaard ratiex |

riact 13 treat: O, oversd sarvsal SOC. stanciwrd of care; TTFias

Median (range) follow-up at data cut-ofl. 10 0 (0 03-61 6) maenths

99

. e (8.1-11.5)
Medan OS5 (35% Cl), months ’ -

HR (59% Cl)x 0.74 (0.56-0.98), P=0.035

1-year survival (95% CI). % 53% (44-61) 42% (34-50)

3.pear surval (95% Cl). % 18% (11.27) % (2-15)

Tumaor Toastng Fleis

All
grades

Ay TEAE 7%

Sernous AE

TEAE leadng 1o disconlinuabion

TEAE leading 1o death

Most frequent TEAES
Dermabts 43%
Fabgque 28%
Musculoskeletal pain 6%
Anemia 23%
Dyspnea 20%
Diarrhea 19%
Cough 18%
Nausea 1%
Leukopenia 1%
Fneumonia 15%
Respiratory tract infaction 15%
Localized edama 15%
Alopeca 10%

Grade 23 Allgrades Grade 23
55% 91% 56%
38%
20%
8%

» Maijority of patients (94%)
had =21 TEAE

* Incidence of severe AEs
was comparable between
subgroups

AE. adveres swert SOC, ssndsnd of cave. TEAE. Treatmant Ersasgert Aswverss Svert: TTFisdds Temor Trawing Fleics

2023 ASCO m -.v-'---- ' _"7‘"?’, L-.ib.x"

Mashic Carcer Irsthite - £ maory Universty

T. Leal, ASCO 2023




First-in-human phase I/Ib study of NIZ985, a recombinant heterodimer of IL-15 and IL-15Rq, as a
single agent and in combination with spartalizumab in patients with advanced and metastatic solid

tumors SEED
NIZ985 TIW
N=14 .
b Expansion not pursued
QC, 0.25pgkg || 0.5ugkg I 1 pokg 2 yg'kg 4 pgivg
) n=1 n=2 n=6 n=3 ne2
@
Y
= NIZ985 QW
| ] N=13
RDE not determined
2 pgikg 4 pgikg l 6 po'kg 10 pg'kg
n=3 n=3 n=3 n=4

NIZ985 QW + spartalizumab 400 mg Q4W

N=9
é I e | l — ] RDE not determined ExpanSIon
g n=4 n=5
E NIZ985 1 pglkg TIW +
] NIZ985 TIW + spartalizumab 400 mg Q4W spartalizumab 400 mg Q4W
I° N=11 RDE NIZ985 1 uglkg TIW N=36
| ':3-:“ l PD-1»senahrn:; :wnor types l I PD—I-vemtan.n;;umov types

TRAES by preferred term

Rom Leidner et al; J Immunother Cancer. 2023 Oct



Autologous T cell therapy for MAGE-A4* solid cancers in HLA-

A*02* patients: a phase 1 trial

Afami-cel Infusion
and Hospitalization

Lymphodepletion

Eligibility Assessment, Trial Assessments ‘Long-Term Follow-Up
Leukapheresis, and « Safety monitori
Manufacturing of + Translational s::ﬂes
Afami-cel
+ Efficacy evaluation

T

HLA and MAGE-A4
* HLA screening

followed by MAGE-A4
IHC testing

Year 1: 2, 3, 6, 12 months

38 patients treated, 2 with NSCLC

Days 1 to 180 or until Year 2 to 5: every 6 months
progressive disease Year 6 to 15: annually
E ) — Partial response
= ¥ ¥ g v 8 — Stable disease
o= 604 — Progressive disease
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2 [ = Time (weeks)
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E Time from T cell infusion (weeks) c g
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Lwn
Time from T cell infusion (weeks) Time from T cell infusion (weeks) 02 e
® Death oStudy discontinuation ¢ Second infusion  # Partial response © Treatment , : , , I . , , T l 1
% Progressive disease > New therapy » Survival censored 4 Stable disease discontinuation 0 5 12 18 24 30 36 4 48 54 60 66 72 78 84

David Hong et al, Nat Med. 2023 Jan
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Masters in Thoracic Oncology Summit

Albuquerque, New Mexico | November 16 - 19, 2023

* Treatment of NSCLC at any stage now is significantly more effective

* We now can talk about five year survival in the metastatic setting

e Cure rates are increasing for early stage disease

* Our understanding of the mechanisms of resistance is limited

* Lack of biomarkers hampers tailored and personalized treatment options

* Cancer vaccines, Cellular therapies, oncolytic viruses are all potential options but we
need to get away from the all comers approach

 Molecular determinants of response to 10 need to be better defined

The secret of

making progress ‘i ", j : A litele progress cach day

is to get started.

— Mark Twain [il{HEER S
1 L S|




