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This is how immunotherapy works… and 
Dr. Sacher knows this!

Topalian et al, Science 2021



And he knows that this is why this trial was 
positive

Blank et al, NEJM 2024



Dr. Sacher may 
pretend like this 
response data to the 
drugs he prescribes 
isn’t important to 
the future care of 
his patients

Deutsch et al, Nat Med 2023



He will quote these data to support his claim 
(mostly because they are the only ones to quote)

Felipe et al , Ann Onc 2023



But he almost certainly won’t show you these 
curves for the ITT population!

Felipe et al , Ann Onc 2023



He will be shy to show you this:

Felipe et al , Ann Onc 2023

Overall survival in the 

PDL1<1% population, 

where there may be 

harm to adjuvant Atezo



Because he will want to show you this:

Felipe et al , Ann Onc 2023



But might forget about this…

Felipe et al , Ann Onc 2023



And this…

Felipe et al , Ann Onc 2023



O’Brien et al, Lancet Oncol 2022

Then he will try to make 
lemonade from KN091



Then he will try to make 
lemonade from KN091

O’Brien et al, Lancet Oncol 2022



Then he will try to make 
lemonade from KN091

O’Brien et al, Lancet Oncol 2022



Indicated adjuvant therapy is inconsistently delivered…

Lim et al, NEJM Evidence 2022



Galina et al, under review

34% received any cisplatin-

based chemo

44% completed 

4 cycles

57% received

adj chemo

2833 pts with 

resected NSCLC

stage eligible 

for adj chemo

Russian roulette of adjuvant therapy
▪ ALCHEMIST trial results on guideline concordant surgery and adjuvant chemotherapy



If asked what the SoC is for metastatic NSCLC 
PDL1 < 50%, Dr. Sacher would say:

Chemo-IO!



If asked which regimen has the highest objective 
response rate in metastatic PDL1 >50%, he 
would say:

Chemo-IO!



If asked how many meta-analyses there are 
about the survival benefits of adjuvant IO, Dr. 
Sacher would say:

ZERO!



So why would he agree to defend this 
indefensible position?

Because 

I’m a such 

a nice guy!



N1 disease is associated with at 
least 50% mortality at 5 years

Rami-Porta et al, IASLC Thorac Onc 2018



Stage IIB disease is also associated 
with at least 50% mortality at 5 years

Rami-Porta et al, IASLC Thorac Onc 2018



How well would adjuvant IO have to work to 
catch up to neaodj/periop chemoIO on OS?

Galina et al, under review



So, why is 
neoadj/periop so 
much better?





2

0

Received neoadjuvant treatment

98%94%†

Nivo + chemo
n=179 

5.3 weeks (4.6–6.0)‡

N=358 patients randomized

Received neoadjuvant treatment

98% 85%†

Chemo
n=179 

5.0 weeks (4.6–5.9)‡

Completed 
neoadjuvant* 

(3 cycles) 

83% Received

• Stage IB/II: 85% Received
• Stage IIIA: 83% Received 

Median duration of surgery

185 minutes¶

Definitive surgery§ 

75% Received

• Stage IB/II: 84% Received
• Stage III: 72% Received

Median duration of surgery 

214 minutes¶

Definitive surgery§ 

Completed 
neoadjuvant* 

(3 cycles) 

16%
Cancelled

• Disease progression  7%

• Adverse event   1%

• Other║                     8%

21%
Cancelled

• Disease progression  10%

• Adverse event    1%

• Other║ 11%

• 21 (12%) received chemo alone
• 9 (5%) received RT alone
• 5 (3%) received chemo and RT

35 (20%) patients received 
adjuvant therapyd 

• 39 (22%) received chemo alone 
• 12 (7%) received RT alone
• 5 (3%) received chemo and RT

56 (32%) patients received 
adjuvant therapyd

94% completed all cycles of systemic tx

Forde et al, AACR 2022



Chemotherapy is important for these patients: 
Canadian data!

Stage distribution in JBR.10

Stage IB Stage II



ESTS 2024 Industry Satellite Symposium

CheckMate 816: First subsequent therapy in patients with canceled 
definitive surgery due to disease progression1

48

Minimum/median follow-up: 32.9/41.4 months.1

Neoadjuvant nivolumab + chemo is approved in the US for patients with resectable (tumors ≥4 cm or node positive) NSCLC,2 and in the EU for patients with resectable NSCLC at high risk of recurrence and whose tumors have PD-L1 ≥1%.3

*Palliative. †Includes patients from Argentina and Turkey only. ‡Includes patients with non-evaluable tumor PD-L1 expression.
1. Spicer J et al. Poster presentation at ASCO 2023. Abstract 8521. 2. OPDIVO [package insert]. Princeton, NJ: Bristol-Myers Squibb Company. 3. OPDIVO (SmPC). Bristol-Myers Squibb Pharma EEIG; 2023.

NIVO + chemo (n=11)
Sex Region ECOG PS Stage Smoking status Tumor PD-L1 First subsequent therapy

Chemotherapy

Chemotherapy

Chemotherapy

Radiotherapy

Radiotherapy

Radiotherapy*

None recorded

None recorded

None recorded

None recorded

None recorded

Chemo (n=17)
Chemotherapy

Chemotherapy

Radiotherapy

Radiotherapy

Radiotherapy

Radiotherapy

Radiotherapy*

Radiotherapy + immunotherapy (pembrolizumab)

Chemoradiotherapy + immunotherapy (durvalumab)

Chemoradiotherapy + immunotherapy (durvalumab)

Chemotherapy + immunotherapy (toripalimab)

Chemotherapy + immunotherapy (pembrolizumab)

Immunotherapy (nivolumab)

Immunotherapy (nivolumab)

Immunotherapy (nivolumab)

Immunotherapy (pembrolizumab)

None recorded

North America

Europe

Asia

Region

ROW†

Male Female

Sex

IIA IIB IIIA

Stage

Current/former Never

Smoking status

Tumor PD-L1

<1%‡≥1%

0 1

ECOG PS

• Of the patients who canceled definitive surgery due to reasons other than disease progression (19, nivo + chemo; 27, chemo), some of the patients received 
definitive radiotherapy-based treatment modalities as an alternative to surgery, while no subsequent therapies were recorded for other patients1

Do patients who do not receive definitive surgery benefit from neoadjuvant I-O + chemo? 

Spicer et al, ASCO2022



Pathological response by cTNM in CM816

Forde  et al, AACR 2022



Forde et al, ELCC 2023

Three doses of neoadj chemo-IO reduce 
distant recurrence by more than 50%



16 doses of IO impact on distant recurrence?

Felipe et al , ESMO 2021



Event-Free Survival in Subgroups, IA2

Per the prespecified analysis plan, subgroups with <30 participants are excluded from the forest plot. Subgroups for stage IIIA and IIIB and pN status were post hoc; all other subgroups were prespecified. 

Data cutoff date for IA2: July 10, 2023.

51/123

Histology

Smoking status

Geographic region

Pembro

  Arm Better

0.2 0.5 2

Placebo

Arm Better

Overall 248/400 0.59 (0.48-0.72)

<65 y 136/214 0.51 (0.39-0.67)

³65 y 112/186 0.70 (0.52-0.92)

Female 70/116 0.52 (0.36-0.75)

Male 178/284 0.62 (0.49-0.78)

East Asia 70/121 0.63 (0.44-0.91)

Not east Asia 178/279 0.57 (0.45-0.72)

White 151/239 0.56 (0.44-0.72)

All others 85/145 0.63 (0.45-0.88)

Current 68/103 0.53 (0.36-0.77)

Former 155/250 0.59 (0.46-0.75)

Never 25/47 0.77 (0.44-1.35)

Nonsquamous 131/227 0.66 (0.51-0.86)

Squamous 117/173 0.51 (0.38-0.69)

Age

Sex

Race

Subgroup Events/participants Hazard ratio (95% CI)

Placebo

Arm

174/397

88/221

86/176

47/118

127/279

123/274

109/250

57/134

44/96

105/247

25/54

102/226

72/171

Pembro

Arm

0.05 310.01

55/127

ALK translocation

EGFR mutation

PD-L1 TPS

Pembro

  Arm Better

0.2 0.5 2

Placebo

Arm Better

Overall 248/400 0.59 (0.48-0.72)

II 62/121 0.59 (0.40-0.88)

IIIA 145/224 0.57 (0.44-0.74)

IIIB 41/55 0.57 (0.36-0.90)

cN1 39/71 0.56 (0.35-0.91)

1-49% 76/115 0.52 (0.36-0.73)

<1% 102/151 0.75 (0.56-1.01)

cN2 126/187 0.63 (0.48-0.82)

³50% 70/134 0.48 (0.33-0.71)

No 72/124 0.55 (0.38-0.81)

Yes 13/19 0.32 (0.11-0.91)

Unknown 163/257 0.62 (0.49-0.79)

No 85/132 0.50 (0.35-0.73)

Unknown 160/259 0.62 (0.49-0.78)

Clinical stage

N status

Subgroup Events/participants Hazard ratio (95% CI)

Placebo

Arm

174/397

40/118

100/217

34/62

29/81

78/138

86/168

41/132

42/111

5/14

127/272

42/104

126/281

Pembro

Arm

0.05 310.01

cN0 83/142 0.58 (0.41-0.81)59/148

Spicer et al , ESMO 2024



Overall Survival in Subgroups, IA2

Per the prespecified analysis plan, subgroups with <30 participants are excluded from the forest plot. Subgroups for stage IIIA and IIIB and pN status were post hoc; all other subgroups were prespecified. 

Data cutoff date for IA2: July 10, 2023.

32/123

Histology

Smoking status

Geographic region

Pembro

  Arm Better

0.2 0.5 2

Placebo

Arm Better

Overall 144/400 0.72 (0.56-0.93)

<65 y 82/214 0.57 (0.40-0.80)

³65 y 62/186 0.96 (0.67-1.38)

Female 30/116 0.69 (0.39-1.20)

Male 114/284 0.73 (0.55-0.96)

East Asia 30/121 1.05 (0.64-1.73)

Not east Asia 114/279 0.63 (0.48-0.85)

White 97/239 0.66 (0.49-0.90)

All others 39/145 0.93 (0.59-1.48)

Current 48/103 0.59 (0.38-0.93)

Former 87/250 0.76 (0.56-1.05)

Never 9/47 1.00 (0.41-2.46)

Nonsquamous 64/227 0.73 (0.50-1.06)

Squamous 80/173 0.71 (0.51-0.99)

Age

Sex

Race

Subgroup Events/participants Hazard ratio (95% CI)

Placebo

Arm

110/397

54/221

56/176

21/118

89/279

78/274

73/250

34/134

31/96

69/247

10/54

49/226

61/171

Pembro

Arm

0.05 310.01

35/127

ALK translocation

EGFR mutation

PD-L1 TPS

Pembro

  Arm Better

0.2 0.5 2

Placebo

Arm Better

Overall 144/400 0.72 (0.56-0.93)

II 39/121 0.67 (0.41-1.10)

IIIA 79/224 0.74 (0.53-1.03)

IIIB 26/55 0.69 (0.39-1.22)

cN1 24/71 0.74 (0.41-1.33)

1-49% 44/115 0.69 (0.44-1.07)

<1% 61/151 0.91 (0.63-1.32)

cN2 68/187 0.74 (0.52-1.07)

³50% 39/134 0.55 (0.33-0.92)

No 33/124 0.64 (0.37-1.11)

Yes 5/19 0.24 (0.03-2.03)

Unknown 106/257 0.75 (0.56-0.99)

No 38/132 0.70 (0.41-1.18)

Unknown 105/259 0.72 (0.54-0.96)

Clinical stage

N status

Subgroup Events/participants Hazard ratio (95% CI)

Placebo

Arm

110/397

26/118

62/217

22/62

21/81

52/138

49/168

23/132

20/111

1/14

89/272

22/104

87/281

Pembro

Arm

0.05 310.01

cN0 52/142 0.70 (0.46-1.06)40/148

Spicer et al , ESMO 2024



Neoadj/periop strategy: Overall Survival

Sorin et al, JAMA Onc 2024



Neoadj/periop strategy and EFS

Sorin et al, JAMA Onc 2024



Sorin et al, JAMA Onc 2024

Neoadj/periop strategy: EFS for stage II



Providing a 
roadmap for Dr. 
Sacher and the 
patient

CheckMate 816 (NIVO + chemo vs chemo): 3-y results by tumor PD-L1 expression

Efficacy outcomes by pCR status in concurrently randomized patients

Minimum/median follow-up: 32.9/41.4 months.
aHR was NC for the chemo arm due to few patients having a pCR (n = 4). bEFS HR was 0.89 (95% CI, 0.64–1.22) for patients with NIVO + chemo vs chemo without pCR. cOS HR was 0.77 (95% CI, 0.52–1.14) for patients with 
NIVO + chemo vs chemo without pCR.

OS

100

80

60

40

20

0

No. at risk

0 6 12

Months from randomization

18 24 30

E
F
S
 (

%
)

43pCR 41 40 40 40 39 26 9 3 0

36 42 48 54

136No pCR 95 79 64 57 49 31 11 3 0

4pCR 4 4 4 4 4 3 2 1 0

175No pCR 124 91 75 63 56 36 13 3 0

100

80

60

40

20

0

NIVO + chemo (pCR)

Chemo (no pCR)

Chemo (pCR)

0 6 12 18 24 30 36 42 48 54 60

43 42 42 42 42 42 36 22 10 2 0

4 4 4 4 4 4 4 3 2 0 0

136 124 116 107 103 95 81 45 13 4 0

175 162 151 130 115 105 91 49 20 4 0

O
S
 (

%
)

Months from randomization

NIVO + chemo (no pCR)c
NIVO + chemo (pCR)

Chemo (no pCR)

Chemo (pCR)

NIVO + chemo (no pCR)b

NIVO + chemo Chemo

pCR No pCR pCR No pCR

Median OS, mo 
(95% CI)

NR NR
(48.6–NR)

NR NR
(46.8–NR)

HR (95% CI) 0.12 (0.03–0.50) NCa

NIVO + chemo Chemo

pCR No pCR pCR No pCR

Median EFS, mo 
(95% CI)

NR 27.8
(18.9–NR)

NR 20.8
(14.0–34.3)

HR (95% CI) 0.15 (0.06–0.37) NCa

EFS

Provencio et al, ESMO 2024



1000 pts with 

resectable clinical 

stage IIB NSCLC

1
8
 m

o
n
th

s
3
.5

 m
o
n
th

s
940 pts will 

complete 3 

cycles of 

chemo-IO

950 pts will go 

to surgery

900 pts will 

have R0

450 pts will 

make it to cycle 

1 of adj chemo

150 pts will have 

PDL1 > 50% and 

potentially benefit 

from adj IO

780 pts will go 

to surgery



Up front surgery for 
N1 disease is not a 
plan! It’s wishful 
thinking

Don’t do it!

It’s like bringing 
these kids to the 
museum with no 
snacks. 



Final take home points

• Melanoma has proven that neoadj for resectable disease is vastly preferable

• Progression or death occurs in 50% of resectable cIIB NSCLC @ 5 years

• Until we can predict which 50% is cured with surgery, we need to consider that 

systemic progression is highest risk for cause of death in these patients

• Neoadjuvant chemo-IO is the most optimal way to address this risk

• Most robust survival data favour neoadjuvant/perioperative chemo-IO


