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Adjuvant DFS
Study logHR SE{logHR) Hazard Ratio
PEARLS/KKEYNOTE-091 -0.2744  0.0938 ———
IMpower010 -0.2357 0.1034 —@B—
Random effects model —~—i——
[
0.75 1 1

Heterogeneity: /2= 0%, t*=0, p =0.78 ICI more DFS ICl less DFS
Test for subgroup differences: 12 = 0.00, df = 0 (p = NA)

Adjuvant OS
Study logHR SE(logHR) Hazard Ratio
PEARLS/KEYNOTE-091 -0.1393 0.1378
IMpower010 -0.0050 0.1264

Random effects model

HR 95%-Cl Weight

0.76 [0.63;0.91] 54.9%
0.79 [0.65;0.97] 451%

0.77 [0.67; 0.89] 100.0%

5

HR 95%-Cl Weight

0.87 [0.66;1.14] 45.7%
0.99 [0.78;1.27] 54.3%

—

0.75 1
Heterogeneity: 1% = 0%, 1°= 0, p = 0.47 ICI more OS ICl less OS
Test for subgroup differences: xg =0.00, df =0 (p = NA)

0.94 [0.78; 1.12] 100.0%
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Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 Nivolumab plus Chemotherapy ~ Chemotherapy Alone
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Peri-operative CTX + 10 Trials in NSCLC ( N = 3000 patients)

Placebo Placebo
= Placebo Z Placebo
> o
(@)
< o
* ] O ) ] @ e

x3 x4
|_
N
™~ Placebo T Placebo
E Placebo O Placebo
< o
> O
< O
8 L
T Z
@)
x4 x4
~ Placebo L Placebo
© Placebo Z:' Placebo
= Z
|_
O o
|_
: e @ =]
¥
Provencio NEJM 2023, Wakelee NEJM 2023, Yue ESMO 2024 X3-4

Forde NFIM 2022 |11 IAMA 2024 Ca<cone FSMO 202



There is benefit in adding ICl to chemotherapy

Neoadjuvant OS Neoadjuvant EFS
Study logHR SE(logHR) Hazard Ratio HR  95%-Cl Weight Study logHR SE(logHR}) Hazard Ratio HR  95%-Cl Weight
_ NADIM I 07550 03210 — = 0.47 [0.25;0.88] 3.5%
NADIM II -0.9163  0.4335 : 040 [0.17,0.94]  43%  cpocimate 77T -0.5276  0.1493 —u 0.59 [0.44;0.79] 15.2%
KEYNOTE-671 -03285  0.1294 - 0.72 [0.56;0.93] 48.8%  KeyNOTE-671 -05276  0.1034 = 059 [0.48;0.72] 28.9%
NEOTORCH -0.4780 0.2468 — 0.62 [0.38;1.01] 134%  NEOTORCH -0.9163 01813 —®— 0.40 [0.28:0.57] 10.6%
- AEGEAN -0.3857  0.1294 S 0.68 [0.53;0.88] 19.7%
: -
Checkiviated16 (MVECIMT) 0.5621 0.2164 = 0.57 [0.37:087] 17.5% . \MateB16 (NIV+CMT) -04620  0.1682 —I—; 0.63 [0.45;0.88] 12.2%
CheckMate816 (NIV+IPI)  -0.3147 0.2260 — 073 [047,1.14] 16.0% 1o ckMate16 (NIV+IPI) -0.2614 02074 — 0.77 [0.51:1.16] 8.2%
- TD-FOREKNOW -0.6539  0.4631 R 0.52 [0.21;1.29] 1.7%
Random effects model - 0.66 [0.55; 0.79] 100.0%
[ I I I Random effects model <> 0.59 [0.53; 0.67] 100.0%
) , 0.2 0.5 1 2 5 05 ) )
Heterogeneiy: /= 0%, =" =0, p = 0.64 ICtmor= S Gl less OS Heterogeneity; {2 = 14%, 1° = 0.0022, p = 0.32 ICI moré EFS IClless EFS

Test for subgroup differences: 112 =006,df=1(p =0.81) Test for subgroup differences: 2= 1.20, df = 1 (p = 0.27)

* Neoadjuvant/Peri-operative chemotherapy ICl improves both OS and
EFS

* Compared to adjuvant ICl the magnitude of benefit appears to be better
with the Neoadjuvant approach

Ponvilawan-Subramanian Clin lung Cancer. 2024



Which is better? Adjuvant or Neoadjuvant

* Adjuvant * Neoadjuvant
* No delay in curative surgery * Intact tumor generates better
e Accurate surgical staging antitumor response
* Avoid neoadjuvant “mission * Better tumor response
creep” * Better resectability

* More lung sparing surgeries



Which is better? Adjuvant or Neoadjuvant

* Adjuvant
* No delay in curative surgery
* Accurate surgical staging

* Avoid neoadjuvant “mission
creep”

* Only 53% are guideline
compliant lymph node
dissections

* Low adherence - only 57%
receive adjuvant chemotherapy

* Neoadjuvant

* Intact tumor generates better
antitumor response

* Better tumor response
* Better resectability
* More lung sparing surgeries

* Possible disease progression
* Delay of surgery & inability to
undergo surgery



Event-free Survival (%)

Checkmate 816 — Outcomes by pCR

Nivolumab + chemotherapy Chemotherapy

NS pCR No pCR pCR No pCR
e (n=43)  (n=136) (n=4)  (n=175)
Median EFS, mo NR 26.6 NR 18.4
1 (95% ClI) (30.6-NR) (16.6-NR) (NR-NR) (13.9-26.2)
- —— - HR (95% CI)* 0.13 (0.05-0.37) Not computed’
" Nivolumab + chemotherapy (pCR)
= | * Patients with pCR have better
| ﬂﬂ"@'- - Nivolumab + EFS
g g FRCIN i chemotherapy
o e L e e Byt at 30 months EFS ~75%
* Outcomes for patients without
20 PCR seem similar with or
without nivo!!
’ 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months

Forde NEJM 2022



Event-free Survival (24)

KN-671 - Outcomes by pCR
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Pembrolizumab group, with pathological
A 1] complete response

Placebo group, with pathological
complete response

Pembrolizumab group, without
pathological complete response

Placebo group, without
pathological complete response

Hazard ratio among those with pathological complete response, 0.3 (95% CI, 0.09-1.22)
Hazard ratio among those without pathological complete response, 0.69 (95% CI, 0.55-0.85)

T T T T T | T T |
b 12 18 24 30 36 42 48 5

Months

Wakelee NEJM 2023

* HR for pCR patients 0.33
(95% CI 0.09-1.22)

* Once again, these patients
do better but 2-year EFS
~90%

e But do have recurrent
disease



CheckMate 77T: perioperative NIVO in resectable NSCLC

Exploratory analysis: EFS by pCR and MPR status

EFS by pCR EFS by MPR
100&%
% : :::»-4--“:. (pCR)
"
80 "Q?'
hn ‘: ‘QG
LO]
. i} - - ~ Roag ' Chemo/PBO (pCR) ) - | v ®a_g
°\° 60 A —A . %% k °\° 60 ﬂ‘- . %%
~ Y 1 NIVO + chemo/NIVO (no pCR) S ag -
L 20 o0y, e L ﬁ!ﬁ.ﬂ_ AMANAAA AN A
w40 ARG DS =08 = =08 = =& w40 B VN 4
HR (95% CI) 1 e HR (95% CI) e
NIVO + chemo/NIVO (no MPR
NIVO + chemo/NIVO Chemo/PBO (no pCR) NIVO + chemo/NIVO . /;B%m(zo MPR§"° ‘
20— vs chemo/PBO 20— vs chemo/PBO
pCR? 0.33 (0.08-1.37) MPR® 0.40 (0.16-0.99)
No pCR? 0.79 (0.58-1.06) No MPRP 0.85 (0.62-1.15)
0 T T T T T T 1 0 I T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at risk Months from randomization Months from randomization
0. at ris
pCR 58 56 53 45 28 4 0 0 MPR 81 76 70 59 37 8 1 0
pCR 11 11 11 11 5 2 1 0 MPR 28 27 23 20 10 5 1 0
No pCR 171 117 88 70 41 16 4 0 NoMPR 148 97 71 56 32 12 3 0
No pCR 221 154 107 67 39 17 5 0 NoMPR 204 138 95 58 34 14 5 0

Median follow-up (range): 25.4 months (15.7-44.2).

aHR (95% Cl), 0.14 (0.06-0.35) in patients with pCR vs those without in the NIVO + chemo/NIVO arm and 0.32 (0.10-1.00) in the chemo/PBO arm. PHR (95% Cl), 0.18 (0.09-0.35) in patients with MPR vs those without in the
NIVO + chemo/NIVO arm and 0.40 (0.20-0.78) in the chemo/PBO arm.



NEOTORCH

pCR by BIPR 100-«*-% - ! J
Difference= 23.7% 3 AL Al 1L 1]

-]
(95% CI: 17.6-29.8) 01 4 ol N ‘
P-value < 0.001 — 801 Ty "t"&‘

s \ biosy
E i "y, e, 18-month EFS ~ 90%

-
- 60 1 1
: 5 b .
m .5 504 L"'Jd 1
g g. ‘"U-’v-_um_L_J\ HY QI 11N}

40+

R LUl dl
;";‘ <} = Toripalimab + Chemo, pCR (Yes), =50 e
E °\° 304 = = = Toripalimab + Chemo, pCR (No), n=152
g a0 = Placebo+ Chemo, pCR (Yes), n=2
Lﬂ = == Placebo + Chemo, pCR (No), n=200

104
| Censored
mmle@pms 0
Toripalimab + chemo Placebo + chemo 0 T T T T 1

No. at Risk Months

LuJAMA 2024



What is pathologic complete response?

* pCR = no residual viable (0%) tumor cells in the resected tumor &
lymph nodes after treatment

Pataer JTO CRR 2022



What is pathologic complete response?

oris it a function of the pathologist’s time?

Pataer JTO CRR 2022
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IASLC Multidisciplinary Recommendations for
Pathologic Assessment of Lung Cancer Resection
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* 11 recommendations

* Recommend a multi-D approach
* Integrate imaging and gross path
* Pathologist encouraged to get input from thoracic surgeon

* Number of prospective studies evaluating this methodology =0



|s pathologic CR a
valid surrogate
endpoint?

Saqi JTO Clin Res Rep 2022
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Viable Necrosis/
tumor fibrosis

Cyst

In some cases,

the center of the

tumor (bed) may be
necrotic. Taking sections
through the middle may
overestimate response.

In some cases,

the necrosis may be
randomly distributed in
the tumor (bed).

Taking sections

through the middle may
underestimate response.

Section for
microscopic
examination

Cystic degeneration
may occur. Sections
through the greatest
dimension may not
capture response.

Often, the tendency
is to obtain sections
to capture viable are
Such an approach
underestimate resp

Random sections
capturing the junctiol
between tumor (bed'
and necrosis may be
taken. Such an
approach may not
capture response.



|s pathologic CR a valid surrogate endpoint?

* Can mPR and pCR be surrogate endpoints for survival?
* Maybe!!

* There is variability in guidelines for assessing pathologic response
* Inter-observer variability

* Several challenging scenarios

e Extracellular Mucin —“Tumor” or “Stroma”
Are fibrovascular cores - “Tumor” or “Stroma”
What constitutes “regression bed”
Cystic changes in tumor bed
Hilar tumors

Saqi JTO Clin Res Rep 2022



|s pathologic CR a valid surrogate endpoint?

« Can mPR and pCR be surrogate e@ts for survival?
»

* Maybe!!

* There is variability in gui
* Inter-observer varia@i
e Several chall rios

e Extracellular —“Tumor” r‘@i
* Are fibrovascular cores - “ ‘ roma”
= 4

assessing pathologic response

_4

e Cystic changesii
* Hilar tumors

Saqi JTO Clin Res Rep 2022



|s pathologic CR a valid surrogate endpoint?

* Can mPR and pCR be surrogate endpoints for survival?
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|s pathologic CR a valid surrogate endpoint?

* Can mPR and pCR be surrogate endpoints for survival?
* Maybe !! There is a positive correlation with 2-year EFS
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|s pathologic CR a valid surrogate endpoint?

* Can mPR and pCR be surrogate endpoints for survival?
* Maybe !! There is a positive correlation with 2-year EFS

* No correlation with OS!!

[RCT @ NADIM II @ CM816 ® NEOTORCH @ KN671]
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|s pathologic CR a valid surrogate endpoint?

* Can mPR and pCR be surrogate endpoints for survival?
* Interestingly there is no correlation at individual study level

12 [RCT @ NADIM Il @ CM816 © NEOTORCH @ KN67I @ AEGEAN © CM77T O TDFK | [RCT @ NADIM Il @ CM816 © NEOTORCH @ KN671 © AEGEAN © CM77T O TDFK]
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Conclusion

* pCR after neoadjuvant chemo ICl is associated with better
survival

* But pCR does not equal “cure” and that’s current evidence

* pCR and MPR assessment needs standardization

* IMpower030 sub study —to eval IASLC standards for assessing MPR &
PCR and address some of the previously noted challenging scenarios

* There is risk for IrAEs with extended ICI| treatment and the duration
of adjuvant ICl is not well established

* This calls for shared decision making



Coming up next

e Joshua Reuss, MD, thoracic
medical oncologist at MedStar
Georgetown University Hospital.




He is going to ask you to trust him!!



He Is going to ask you to trust him!!

TRUST ME, | KNOW WHAT I AIVII
DOING



