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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 1
71 year-old man, never smoker, presented with cough
‘'
* CXR: RLL mass .: A
* PET-CT: FDG avid RLL lung mass (2 cm SUV=6), with FDG
avid hilar (1.5 cm mSUV 5.1) & subcarinal LN(4 cm, SUV6)

* MR brain: negative.
* CT guided biopsy of RLL: NSCLC, adenocarcinoma
 (TTF1+)

§$§ﬂ£‘3£ﬂ . COMPREHENSHE%F Helen Diller Family El ANCO
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient has suspected N1 and N2 disease on PET CT with FDG avid subcarinal and
hilar LN.

Question 1A:
Do you stage the mediastinum prior to determining treatment options?

1. Yes, EBUS with TBNA of mediastinal LN | I Em— oo

2. Yes, mediastinoscopy | 6%
3.No [ | 8%
010 65 @
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient has EBUS with TBNA of station 4R, 7 and 11R. All are positive for NSCLC-
adenocarcinoma

Question 1B:
In this 71 year old never smoker with Stage IIIA NSCLC-adenocarcinoma (pT1bpN2Mx)
(bulky multi station N2 disease), what molecular testing on tumor tissue would you

order?
1. None | 0%
2. PD-L1IHC only | 0%

3. Broad genomic profiling (NGS) on —

tumor biopsy and PD-L1 IHC

4. PCRfor EGFR, FISH for ALK and PD- [ 22%
L1IHC

010 76 @
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Tissue NGS: EGFR Exon19del+, PD-L1 TPS 70%, ALK/ROS negative

Question 1C: What general treatment approach would you take with this never smoker 71-year-old

patient with stage llIA (pT1bpN2Mx) (multistation N2 disease-bulky), NSCLC-adenocarcinoma EGFR
E19del+ on molecular testing and high PD-L1 IHC?

1. Chemo/radiotherapy + durvalumab . 6%
consolidation (PACIFIC)

2. Neoadjuvant osimertinib followed by surgical -
resection then adjuvant osimertinib

3. Chemo/radiotherapy followed by osimertinil
(LAURA)

4. Neoadjuvantchemotherapy followed by

11%

surgical resection followed by adjuvant - 22%
Osimertinib
5. Neoadjuvant Chemo-immunotherapy . 8%
followed by surgical resection (CM816)
010 63 ©
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LAURA - Improved PFS with adjuvant Osimertinib after Chemoradiotherapy in
Stage Ill EGFR-Mutated NSCLC

Patients with locally advanced, Osimertian 80 mg,
unresectable stage IlI* EGFRm NSCLC SRR AL Treatment duration until BICR-assessed progression

with no progression during / following P (per RECIST v1.1), toxicity, or other discontinuation
definitive CRT' treatment Rando;_";za“on criteria
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
+ 218 years (Japan: 220) R — progression offered to both treatment arms$
« WHOPSO/1 Stratification by:
Concurrent vs sequential CRT
* Confirmed locally advanced, Stage IlIA vs stage IIB/IC
unresectable stage IlI* NSCLC China vs non-China Tumor assessments:
= deli ottt - Chest CT / MRI and brain MRI
+ Maximum interval between last dose of Placebo, - At basaline, evary 8 weaks to Waak 48, then avery
SRIandrandemizaton: 6 woeks SUCE Y 12 weeks until BICR-assessed progression
Endpoints

» Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
= Secondary endpoints included: OS, CNS PFS, safety

Shun Lu et al. N Engl) Med 2024;391:585-597
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LAURA - Improved PFS with adjuvant Osimertinib after Chemoradiotherapy in
Stage Ill EGFR-Mutated NSCLC

100+
80
80
2 T
3 70 1 Median Progression-free
é\? 60 i i Survival (95% Cl)
1 1
3 50 ! ! Osimertinib mo
& | ' Osimertinib ~ 39.1 (31.5-NC)
£ 40 ! 1 Placebo 5.6 (3.7-7.4)
o 1 1
E 30+ E E Hazard ratio for disease progression
56 . | or death, 0.16 (95% Cl, 0.10-0.24)
i i P<0.001
10 i i " Placebo
I i
0 T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months since Randomization
No. at Risk
Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 O
Placebo 73 59 31 2515 10 9 6 6 4 4 3 3 3 2 1 1 0 0 O 0 O
ShunLuetal. N Engl) Med 2024;391:585-597 1
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PACIFIC: Progression-Free Survival after Chemoradiotherapy with or without Durvalumab in
EGFR-mut NSCLC
Subgroup Durvalumab Placebo Unstratified Hazard Ratio for Disease Progression or Death (95% Cl)
no. of patients
All patients 476 237 —e—i : 0.55 (0.45-0.68)
Sex '
Male 334 166 — 0.56 (0.44—0.71)
Female 142 71 —e—————i ! 0.54 (0.37-0.79)
Agesast randomization 261 130 : 0.43 (0.32-0.57)
<65 yr e ! . .32-0.
=65 yr 215 107 —_— 0.74 (0.54—1.01)
Smoking status '
Smoker 433 216 —_— ' 0.59 (0.47-0.73)
Nonsmoker 43 21 0.29 (0.15-0.57)
Nslﬁkc FE AR 252 125 0.53 (0.40-0.71)
—— X .40—-0.
1B 212 107 —e————i 0.59 (0.44-0.80)
Tumor histologic type o 0,68 (0.500
Squamous 224 102 —e———— .68 (0.50-0.92)
Nonsquamous 252 135 —e— 0.45 (0.33-0.59)
Best response
Complete response 9 7 —
Partial response 232 1L —e— 0.55 (0.41-0.75)
Stable disease 222 114 —e——— 0.55 (0.41-0.74)
PD-L1 status
=25% 115 44 | — 0.41 (0.26—0.65)
<25% 187 105 — e 0.59 (0.43-0.82)
Unknown 174 38 [ ——] 0,59 (0,42_0.83)
EGFR mutation
Positive 29 14 * 0.76 (0.35-1.64)
Negative 315 165 i : 0.47 (0.36-0.60)
Unknown 132 58 et 0.79 (0.52—1.20)
r T T T
0.25 0.50 1.00 2
Durvalumab Better Placebo Better
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EGFR Exon19del+, PD-L1 TPS 70%, ALK/ROS negative

The patient is treated with concurrent weekly carboplatin+paclitaxel and radiation, followed by consolidation
osimertinib. About 8 months after initiating osimertinib he develops shortness of breath. CT Chest reveals large R
pleural effusion and bilateral pulmonary nodules. Thoracentesis improves symptoms and cytology on cell block
shows lung adenocarcinoma (TTF1+). NGS off the cell block shows the EGFR E19del and no clear mechanism of
resistance.

Question 1D: What would you treat the patient with as next line of treatment?

1. Add carboplatin/pemetrexed to Osimertinib 11%

2. Stop osimertinib, start
carboplatin/pemetrexed +/- bevacizumab
Stop osimertinib, start
carboplatin/pemetrexed and amivantamab.
Stop osimertinib, start amivantamab and

Lazertinib

I 17%

010
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MARIPOSA-2 (NCT04988295) demonstrated improved PFS versus chemotherapy
after disease progression on osimertinib in patients with EGFR-mutated advanced NSCLC

MARIPOSA-2 is a randomized,’
open-label, Phase 3 study

evaluating the efficacy and safety
of2 regimens of amivantamab
(with and without lazertinib)

and chematherapy

Amivantamab-
Chemotherapy
(n=131)

Amivantamab-Lazertinib-
Chemotherapy
(n=263)

Chemotherapy
(n=263)

There are currently no targeted therapies
approved for patients who progress
on osimertinib

HR for disease progression or death,
0.48(95% C1, 0.36-0.64); P<0.001

ORR by BICR

36%

Chemotherapy

64%

Amivantamab-Chemotherapy

63%

Amivantamab-_azertinib-Chemotherapy

and
acranial PFS,

Predominant AEs in the amivantamab-containing
arms viere hematol

icand EGFR-and MET-related

Most hematologic AEs were transient, with majority occurring in Cycle 1
ematologic AEs were not associated with SAEs

S
For Amivantamab + Chemoth

Amivantamab-
HR for disease progression or death,
0.44 (95% €1, 0.35-0.56); P<0.001

Laze
¢ Chemotherapy
i) (1269
Most common EGFR-, MET-, and

arade| Al Grade

chemotherapy-associated AEs, n (%) grades qrades grades
Any AEs 27(93) 117(48) 130(100) 94(72) 263(100) 242(%2)
Paronychia 104 0 403 32 BE) 1@
ECFR ——— T T —
Rash 26 0 5643 8(6) 126(48) 17(6)
Fypoalbuminemia ~ 21(9)  1(04) 29(2) 3(2) 104(40) 120
MET
Peripheraledema  15(6) 0 42(2) 2(2) &(2) 1(04)
Neutropenia 101(42) S2(21) 74(57) S9.(45) 181(69) 144(55)
Chemotherapy
Thrombocytopenia  72(30) 22(9) 57(44) 1915 158(60) 96(37)
Other ‘,”efa'ﬁ%“n'r"'a‘e‘j 104) 0 78 () wu8ls) 90)

A Median progression-free
- n survival — months (95% Gl
100 — Amivantamab-chemotherapy 131 6.3 (5.6-8.4)
—_ tinib-. apy 263 8.3 (6.8-9.1)
= Chemotherapy 263 4.2 (4.0-4.4)
82 Amivantamab-chemotherapy vs chemotherapy:
= 80 Hazard ratio for disease progression or death, 0.48 (95% Cl, 0.36—0.64)
= P=0.001
=2 Am tini rapy vs chemotherapy:
2 60 - . Hazard ratio for disease progression or death, 0.44 (95% Cl, 0.35—0.56)
E = Ty P=0.001
=
S |
=
£ 40 - R Amivantamab-lazertinib-chemotherapy
= M,
= e
T A t b-ct th
- mivantamab-chemothera
£ 20 o ) Py
= e
= Chemotherapy
o T m T T T 1
o 3 6 9 12 15 18
Months
No. at risk
Amivantamab-chemotherapy 131 929 a9 27 7 o o
Amivantamab-lazertinib-chemotherapy 263 194 104 52 21 a o
Chemotherapy 263 135 a9 17 6 o o
B. Median progression-free
n survival — months (95% CI)
Amivantamab-chemotherapy 131 8.2 (6.8-10.9)
100 — i tinib- P! 263 8.3 (7.1-9.9)
= Chemotherapy 263 4.2 (4.0-4.5)
= mivantamab-ct ap \erapy:
a8 80 - Hazard ratio for disease progression or death, 0.41 (95% Cl, 0.30—0.54)
= Amivantamab-lazertinib-chemotherapy vs chemotherapy:
= Hazard ratio for disease progression or death, 0.38 (95% Cl, 0.30—0.48)
g 60 — —
=3
=
=
£ 40 — Amivantamab-lazertinib-chemotherapy
=
"
E T
= 20 — " § Amivantamab-chemotherapy
=
= Chemotherapy
o T T T T T 1
o 3 6 9 12 15 18
Months
No. at risk
Amivantamab-chemotherapy 131 99 61 33 8 o o
o tinib-ct apy 263 201 110 57 23 a o
Chemotherapy 263 139 a8 19 6 o o

A. Passaro et al. Annals of Oncology 2023
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 1 - Take Home Messages

* LAURA: Adding Osimertinib after concurrent chemoradiation resulted in significantly
longer progression-free survival than placebo in patients with unresectable stage Il EGFR-
mutated NSCLC

*  PACIFIC: No benefit from adding consolidation durvalumab after definitive CRT in EGFR
mutated, stage Il NSCLC patients and higher frequency of irAEs

*  MARIPOSA-2: amivantamab + carbo + pemetrexed for EGFR-mutated NSCLC after
progression on osimertinib improves PFS vs carbo + pemetrexed alone. Overall
survival data immature, but trend towards OS.

Stanford comprenensiSF Helen Diller Family [l ANCO
ancer Institute i

cnsniearss . HEALTH | CANCER CENTER Comprehensive 50

@ sunford wesicie Cancer Center
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Case 2

53 yo F, 25 ppd smoker, presented with SOB,
Cough & chest pain
* CXR: RUL lung mass.
* PET CT: FDG avid RUL lung mass,
mediastinal LAD, R hilar LN and RSCL LN
* MR brain: negative
* EBUS bx: small cell lung cancer.

Drainage of R pleural effusion with neg cytology for

malignancy.
Stanford UGSF Helen Diller Family [l ANCO
Cancer Institute COMPREHENSIVE i
cnsniearss . HEALTH | CANCER CENTER Comprehensive e
@ sunford weorcime Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Question 2A: Would you order broad genomic profiling for this 53 year old woman
with 25 pack-year smoking history and newly diagnosed limited stage SCLC?

1. Yes, | want to see if p53 and RB1 mutations are present N 61%

2. No, broad genomic profiling is not indicated. I 39%

23

25t Multidisciplinary Management of Cancers: A Case-Based Approach

Molecular testing confirms p53 and RB1 co-mutations. You diagnose the patient with
limited stage small cell lung cancer.

Question 2B: What treatment and radiation schedule would you offer?

1. Carboplatin/Etoposide/Atezolizumab without RT [ | 4%

2. Cisplatin/Etoposide + RT bid (45 Gy in 1.5 Gy BID fractions) [ R M 42%
3. Cisplatin/Etoposide + RT daily (66 Gy in 2 Gy QD fractions) | NN 47 %

4. Carboplatin/Etoposide/Durvalumab without RT N 7%

010 57 @
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient completes Cisplatin/Etoposide/XRT given in once daily 2 Gy
fractions with a response to treatment.

Question 2C: What would you offer next?

1. Consolidation Durvalumab for 2 Years with [ 58%

MRI brain surveillance

2. Observation only with MRl brain + CT l 7%
Chest/Abdomen/Pelvis

3. Prophylactic Cranial Irradiation (PCI) followed I 8%
by surveillance

4. Consolidation durvalumab for 2 years and PCI I 26%

010 72 .

27
ADRIATIC study design
Phase 3, randomized, double-blind, placebo-controlled, multicenter, international study (NCT03703297)
* Stage I-IlILS-SCLC Durvalumab Dual primary endpoints:
(stage I/ll inoperable) 1500 mg Q4W D I b laceb
« WHOPS O or1 N=264 UIvalimaP,vs, praceno
+ Had not progressed =08
following cCRT* — PFS (by BICR, per RECIST v1.1)
+ PCI* permitted before Placebo Key secondary endpoints:
randomization Q4w + Durvalumab + tremelimumab vs
N=266 placebo
- 08
c¢CRT components Stratified by:
+ Four cycles of platinum and Disease stage — PFS (by BICR, per RECIST v1.1)
etoposide (three permittedT) [CLRERID] 0 C ¢ ) g’ <
— Other secondary endpoints:
+ RT. 60-66 Gy QD over 6 weeks | PCI (ves vs no) wed by D 1 g ry-ehch:
or 45 Gy BID over 3 weeks + OS/PFS landmarks
+ RT must commence no later . : ) . + Safety
than end of cycle 2 of CT Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months
“¢CRT and PCI treatment, if received per local standard of care. must have been completed within 1-42 days prior to randomization.
Tif disease control was achieved and no additional benefit was expected with an addition yele of chemotherapy. in the opinion of the investigator.
The first 600 patients were randomized in & 1:1:1 ratic to the 3 treatment arms: t pati were 1:110 either ralumab of placebo.
BICR. bences
2024 ASCO eresenteo ov. Or David R, Spigel i Asco Mmcansooty o
ANNUAL M N #ASCOZ4 Presastation m poperty of he mlhor and ASCO Permason fequrnd K reuse contac! permaeonsascs og KNOWLEDGE CONQUERS CANCER
Spigeletal, JCO, ASCO 2024 meeting abstract
28
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Progression-free survival* (dual primary endpoint)

+ Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)
1.0

Durvalumab Placebo
(n=264) (n=2686)
Events, n (%) 139 (52.7) 169 (63.5)
0.8 1 mPFS, months (95% CI) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
(73] HR (95% CI) 0.76 (0.61-0.95)
W
-value 0.0161
% 06 4 0 ‘
= 48.8% 46.2%
3 : H=H
T 04 i |
e ' ;
o 136.1% |34 00 + - . - -
0.2 ! !
H i
0 T 1 L} T I : I i 1 1 T T ] ] 1 T ] 1 ] T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
n— Time from randomization (months)
Durvalumab 264 212 161 135 113 105 101 98 84 78 51 51 33 21 19 10 10 4 4 0 0 0
Placebo 266 208 146 122 100 88 79 76 71 69 47 47 34 23 22 15 14 5 5 0 0 0O

*By BICR per RECIST v1.1
PFS was analyzed using a stratified log-rank test adjusted for disease stage (Il vs Ill) and receipt of PCI (yes vs no). The significance level for testing PFS at this interim analysis was 0.00184 (2-sided) at the 0.5% level, and
0.02805 (2-sided) at the overall 5% leve!. Statistical significance for PFS was achieved through the recycling multiple testing procedure framework and testing at the 5% (2-sided) aipha level (adjusted for an interim and final analysis).

174 ASCO ASCO =

KNOWLEDGE CONQUERS CANCER

eresenten ev: Or David R. Spigel

Presantanon s pragety of e o and ASGE. Parmvssion eurd e iise: COnEact parmissens uace 1) mPFS, median PFS.

29

Overall survival (dual primary endpoint)

= Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9)

1.0 + Durvalumab Placebo
(n=264) (n=2866)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 ~ mOS, months (95% Cl)  55.9 (37.3-NE) 33.4 (25.5-39.9)
@ HR (95% ClI) 0.73 (0.57-0.93)
o ! 56.5% -value 0.0104
= 06 ' s 2
: z
2 : '.
- 0.4 1 ) | 47 6% —
a ' | '
3 i
0.2 ] ]
: !
! :
] '
0 T T T T T T T t T T T t T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)
Durvalumab 264 261 248 236 223 207 189 183 172 162 141 110 90 68 651 39 27 19 1 5 1 0

Placebo 266 260 247 231 214 185 175 164 151 143 123 97 80 62 44 31 23 19 8 5 1 0

OS was analyzed using a stratified log-rank test adjusted for receipt of PCI (yes vs no). The significance level for testing OS at this interim
analysis was 0.01679 (2-sided) at the overall 4 5% level, allowing for strong alpha control across interim and final analysis timepoints,

ASCO szsms

KNOWLEDGE CONQUERS CANCER

seseteo ov. Dr David R, Spigel

pAsco

Eremantanon 18 propert of T sumor g ASCO FerTvsson teausred fof reuse CONtBct permsssons 3860 g €, confgence interval MOS. mecian OS, NE. ot estimabie

30
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Three months after starting consolidation durvalumab, she develops metastasis to the
adrenal gland, liver, lung and lymph nodes. Brain MRl is negative. She still has good
performance status, ECOG 1

Question 2D: What second line therapy would you offer?

1. Carboplatin + Etoposide + PDL1 antibody

(durvalumab or atezolizumab) I 9%
2. Carboplatin + Etoposide [ 5%
3. Cisplatin + Irinotecan e 9%
4. Lurbinectedin I /2%
- Tarlatamab I 35%
010 65 .
32
DeLLphi-301: Tarlatamab improves ORR and DOS in previously
treated SCLC
= Open-label phase Il study
— Patients required to have received 1 platinum-based regimen and 21 other line of tx;
median lines of tx: 2 (range: 1-8)
Part 1: Dose Evaluation Part 2: Dose Expansion Part 3: Reduced Inpatient
patients with ES-SCLC; Tarlatamab 10 mg* Monitoring Period
>2 prior lines of tx, D8, D15, Q2W thereafter
including / (n = 88) Tarlatamab 10 mg* Tarlatamab 10 mg*
platinum-based CT; Eemd D8, D15, Q2W thereafter Emmmdl D8, D15, Q2W thereafter
treated, stable \ Tarlatamab 100 mg* (n=12) (n=34)
brain mets allowed; D8, D15, Q2W thereafter
ECOG PS 0-1 S = ga
(N =222) (n = 88)
*1 mgonD1.
= Primary endpoints: ORR per RECIST v1.1 by BICR
= Secondarv endpoints: DoR. DCR. PFS. OS. safetv. drug serum concentration
Myung-Ju Ahn N EnglJ Med 2023;389:2063-2075
33
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DeLLphi-301: Tarlatamab improves ORR and DOS in previously
treated SCLC
B Progression-free Survival
Median Progression-free A ) A
St BNl Objective response in 10mg group:
i S— it J S 40%
5 60 L L
& 2 : y . . .
g« ra..m.b}umg e e—y. P Objective response in 100mg group:
g i ; el
g ol : ; & y 32%
o 3 [ 9 12 15
Months
ety 100 53 35 18 2 0 Median duration of response
Tarlatamab, 100 m 28 41 26 15 3 0
— was at least 6 months in 59%
Median Overall Survival patients.
(95% CI)
g oo, T 10me Jemmbloms 1408 g
3 SR .
é; ::: Tarlatarmab ‘m &= -—-\ Higpey =ta,_,_.‘ Pt ———
F w i :
g 20 :
[+] 3 6 é 2 15 8
Months
No. at Risk
Tarlatamab, 10 m, 100 84 67 44 17 3 o
Tariatamab. 100 m i = 3 29 1 2 9 Myung-Ju Ahn N EnglJ Med 2023;389:2063-2075
34
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Question 2F: Patient is started on Tarlatamab. 16 hours after the first dose is
administered, and while monitored in an inpatient-like setting, the patient develops a
new fever of 39.2C. She is hypotensive and oxygenation saturation is 88%. Infectious
work up is sent but there is low suspicion for infection. Imaging is unrevealing.

What treatment would you offer next?

1. Start supplemental oxygen, draw blood cultures I 204
and treat empirically for pneumonia with antibiotics
2. Give supplemental oxygen, start IV steroids and D 07 %
tocilizumab
3. Continue symptomatic treatment | 2%
010 64 .
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Key Toxicities with Bispecific Antibody Treatment

Infections.
« Increased risk of bacterial infections, viral infections,
and opportunistic infections (eg, PJP)
« Infections accur due to combined effects of:
+ BsAb-induced T-cell exhaustion
« BsAb-induced neutropenia (mere common in
haematological malignancies)
b

Neurotoxicity (ICANS)
« Relatively infrequent with BsAb treatments, except

for blinatumemab treatment (all grade: 50% and

= grade 3: approximately 10%), which might

be related to CD19 expression on mural cells in the brain
« Develops concurrent with, or shartly after, CRS

. ) « Symptoms. = . confusion, .
: tremi, aia, cr phasia
cbrvedwith Cu ngesin,COZD mrgetin,and Cytokine Release Syndrome
BCMA-targeting BsAbs) .
Gther factors: CRS with tarlatamab
« Cancer-related immunodeficiency (deficits in Cytokine release syndrome
humoral and cellular immunity) temic infl

o esponse yndrom -G31% 10 mg, 6% 100 mg

« Patient comorbidities
« Extent of previous immunosuppressive anticancer
treatment

activated T cells

- Symptoms include fever, hypotensian, and hypoxia

+ CRS s typically confined to the first 24 h following BITE _ :
treatment initiation, the step-up doses, and the first full I L 6 d riven
dose for lgG-like BsAbs

- CRS typically occurs o the day o ntravenous infusion, -Glucocorticoids
orthe day after subcutaneous administration e .
- Tocilizumab (anti-IL-6R ab)

On-target off-tumour toxicities

BsAbs targets are not b !
and are alsa found in healthy tissues
« Symptomsare dependent on the target expression

profile
« Symptoms: Tumour-lysis syndrome
Re d CD20-targeting: ~Occurs infrequently in patients treated with mast BsAbs,

leading to hypogammaglobulinaemiaand increased
fisk of infections

« BOMA-targeting: elimination of normal plasma cels
leading to hypogammaglobulinaemia and increased
tisk of infections

+ GPRCSD-targeting: skindisorders, nail disorders, and

but has been described in non-Hodgkin lymphoma
patients treated with CD20x (D3 BsAbs

= Occurs as a result of rapid tumour cell lysis with release
of large amounts of potassium, nucleic acids, and
phosphate into the circulatary system

« Symptoms are related to development of metabolic

lass of sense of taste abnarmalities, and include:
= CD123-targeting, (D33-targeting, and CLL-1-targeting: +Nausea, vomiting, diarthoea, and anorexia
cytopenias

~ Renal failure due to precipitation of uric acid (nudeic

a into uric acid) i
hyperphosphatacmia with calcium phosphate
deposition in the tubules also plays a role

« Cardiac arthythmia

« Seizures

+ CEA-targeting: diarhoea
« EpCAM-targeting: liver toxicity and diarrhoea
« gP100-targeting: skin-related adverse events

N.van de Donk, S.
Zweegman Lancet
2023.
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DeLLphi-301: Tarlatamab improves ORR and DOS in previously
treated SCLC
Any grade Wl Grade 3 or 4
P —— Incidence of CRS in 10-mg
Tarlatamab Dose: ‘Day 1: 1 mg Day 1: 10 mg =g Day 15: 10 mg Dzyc,l:‘I;ﬂjmg group: 51%
v of scverse [ — BTy D114 Incidence of CRS in 100-mg
206 group: 61%
50. . n
2 459 4 i :
g b Grade 1 CRS: 30% vs 32%
% 3 i Grade 2 CRS: 20% vs 23%
g s Grade 3 CRS: 1% vs 6%
‘g 1 1 o o 2 o ¢ 0 o i @ 2 5 1 1 o o o
CRS ICANS, RS ICANS CRS CRS ICANS, CRS ICANS  CRs ICANS Median onset of CRS: 13H
Median duration of CRS: 4
B Tarlatamab, 100 mg (N=387]
* b : Cycle 1 Cycle 2 Cycle 3 days
‘;?:.:u;a:d?:rss: Day 1: 1 mg Day 1: 100 mg Day 15: 100 mg Day 1: 100 mg
o Event: Day 1-7 Day 8-14 Day 1527 Day 1-14 Day 15-27 Day 1-14 Grade 1 _2 ICANS: 8% VS 28%
s . Grade 3 ICANS: None vs 5%
i< i |
£ Median onset of ICANS: 5
£ o2 : days
5 20 g
5 1 1 H
‘(s’ 6 : 5 7 5 is 3 :
o o - ] [} 1 oi r o ) i o o o
CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS CRS ICANS
Event Myung-Ju Ahn N EnglJ) Med 2023;389:2063-2075
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CRS Definin; IMDELLTRA

Grade gs Dosage Modification Mansoeret

Grade | Symptoms Withhold IMDELLTRA + Administer symptomatic treatment (e.g.,
1 require until event resolves, then acetaminophen) for fever.

symptomatic resume IMDELLTRA at

treatment only the next scheduled

(e.g., fever 2 dose®,

100.4°F without

hypotension or

hypoxia).

Grade | Symptoms Withhold IMDELLTRA + Recommend hospitalization for a
2 require and until event resolves, then minimum of 24 hours with cardiac

respond to resume IMDELLTRA at telemetry and pulse oximetry.

moderate the next « Administer syr i (eg.,

intervention. doset. acetaminophen) for fever. CRS Defining IMDELLTRA Management

o Feverz * Administer supplemental oxygen and Grade loms Dosage Modification ag
100.4°F, intravenous fluids when indicated. Grade | Life-threatening | Permanently discontinue | « ICU care.

+ Hypotension » Consider dexamethasones (or equivalent) 4 symptoms IMDELLTRA. « PerGrade 3 treatment.
responsive to v, defined as . il (or lent).
fluids not « Consider tocilizumab (or equivalent). temperature
requiring 2100.4°F with:

— + Hemodynamic
Grade | Severe Withhold IMDELLTRA | In addition to Grade 2 treatment: instability
3 symptoms until the event resolves, » Recommend intensive monitoring, e.g., requiring

defined as then resume ICU care. multiple

temperature 2 IMDELLTRA at the next | « Administer dexamethasone® (or vasopressors

38°C with: scheduled dose®. equivalent) 8 mg IV every 8 hours up to 3 (excluding

» Hemodynamic doses. vasopressin).
instability « Vasopressor support as needed. « Worsening
requiring a For recurrent Grade 3 « High flow oxygen support as needed. hypoxia ar

SOp events, p y . il (or equit respiratory
(with or discontinue « Prior to the next dose, administer distress
without IMDELLTRA. concomitant medications as despite
vasopressin) recommended for Cycle 1 (see Table 3). oxygen
oF administration

+ Worsening When resuming treatment at the next planned requiring
hypoxia or dose, monitor patients from the start of the positive
respiratory IMDELLTRA infusion for 22 to 24 hours in an pressure.
distress appropriate healthcare setting
requiring high
flow nasal
canula (>
6 Limin
oxygen) or
face mask.

I in: e Grade 4° ICE score 0° (patient | « Permanently * ICU care.
RS St M lllo%;;::é;::ag aneiont is unarousable and discontinue + Consider mechanical
Grade 1° ICE score 7-9* with [ « Withhold « Supportive care. unable to perform IMDELLTRA. ventilation for airway
no depressed level IMDELLTRA until ICE) and/or Stupor protection. .
of consciousness. ICANS resolves, E:’{:ﬁm: ;2:4;:; * High dose corticosteroids®.
IWDELLTRA at e proienaed ssizurs (> ,
next seheduled 5 minutes) or « Consider repeat
dose® repetitive clinical or neurcimaging (?T or MRI)
Grade 2° ICE score 3-6° = Withhold s Supportive care. ﬂﬁ;’:ﬁ:ﬁ"ﬂfs :;fszlzenslg\;‘e ga; o Hee
and/or mild IMDELLTRA until + Dexamethasone® (or baseline i batween neurotoxicity.
somnolence ICANS resolves, equivalent) 10 mg IV. Can andlor o Trer cor g
awaking to voice. then resume repeat every 6 hours or o i
3 IMDELLTRA atthe | mathylprednisolons 1 mgfkg ditsoa parcbrel Spllepdius pecintiumonal
next scheduled IV every 12 hours if neuroimaging 9 )
dose*. symptoms worsen. decersbrats o'r
* Monitor neurologic symptoms decorticate posturing
and consider consultation with or papilledema,
neurologist and other cranidl heve vl
specialists for further palsy, or Cushing's
evaluation and management. friad *
« Monitor patients for 22 to 24 ’
hours following the next dose
of IMDELLTRA.
Grade 3* ICE score 0-2° = Withhold + Recommend intensive
and/or depressed IMDELLTRA until monitoring, e.g., ICU care.
level of the ICANS + Consider mechanical
consciousness resolves, then ventilation for airway
awakening only to resume protection. Dexamethascone®
tactile stimulus IMDELLTRA at the (or equivalent) 10 mg IV every
and/or any clinical next scheduled 6 hours or
seizure focal or dosec. methylprednisolone 1 mg/kg
generalized that = Ifthereis no IV every 12 hours.
resolves rapidly or improvement to « Consider repeat
nonconvulsive grade s 1 within 7 neuraimaging (CT or MRI)
seizures on EEG days or grade 3 every 2-3 days if patient has
that resolve with toxicity recccurs persistent Grade 2 3
intervention and/or within 7 days of neurotoxicity.
Focal or local edema reinitiation, « Monitor patients for 22 to 24
on neuroimaging. permanently hours following the next dose
discontinue of IMDELLTRA.
IMDELLTRA.

40
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Case 2 — Take Home Messages

* ADRIATIC: Consolidation durvalumab improved both PFS and OS in patients with limited stage SCLC
who did not progress after concurrent chemoradiation

* DELPHI 301: Tarlatamab, administered as a 10-mg dose every 2 weeks, showed antitumor activity with
durable objective responses and promising survival outcomes in patients with previously treated SCLC.

* Most common adverse effects from Tarlatamab were grade 1 CRS, managed with supportive care.
Consider IV steroids and/or tocilizumab for higher grade CRS.

41

41

25th Multidisciplinary Management of Cancers: A Case-Based Approach
Case 3

58 yo M, 30 pack-year former smoker, presented with cough
and dyspnea

* PET-CT: LLL primary with lymphadenopathy in the hilum
and mediastinum. Diffuse bone and liver mets noted

* MRI brain: negative.

* Biopsy: NSCLC, squamous histology
* PD-L1 TPS=<1%

* ECOG:1

Stage IVB (pT3N3M1C) squamous NSCLC

Stanford - UCSF Helen Diller Family [l ANCO
Cancer Institute . COMPREHENSIVE H <

neoronies, HEALTH | CANCER CENTER Comprehensive = '
@ Stankerd usoicine ! Cancer Center o

42
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Question 3A: Do you perform NGS on a patient with a smoking
history and Stage IV squamous cell lung cancer?

1. Send plasma ctDNA L] 9%

2. Send both plasma ctDNA and tissue for NGS 1 47 %

3. Send only tissue for NGS (do not sent plasma ] 09%

ctDNA)

4. Send tissue for broad genomic profiling I 14%

employing RNA sequencing rather than DNA NGS.

5. I would not perform NGS | 1%

010 70 .
44

25t Multidisciplinary Management of Cancers: A Case-Based Approach

Tissue NGS is sent and shows a KEAP-1 mutation and TMB=15 mut/mb

Question 3B: What treatment would you offer for Stage IVB NSCLC-
squamous histology PD-L1 <1% and KEAP-1 mutation

1. Single agent pembrolizumab, cemiplimab or

atezolizumab I 10%
2. Carboplatin/paclitaxel/pembrolizumab (KN 407) I 39%
3. Nivolumab and ipilimumab (CM 227) [ | 5%
4. Platinum chemotherapy X 2 cycles + nivo/ipi (CM SLA) il 19%
5. Carboplatin/paclitaxel/durvalumab/tremelimumab I 279
(POSEIDON)

010 62 .
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KEYNOTE 407
5 year survival outcomes

(Novello et al, JCO 2023)

CHECKMATE 227-PART 1
5 year survival outcomes

(Brahmer et al JCO 2022)

CHECKMATE 9LA
5 year survival outcomes

(Paz-Ares et al, JTO 2023)

POSEIDON

(Johnson et al JCO 2022)

COMPARISON

Carbo-Taxol + Pembro vs Carbo-
Taxol-placebo x 4 cycles -> pembro

PD-L1 2 1%: Nivo/lpi, Nivo or chemo
PD-L1<1%:

Nivo/lpi + 2 cycles
chemotherapy vs 4 cycles of

Tremelimumab plus durvalumab and chemotherapy
(T+D+CT)and D + CT vs CT alone

PD-L1<1%: 5.1vs5.6vs4.7

1L mNSCLC
lacebo for 35 cycl h th .
Vs placebo for Jo cycles Nivo/Ipi, Nivo/chemo, chemo alone cnemotherapy.
5 year PFS
PD-L1>1% :5.1 vs 4.2 vs 5.6 D+CT:5.5v4.8 mo
PFS 10.8% vs 3.5 [ 5 year] 55% vs 38%

D+CT+T.6.2v4.8mo

OS based on PD-L1 status

PD-L1 > 50% 19.9 v 11.5% [5-yr]
PD-L1 < 1% 15% v 11% [5 -yr]

5-year OS rate of 39%
(combined PD-L1 populations).
PD-L1>1%: 17mo vs 14.9 vs 15.7mo
PD-L1<1%: 17.4mo vs 15.2 vs 12.2mo

PD-L12 1%, 15.8 vs 10.9 mo

PD-L1< 1%, 17.7mo vs 9.8mo

D+CT:
PD-L1>50% HR 0.63 [0.5-0.88]
PD-L1 <1% HR 0.99 [0.7-1.30]
D+CT+T
PD-L1>50% HR 0.65 [0.47-0.89]
PD-L1 <1% HR 0.77 [0.48-1]

OS based on histology:

Squamous:
PD-L1 > 50% 19.9 v 11.5% [5-yr]
PD-L1 < 1% 15% v 11% [5 -yr]

Non-squamous

PD-L1 2 1%: 0.82 [0.67 to 0.99];
PD-L1 < 1%: 0.70 [0.54 to 0.90]
squamous

PD-L1 2 1%: 0.69 [0.52 to 0.91]

squamous: 14.5 vs 9.1mo

non squamous: 17.8 vs.
12mo

D+CT

Squamous HR 0.84 [0.6-1.10]

Non squamous HR 0.82[0.6-1.03]
D+CT+T

Squamous HR 0.88 [0.68-1.16] - NS
Non squamous HR 0.70 [0.5-0.87]

PD-L1 < 1%: 0.52 [0.34 to 0.82] 47
47
POSEIDON: Exploratory analysis showed improved OS with D+CT+T
regardless of KEAP-1 mutation
Mutation-evaluable T+D+CT D+CT cT Mutation-evaluable T+D+CT D+CT cT
population population ‘ |
KRASmM, n 72 83 64 Non-squamous histology”
Median OS (95% CI), months | 16.0(9.7-27.8) | 11.4 (8.1-14.8) | 10.5(7.6-12.6) KRASm, n 80 89 53
OS HR vs CT (85% CI) 0.63 (0.42-0.92) | 0.83 (0.58-1.20) - Median OS (85% CI), months | 25.7 (9.9-36.5) | 12.6(7.5-16.9) | 10.4 (7.6-13.6)
24-month OS rate (95% Cl), % | 44.4 (32.8-55.4) | 26,5 (17.6-36.3) | 23.0(13.4-34.2) "OSHRvsCT (85%Cl) | 0.56(0.36-0.88) | 0.80 (0.53-1.21) | -
“KRASWL, n i 253 241 254 ) 24-month OS rate (95% CI), % | 51.7 (38.4-63.4) | 304 (20.141.4) | 256 (14.6-38.1)
Median OS (95% CI), months | 13.4 (11.5-15.8) | 13.7 (11.5-15.8) | 12.8(10.6-15.2) i, n il 7} 5]
OS HR vs CT (95% CI) 0.84 (0.69-1.01) | 0.86 (0.71-1.05) - Median OS (5% CI), months | 15.0(8.2-238) | 69(36-129) | 10.7 (6.0-14.9)
24-month OS rate (95% CI), % | 29.2 (23.7-34.9) | 30.6 (24.9-36.4) | 227 (17.7-28.0) 08 HR vs CT (5% CI) 0.56 (0.30-1.03) | 1.03 (0.59-1.84) =
STKftm,n a7 & s’ 24-month OS rale (95% CI), % | 323 (16.6486) | 20.6(9.1-35.3) | 4.5(0.3-189)
Median OS (95% CI), months | 11.7(8.9-18.7) | 64 (3.9-114) | 10.7 (6.0-14.9)
'OS HR vs CT (85% CI) 0.80 (0.48-1.38) | 1.19 (0.70-2.05) -
24-month OS rate (95% CI), % | 234 (12.6-36.2) | 17.1(7.5-20.9) | 8.3(14-233) Data cutoff: 12 March 2021. HRs calculated by unstratified analysis. Mutation categories
STKTiwt, n 278 203 are not mutually exclusive, with some patients having co-mutations. The mutation-
146 (125-16.6) 122(10.6-14.1) evaluable population included patients with both squamous and non-squamous
0.77 (0.64-0.92) | 0. - histology. Cl, confidence interval; NE, not estimable. *The subgroup with KEAPTm non-
24.monih OS rate (95% CI). % | 34.2 (28.7-39.9) | 31.3 (26.0-36.8) | 240 (19.2-290 squamous mNSCLC was not analysed due to insufficient patient numbers.
KEAP1m, n 22 23 6
Median OS (95% CI), months | 13.7(7.2-26.5) | 8.1(4.0-129) | 87 (5.1-NE)
OS HR vs CT (95% CI) 0.43(0.16-1.25) | 0.77 (0.31-2.15) -
| 24-month OS rate (35% Ci), % | 35.0(16.154.7) | 19.3(62-378) | 00(0.00.0)
KEAPTWE, n 303 307 312
Median OS (95% CI), months | 14.0 (11.8-16.1) | 135 (11.7-14.9) | 12.2 (10.6-13.9)
OS HR vs CT (95% CI) 0.79 (0.66-0.94) | 0.85 (0.71-1.01) -

24-month OS rate (95% CI), % |

325 (27.2-37.8) | 30.3(25.2-35.5)

232(186-28.1)

48
Results of Phase lll POSEIDON study. Johnson et al. Journal of Thoracic Oncology
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CTLA4 blockade abrogates KEAP1/STK11-related resistance to PD-(L)1 inhibitors

a STK11MIT and/or KEAPT'T STK11% and KEAPTWT
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https://doi.org/10.1038/s41586-024-0794-7
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patientis initiated on nivolumab+ ipilumumab + carboplatin/paclitaxel
(9LA). The patient develops multiple new lung nodules and several bone
sites after 8 months of stable disease. He still has excellent performance
status (PS=1)and is interested in further treatment.

Question 3C: What would you treat with next?

1. Docetaxel +/- ramucirumab I 70%
2. Docetaxel monotherapy I 2%
3. Carboplatin/paclitaxel/Pembrolizumab B 11%

4. Rechallenge with carboplatin (combined

with gemcitabine or paclitaxel) 14%
5. Afatinib | 4%
010 . .

51
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24t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient was treated with docetaxel/ramucirumab

Case 3 - Take home messages

* KEYNOTE 407: Pembro combined with chemotherapy improves PFS and OS in previously untreated mNSCLC,
squamous histology. Patients who completed 35 cycles of IO had ORR > 90%

* CHECKMATE 9LA: Dual ICI with Nivo/lpi + chemo provided long-term, durable clinical benefit in metastatic NSCLC.
Magnitude of benefit was higher in PD-L1 < 1% or squamous histology subgroups. Treatment discontinuation due to
TRAEs had no negative impact on efficacy

* POSEIDON: 1L tremelimumab + durvalumab + chemotherapy (T+D+CT) demonstrated improved PFS & OS
compared to chemotherapy alone.

* STK11/KEAP1 mutations, portend poor prognosis and worse response to ICls. Exploratory analysis suggests that
adding a CTLA4 inhibitor to PD-(L)1 inhibitor might improve outcomes. Prospective clinical trials are needed to

validate these findings. .
Stanford YGSF Helen Diler Family Jll ANCO

i LUCDAVIS | COMPREHENSIVE \
Canc{er{ln{st&:ﬁe HEA!I.TH CANCER CENTER Comprehensive

@ stanford wecicie Cancer Center 52
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 4

67 yo F, heavy smoker, found to have 2cm LLL nodule on low dose
CT chest screening.

* PETCT: 2 cm LLL nodule max SUV 9. No other sides of metastatic
disease are noted

* MR brain: negative

» Biopsy: NSCLC, adenocarcinoma

* EBUS: negative. Mediastinal LN negative

* NGS/IHC: Positive for KRAS G12C mutation, TMB=15, PD-L1 40%

Staged as Stage IB NSCLC-adenocarcinoma (pT1bNO)

Stanford UGCSE Helen Diller Family i ANCO
Cancer Institute UCDAVIS | COMPREHENSIVE A L o
ancesanbaess HEALTH CANCER CENTER Comprehenswe — d

@ stanford wecicie Cancer Center o3
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Questions 4A: What would be the optimal management for this patient with
presumptive Stage IB NSCLC-adenocarcinoma (pT1bNO), PD-L1=40% and KRAS
G12C mutation?

1. Lobectomy followed by adjuvant cisplatin-based

chemotherapy then atezolizumab or .
pembrolizumab I 26%

2. Neoadjuvant chemo-immunotherapy followed

by lobectomy i 3%
3. Neoadjuvant chemo-immunotherapy then
surgical resection and adjuvant immunotherapy [ 13%
(Peri-operative treatment).
4. Lobectomy and wait for final staging pathology D 5%
for future decision making

010 61 .
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient has a LLL lobectomy. Margins are negative but there are multiple
ipsilateral mediastinal and hilar LN positive (11/18). Final pathologic Stage IlIA
(TTbN2M1x)

Question 4B: What would you do for adjuvant treatment for this patient with Stage
IIIA NSCLC-adenocarcinoma. 50 pack-years smoking. PD-L1 IHC positive (40%),
KRAS on NGS, TMB=15.

1. 4 cycles adjuvant cisplatin/pemetrexed. | 2%

2. 4 cycles adjuvant cisplatin/pemetrexed -> 0

adjuvant pembrolizumab or atezolizumab I 52%

3. 4 cycles adjuvant cisplatin/pemetrexed-> PORT [l 8%

4. 4 cycles adjuvant cisplatin/pemetrexed-> PORT - 0

> adjuvant pembrolizumab or atezolizumab | 38%

5. PORT followed by adjuvant pembrolizumab or | 0%

atezolizumab

010 65 .
57
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

3/11/2025

The patient receives adjuvant cisplatin/pemetrexed followed by pembrolizumab (PEARLS/KN-
091). 6 months after completing adjuvant treatment with chemotherapy and immunotherapy she
develops widespread metastatic disease

Question 4C: What would you do for treatment for this patient with recurrent metastatic NSCLC-
adenocarcinoma. 50 pack-years smoking. PD-L1 IHC positive (40%), KRAS G12C on NGS,
TMB=15.

1. Carboplatin/pemetrexed + sotorasib | 7%
2. Docetaxel/Ramucirumab | 2%

3. Rechallenge with chemotherapy and
immunotherapy

4. KRAS G12Ci (sotorasib or adagrasib) D 02%

| 0%

010 61 .
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KRYSTAL-12: ADA in previously treated KRAS®'2C NSCLC

KRYSTAL-12 - Improved PFS and ORR with Adagrasib vs Docetaxel in
previously treated KRAS®?¢-mutated NSCLC

Key eligibility criteria

d

+ Locally advanced or metastatic NSCLC N =453 AR i B

with KRASG'2C mutation®
* Prior treatment with platinum-based

chemotherapy and anti-PD-(L)1 therapy®
* ECOG PS 0-1 DOCE 75 mg/m?2 Q3W IV
« Stable brain metastases allowed

Stratified by: Crossover from DOCE to ADA was allowed in cases where disease
* Region (non-Asia-Pacific vs Asia-Pacific) progression per RECIST v1.1 was confirmed by real-time BICR®

« Prior treatment (sequential vs concurrent
chemotherapy and immunotherapy)

Primary endpoint Secondary endpoints
PFS by BICR (RECIST v1.1) + ORR by BICR (RECIST v1.1) « Safety
DOR + Patient-reported
0S outcomes

Database lock: March 19, 2024. Data cut-off: December 31, 2023.

aNCT04685135. bDetected in tumor tissue using sponsor-approved local or central testing. “No washout period was required between prior therapy and study treatment. 9Tablet formulation, except for four
patients who initially received the capsule formulation. €Other crossover criteria: ECOG PS 0-2, recovery from DOCE-related AEs to grade 1 or baseline (except peripheral neuropathy and alopecia for which
grade 2 is acceptable).

60
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KRYSTAL-12 - Improved PFS and ORR with Adagrasib vs Docetaxel in previously treated
KRAS®12C-mutated NSCLC

Primary endpoint: PFS? per BICR

ADA DOCE
100 (n=301) (n=152)
Events, n (%) 164 (55) 93 (61)
80 - Median PFS, mo 5.5 3.8
(95% CI) (4.5-6.7) (2.7-4.7)
~ 60 - HR (95% Cl) 0.58 (0.45-0.76)
= P value <0.0001
iy
a 40
20
DOCE ADA
O T T T T T T T T 1
0 3 9 12 15 18 21 24 27 30
Months from randomization
No. at risk
ADA 301 160 77 41 19 8 5 1 0 0 0
DOCE 152 51 24 9 2 0 0 0 0 0 0

Median follow-up: 7.2 months.
aTime from randomization to the date of disease progression per BICR or death due to any cause, whichever occurs first. For patients who started a subsequent anticancer therapy prior to

disease progression or death, PFS was censored at the date of the last tumor assessment prior to the start of the new therapy.
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CodeBreaK 200: Improved PFS with Sotorasib versus docetaxel for previously treated
non-small-cell lung cancer with KRAS®'2¢ mutation

Primary Endpoint: PFS by BICR OS: Sotorasib vs Docetaxel’

10 "
'g 0.9 HR (95% C1)' 0.66 {0.51, 0.86) Do, n (%) 109 (63.) 94 (540) r
£ 08 Pvalu (1-sided)t P=0002 S: R (5% 01 07,13
2 Medion PFS, montns (95% ¥ | 56(43.78) £5(30.57) : d 2 Lt
o7 0.8 ‘Median OS, morths "
25 z Nedm T0s@s, 40 300,19
£5 06 3 07
28 05 2 os
5 i y 'z T o5
@ gi 04 12-month PFS* = 24.8% T
5a 12-month PFS* = 10.1% = o8
2 0.3 7 03
8 02 - 0.2
] 01 Median study follow-up: N . = 01
£ . +— n
17.1 months b T 1 T T T T T T T T T T T T T '
00 T T T T T T T T T 1 0 2 4 6 8 10 12 14 18 18 20 2 M 2
2 4 6 8 10 12 14 16 18 20 2 A Moriths from Randonmisation
Months from Randomisation Number of Patients at Risk:
Number of Patients at Risk: sevuu-,nb' ] 162 137 1 5B a1 73 o .‘, ‘\',‘
Sotorasih 171 138 EE] 83 56 38 3 2 " 5 2 1 [} BhetIT ; ! “ - N " 4 :
Docetaxel 174 3 6 5 1 § 3

Johnson ML, et al. ESMO 2022. Abstract LBA10
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Next Generation RAS Inhibitors

RAS(ON) Inhibitor &

* Less susceptible to adaptive '

resistance compared to GDP bound )
RAS

-.g 2] selected e
44 compounds <

I
I

- RMC-6291 KRAS G12C (ON) inhibitor e . _
- RMC-9805 KRAS G12D (ON) inhibitor Binary complex 1T"COmPIeY oo
- RMC-6236-Pan RAS (ON)

Tumor Responses in 19 NSCLC KRASG'2C Xenografts
4

00
* Divarasib — Slngle arm Study 2% EEE]II M Adagrasib 100 mgrkg po qd E% Zz: Il W RMC-6291 200 mg/kg po qd
ORR =53.4% (95% ClI, 39.9 to 66.7), %“g ST 42%(8/19) ORR ™ ;;'g 1 68% (13/19) ORR e
and mPFS was 13.1 months (95% ClI, L 5 ) B
8.8 to, could not be estimated) P e — :"““I“ 3 -
i 2 mcn

nnnnnnnnnnnnnnnnnnnnnnnnnnnnn
mmmmmmmmmmmmmmmmmm

CTG-2026 !
»NCI-H21221 ¢

o

\Denotes CDX model; all others are PDX. Responses assigned according to mRECIST (modified from Gao et al Nat Med. 2015).

Sacher et al N EnglJ Med 2023;389:710-721.
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 4 - Take home messages

» 1stline therapy for advanced KRAS G12C-mutated NSCLC remains ICI +/- chemotherapy. KRAS G12C
inhibitors reserved for 2nd line

+  KRYSTAL-12: In patients with previously treated KRAS®'2C-mutated NSCLC, Adagrasib demonstrated a
statistically significant improvement in PFS and ORR over docetaxel.

» CodeBreakK 200: Sotorasib significantly increased progression-free survival compared with docetaxel,
in patients with previously treated advanced NSCLC with KRAS®'2C mutation

« Several new next generation KRAS inhibitors are being tested in clinical trials

cStanlf(gtr(ti ) comprenensiSF Helen Diller Family [l ANCO
n T NSt UL WRYIia .

=y HEALTH CANCER CENTER Comprehenswe e d
@ stanford wecicie i Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 5
. N st 91
* 60 yo M, never smoker presented with cough and low back 4
pain .
* PET-CT: LUL primary with hypermetabolic lymphadenopathy in ”"*?%‘.1‘2"" |
the hilum & mediastinum. Diffuse bone mets also noted L -
* MRI brain: negative. ?
* Biopsy: NSCLC, adenocarcinoma “7 .
* NGS/IHC: PD-L1 TPS = 80%, not enough tissue for NGS
sampling .
Stage IVB (pT3N2M1C) NSCLC-adenocarcinoma ‘
He completes palliative RT to sacral metastases for low back >
pain. L
?}&ﬂﬁ?{g | COMPREHENSHECSF Helen Diller Family il ANCO
i HEALTH | CANCERCENTER  Comprehensive e
@ stanford wecicie Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Question 5A: What would you do during the time the patientis
receiving palliative radiation in this patient with Stage IV
adenocarcinoma, high PD-L1 80%?

1. Send plasma ctDNA for broad molecular -

0,
profiling 9%

2. Repeattissue biopsy for broad molecular
profiling N 5%

3. Send plasma ctDNA followed by tissue biopsy if
ctDNA negative for actionable molecular I 65%

alterations.

4. Initiate
carboplatin/Pemetrexed/Pembrolizumab (KN Il 9%
189)
5. Initiate pemetrexed/carboplatin while awaiting I 12%
the results of molecular testing
010 65 .
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3/11/2025

* Plasma ctDNA is positive for EML4-ALK fusion

Question 5B: What would you initiate as 1L systemic treatment for Stage IV
NSCLC-adenocarcinoma with EML4-ALK fusion and PD-L1 TPS of 80%.

1. Carboplatin/Pemetrexed/Pembrolizuma

b (KN 189) i 7%
2. Brigatinib | 204
3. Lorlatinib I 46%
4. Alectinib D 416%
5. Ensartinib | 0%

010

69

25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patientis initiated on Lorlatinib. He develops oligo-progressive
disease to the adrenal gland after 30 months on treatment

Question 5C: Would you repeat biopsy in this patient prior to instituting
next line of treatment?

1. Yes, send plasma for NGS ctDNA
only

2. Yes, send plasma ctDNA and
tissue biopsy for histology and NGS

| 0%

| 0%

3. No, proceed to next line of

0]
treatment. | 0%

010

71
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Repeat tissue biopsy again shows ALK fusion with no explanation for TKl resistance

Question 5D: What would you initiate as 2L systemic treatment for Stage IV NSCLC-
adenocarcinoma with EML4-ALK fusion mutation and PD-L1 TPS of 80% after PD on

Lorlatinib?

1. Switchto
carboplatin/pemetrexed/pembrolizumab |

2. Continue Lorlatinib and consult Surgical
Oncology for resection of adrenal met |

3. Stop lorlatinib and switch to
carboplatin/Pemetrexed I

4. Continue Lorlatinib and consult Rad-Onc |
for XRT to adrenal gland

010

0%

0%

0%

0%
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How to Choose? FDA Approved Next Generation ALK inhibitors for 1L Therapy:
Comparison of Efficacy and Toxicity

ORR

Aosin | igainlb—Lortainls— Ensarinlb

79% 71% 76% 74%

Med PFS by ICR 25.7 mo 24 mo NR (3yr follow-up)

Med PFS by IR 34.8 30.8 NR (5-yr PFS=60%) 25.8mo

Med OS >5yr NR NR NR

Toxicity Fatigue, constipation, Nausea, diarrhea, Edema, neuropathy, rash, musculoskeletal pain,
myalgia (CPK), fatigue, HA, HTN, cognitive changes constipation, cough, pruritis,

. ) nausea, edema, pyrexia, and

edema, pulmonary tox, (mood), lipids, weight fatigue
transaminitis (moderate) transaminitis gain
Weight gain

* 1L, first-line

74
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CROWN: Significantly improved PFS with lorlatinib vs crizotinib in advanced

NSCLC

Current Post Hoc Analyses at 5 Years

Endpoint evaluation by BICR stopped after the 3-year analysis

Key eligibility criteria

. Stage IlIB/IV ALK+ NSCLC

. No prior systemic treatment for
metastatic disease

. ECOG PS 0-2

. Asymptomatic treated or untreated
CNS metastases were permitted

. 21 extracranial measurable target
lesion (RECIST 1.1) with no prior
radiation required

Randomized

—

Lorlatinib 100 mg once daily
n=149

Stratified by:

. Presence of brain metastases
(yes vs no)

«  Ethnicity
(Asian vs non-Asian)

Crizotinib 250 mg twice daily
n=147

arms was permitted

Current analyses
Data cutoff: October 31, 2023

. Investigator Assessed
. PFS?
. ORR and IC ORR
. DOR and IC DOR
. ICTTP

. Safety

. Biomarker analyses

* The median duration of follow-up for PFS was 60.2 months (95% CI, 57.4-61.6) in the lorlatinib arm and 55.1
months (95% ClI, 36.8-62.5) in the crizotinib arm

CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; IC, intracranial; ORR, objective response rate; NSCLC, non-small cell lung cancer; PFS, free survival; PS, status;
RECIST, Response Evaluation Criteria in Solid Tumors; TTP, time to tumor progression.
#Defined as the time from randomization to RECIST-defined progression or death due to any cause.

inJ. (Ben P .org)
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

CROWN: Significantly improved PFS with lorlatinib vs crizotinib in

advanced NSCLC

A

Lorlatinib (n = 149) Crizotinib (n = 147)

Events, n 9 65
Time to IC progression, months,  NR 164
median (95% Cl) (NR to NR) (12710 21.9)

HR (95% CI)

0.06 (0.03 t0 0.12}

100 4 Lorlatnib (n = 149) Crizotinib (n = 147)
90 Events, n 55 115
i |1 PFS, months, median NR (64.3 to NR) 9.1(7.410108) =
1 (85% Cl) i 100
80 4 1 HR 195% CI) 01901310 0.27) = g0
=]
70 4 L S 80
i 2
2z 9 L 5 70
o0 =
@ 50 t e o "
v A o b
a ‘} = 50 .
404 = Ly 3
N S 40 |
304 Ly =
y S %
204 ¥y 2 20
= T 10 =
104 N I g 10
©
T B ———
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 0 4 8 12 16 20 24
Time (months)
Number at risk Number at risk

— Lorlatinib 149 126 118 111 103 95 93 8 8 & 8 78 7 T4 6 & B W4 4 1 0 —— Lorlatinib 149 128 119 112 105 98 96
~— Crizotinib 147 107 70 4 30 19 11 ® M W0 9 9§ 9 B 6 4 2 0 0 0O 0 Crizotinib 147 107 75 48 34 22 19

Cancer Institute UL

cancerstanford.edu

AVIS | COMPREHENSIVE
HEALTH | CANCER CENTER

@ stanford meorcime

28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time (months)

92 89 8 84 81 79
18 12

77 72 50 29 14 5 1 0
12 10 10 9 8 8 4

N
°
°
o
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CROWN: Emerging New ALK Mutations Were Not Detected in ctDNA
Collected at the End of Lorlatinib Treatment

Lorlatinib Crizotinib
(n=31) (n=89)
n (%) n (%)
New single ALK mutation 0 8(9)
Bypass mechanism 9(29) 10(11)
PI3K/MTOR/PTEN pathway aberration 2(6) 0
Cell cycle pathway aberration 2(6) 5(6)
Unknown 13 (42) 56 (63)
CctDNA from plasma collected at screening was analyzed with a validated, commercially available, 74-gene ctDNA next: ing assay panel version 2.11; bicinformatics pipeline version 3.5.3; Guardant Health, Inc.,

Redwood City, CA).
CtDNA, circulating tumor DNA.

Benjamin J. Solomon
(Ben.Solomon@petermac.org)
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ALKOVE: NVL-655, New Next Generation ALK-TKI

Preliminary Activity: Radiographic Tumor Responses Across
Previously Treated Patients with ALK+ NSCLC

;E(U?:'”l-l ORR, NSCLC Response-Evaluable (Any Prior ALK TKI, range 1 —5) Prior Lorlatinib (22 ALK TKls) Lorlatinib-naive (21 2G * 1G)
n, S S —

e A oo c1202 et S ria Al b
All Doses 38% (39/103) 52% (30/58) 69% (22/32)4 35% (30/85) 47% (23/49) 54% (15/28) 53% (9/17) 88% (7/8)
RP2D 38% (15/39) 55% (12/22) 71% (10/14) 35% (11/31) 50% (8/16) 64% (7/11) 57% (4/7) 80% (4/5)

Prior Lorlatinib © Lorlatinib-naive =

Best % change In target lesions

KEY: PATIENT DETAILS

Lorlatinib Pre-treated: Lorlatinib-naive: O ALK single
B =3 prior ALK TKIs B =2 prior ALK TKIs resistance
mutation
B 2 prior, 2G + lorlatinib M 1 prior, alectinib e,
B 2 prior, 16 + lorlatinib od) raslicanes
Patient treated at RP2D
1 prior (lorlatinib only) S et mutation -
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Lorlatinib is continued and radiation oncology is consulted for radiation to adrenal gland.

Case 5 - Take home messages

CROWN: 5 year survival analysis continues to show significantly improved PFS of lorlatinib when compared to
crizotinib in previously untreated ALK-EML4 positive NSCLC. Lorlatinib has better CNS activity.

* After 5 years of follow-up, median PFS has yet to be reached in the lorlatinib group, corresponding to the longest
PFS ever reported with any single-agent molecular targeted treatment in advanced NSCLC and across all
metastatic solid tumors.

* Emerging new ALK mutations were not detected in ctDNA collected at the end of Lorlatinib treatment

* ALKOVE-1: NVL-655 shows promising results in heavily pre-treated ALK-EML4 mutated NSCLC, including patients
with CNS involvement.

cStanlf(gtr(ti ) comprenensiSF Helen Diller Family [l ANCO
n T NSt UL WRYIia .

=y HEALTH CANCER CENTER Comprehenswe =i d
@ stanford wecicie i Cancer Center
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25th Multidisciplinary Management of Cancers: A Case-Based Approach
Case 6

58 yo M, never smoker, presented with cough and DOE

* PET CT: R sided lung mass, bilateral lung nodules and
bilateral mediastinal LAD

* Biopsy: NSCLC, adenocarcinoma
* NGS/IHC: PD-L1 = 0%, HER2 Exon 20 insertion on NGS

cStanlf(gtr(ti ) comprenensiSF Helen Diller Family [l ANCO
n T NSt UL WRYIia .

=y HEALTH CANCER CENTER Comprehenswe et d
@ stanford wecicie i Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Question 6A: What would you offer as first line therapy?
1. Carboplatin/Pemetrexed | 0%
2. Carboplatin/Pemetrexed/Pembrolizumab | 0%
3. Trastuzumab Deruxtecan I 100%
010 5 .

82

25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient receives carboplatin, pemetrexed and pembrolizumab with an

initial response followed by progressive disease 5 months later with new
liver metastases and growing lung lesions.

Question 6B: What would you offer as next line of treatment?

1. Trastuzumab Deruxtecan I 100%
2. Docetaxel +/- Ramucirumab
I 0%
3. Repeat
carboplatin/pemetrexed/pembrolizumab | 0%
010 5 .

84
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

The patient receives 2 cycles of 2L trastuzumab deruxtecan with partial response to
treatment. He then develops worsening SOB. CT Chest shows bilateral interstitial
opacities. You make the diagnosis of grade 2 pneumonitis from trastuzumab deruxtecan

Question 6C: What do you do next for grade 2 pneumonitis from trastuzumab
deruxtecan?

1. Initiate corticosteroids. Consider restarting
trastuzumab deruxtecan when off steroids and
symptoms and radiologic findings resolve.

I 0%

2. Initiate corticosteroids. Permanently discontinue |

0%
trastuzumab deruxtecan.

3. Initiate corticosteroids. Consider restarting alternate
HER2 directed therapy when off steroids and
symptoms/ radiologic findings resolve (i.e. Trastuzumab
with chemotherapy, afatinib or TDM-1).

I 100%

010 5
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

DESTINY-Lung02: Durable response with T-DXd in previously treated metastatic
HER-2 positive NSCLC
A

Wy~ TDXdS4m /g once swary 3 wesks
L % Madian PFS, 9.8 months (95% G, 7.4 10 NEI

PFS
Probability (%)

o 1 2 3 a 5 6 7 8 9 10 " 12 3 14 15 6 17 18 L] 20 21

Time (months)

Patiants 102 100 s e ™ &8 £ ar a2 3 28 24 18 s L] 7 = 4 a 3
Events o o L e 4 s 24 an =4 ar a3 43 a3 a3 43 a3 -3 a3 a3 44 s

T-DXd 6.4 mo/kg once swary 3 weeks
Mecian PFS, 15.4 monins (95% CL 8.3 1o NE)

PFS
Probability (%)

o 1 = 3 a 5 & 7 8 ] 10 11 12 13 14 15 16 17 18 19 20 21

Time (months)
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DESTINY-Lung02: Durable response with T-DXd in previously treated metastatic
HER-2 positive NSCLC

100 f—F~manas
= 8o e e e
= - R T T T g
= &0 2 AT
8% S e
| A,
a2 !
e
a 20 + Consored
85% C1
o 1 2 3 4 5 € 7 8 ® 10 M 12 I3 14 15 16 17 18 19 20 21 2
Time {months)
No. at risk:
Patiants 02 102 9 B4 92 B8 85 82 77 7 66 69 45 I3 2 14 v 7 7 6 4 @
Events © © 2 7 9 12 1 17 20 23 24 2\ I 3I2 34 I I/ 36 I I I I
D T-DXd 6.4 mgkg once every 3 W“k

0 1

12

Time (months)

No. at risk
Patiems 50 a9 a8 as aa a3 -3 an k=) 38 34 Ee ] 3 L] o 7 5 - 3 z 1 o
Events o 1 2 s s L] s L3 8 ® w w 2 - 14 14 14 .- 1% 4
Stanford COMPREHENSHE%F Helen Diller Family fgll ANCO
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&2 DESTINY-PanTumor02

DESTINY-PanTumor02: A Phase 2 Study of T-DXd for
HER2-Expressing Solid Tumors
An open-label, multicenter study (NCT04482309)

Primary endpoint

» Confirmed ORR
(investigator)®

: Secondary endpoints
5@ Ovarian cancer
/ . DOR®

» Advanced solid tumors not eligible
for curative therapy

= 2L+ patient population
« HER2 expression (IHC 3+ or 2+)

% Cervical cancer

% Endometrial cancer

« Local test or central test by

HercepTest if local test not (_ﬁ{ Biliary tract cancer « DCRe®
feasible (ASCO/CAP gastric . PFS¢
- Prior HER2-targeting therapy ol = e
allowed planned der cancer j . Safety
(Cohorts with no objective

Data cut-off for analysis:
» Nov 16, 2022

rosponses in the first 15 patients
were lo be closed)

» ECOG/WHO PS 0-1

% Other tumors®

Mmmhmmumm(‘mwmm *Padents with tumors Biat express HER2, exchuding tumors in the tumor-speafic cohorts, and breast cancer, non-smail cefl ung cancer, gaslric cancer, and coloroctal cancer.
el pas Critena In Seiid Tumars version 1.1

2\, second-ina; ASCO, Msmumumyockmwmm wwdmmmmwnmooammmamm
HC, ORR, ebective Fesponse rate; 0S, overnll survivat PFS, tree swvival, PS,
1 mmnuuuummszmm-eos

2023 ASCO

ANNUAL MEETING

ECOG, Eastern Cooperativo Oncology Group, %mhmmgmmlwz
statun; Q3w, every 3 weeks, T-DXd, trastuzumab daruxtecan, WHO, World Health Organcal
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SR DESTINY-PanTumor02

Objective Response Rate by HER2 status

Confirmed ORR, %

n= 40 8 20 40 13 17 40 11 19 41 16 14 25 2 19 41 16 20 405 9 16 267 75
Cervical Endometrial Ovarian BTC Pancreatic Bladder Other® Total
All patients (N=99) IHC 3+ (n=46) | IHC 2+ (n=34)

Median DOR, months (95% CI) 11.8 (9.8-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)
Anslyss of ORR was performed i pabents who receved 21 dose of T-DXd, el patients (n=267; incuding 67 pabants wilh IHC 1+ [n=25], IHC 0 [n=30), or unknown IHC stalus [n=12] by contral lesting) and pabents with centraly confirmed HER2 IHC 3¢
(nn?!)uml {n=125) stalus. Analyss of DOR was performed in patients weth odgective 1espense who recaved 21 dose of T-DXd. all patients (n=89; includng 19 pationts with IHC 1+ lms]_IHCDIn»QLummnmcm[n—l]wmmrM|m)

with centady confimed HER2 IHC 3« (n=46) or IHC 2+ (n=34) stalus. *Responses in Pagol's dsaase, head and neck cancer, oropharyngeal neoplasm, and cancer.

BTCMMWQM DOR, duration of response; IHC, NE, non-estmabie, ORR, 0b@clive 1esponse rate.

2023 ASCO

ANNUAL MEETING

Funda Meric MD

s
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 6 — Take home messages

DESTINY-Lung02: T-DXd showed durable response rates, PFS and duration of response in
previously treated (platinum based chemotherapy), HER2 Exon 20 ins NSCLC

DestinyPanTumor02: T-DXd demonstrated clinically meaningful activity across a broad range of HER-2
expressing solid tumors with best outcomes at the higher HER2 expression level.

New HER2 TKls are in development (zongertinib, NVL-330, BAY-2927088)
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