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Praksis i DK

• Historisk har vi givet adjuvant behandling – ikke neo-adjuvant

• Hvordan skal vi forholde os til disse data?

• En opgave for DLCG?



•Post-operativ behandling
• ADAURA



*At the time of recruitment, staging was determined by the AJCC / UICC 7th edition staging manual. †Prior, post, or planned radiotherapy was not

allowed; ‡Centrally confirmed in tissue. §Patients received a CT scan after resection and within 28 days prior to treatment. ¶Stage IB / II / IIIA.

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CNS, central nervous system; CT, computerized tomography; DFS, disease-free survival;

EGFRm, epidermal growth factor receptor-mutated; Ex19del, exon 19 deletion; HR, hazard ratio; NSCLC, non-small cell lung cancer; OS, overall survival; WHO, World Health Organization

Endpoints

• Primary endpoint: DFS by investigator assessment in stage II / IIIA patients, designed for superiority under the assumed DFS HR of 0.70

• Key secondary endpoints: DFS in the overall population¶, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

• Pre-specified exploratory endpoints: Patterns of recurrence, time to CNS disease recurrence or death (CNS DFS)

Placebo, 

once daily

Randomisation 

1:1

(N=682)

Key inclusion criteria:

≥18 years (Japan / Taiwan: ≥20)

WHO performance status 0 / 1

Confirmed primary non-squamous NSCLC 

Ex19del / L858R‡

Brain imaging, if not completed pre-operatively

Complete resection with negative margins§

Max. interval between surgery and randomisation:

• 10 weeks without adjuvant chemotherapy

• 26 weeks with adjuvant chemotherapy

Patients with completely resected

stage* IB, II, IIIA NSCLC, with or without

adjuvant chemotherapy† Osimertinib 80 mg, 

once daily

Stratification by:

stage (IB vs II vs IIIA) 

EGFRm (Ex19del vs L858R) 

race (Asian vs non-Asian)

PHASE III ADAURA STUDY DESIGN

Planned treatment duration: 3 years

Treatment continues until:

• Disease recurrence

• Treatment completed

• Discontinuation criterion met

Follow up:

• Until recurrence: Week 12 and 24, 

then every 24 weeks to 5 years,

then yearly

• After recurrence: every 24 weeks for 

5 years, then yearly



Tick marks indicate censored data. *Reported ~2 years earlier than planned following IDMC recommendation. †AJCC / UICC 7th edition staging.
1. Wu et al. N Engl J Med 2020;383:1711–1723; 2. Herbst et al. J Clin Oncol 2020;38:18_suppl.LBA5.

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CI, confidence interval; DFS, disease-free survival; HR, hazard ratio; IDMC, Independent Data Monitoring Committee
Data cut-off: January 17, 2020.

• The ADAURA primary analysis* showed a highly statistically significant and clinically meaningful improvement in DFS with 

adjuvant osimertinib vs placebo1,2

DFS BENEFIT WITH ADJUVANT OSIMERTINIB: ADAURA PRIMARY ANALYSIS

Here we will present an updated analysis of the final DFS data at the protocol-specified maturity of 50%, a pre-specified exploratory 

analysis of recurrence patterns and updated safety data, after 2 years of further follow up, in which all patients have had the opportunity 

to receive the full 3 years of adjuvant treatment

DFS HR: 0.17
99.06% CI 0.11, 0.26
p<0.001

DFS HR: 0.20
99.12% CI 0.14, 0.30
p<0.001
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BASELINE CHARACTERISTICS (OVERALL POPULATION)

Data cut-off: April 11, 2022.

• Demographics and characteristics were generally well balanced between treatment arms

• Proportion of stages was similar when ADAURA patients were re-staged by AJCC / UICC 8th edition staging manual

Characteristics, % Osimertinib (n=339) Placebo (n=343)

Sex: male / female 32 / 68 28 / 72

Age: median (range), years 64 (30–86) 62 (31–82)

Smoking history: yes* / no 32 / 68 25 / 75

Race: Asian / non-Asian 64 / 36 64 / 36

WHO PS: 0 / 1 63 / 37 64 / 36

AJCC / UICC staging at diagnosis (7th edition): IA / IB / II / IIIA / IIIB 0 / 32 / 33 / 35 / 0 0 / 31 / 34 / 35 / 0

AJCC / UICC staging at diagnosis (8th edition)†: IA / IB / II / IIIA / IIIB 1 / 30 / 33 / 32 / 3 <1 / 29 / 35 / 34 / 2

Histology: Adenocarcinoma / other 96 / 4 97 / 3

EGFR mutation at randomisation‡: Ex19del / L858R 55 / 45 55 / 45

Adjuvant chemotherapy: yes / no 60 / 40 60 / 40

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; PS, performance status; WHO, World Health Organization

*Formerly: osimertinib n=104 (31%), placebo n=83 (24%); currently: osimertinib n=4 (1%), placebo n=3 (1%). †Disease stage IV: osimertinib n=0, placebo n=1 (<1%); missing: osimertinib n=2 (1%), placebo n=2 (1%). ‡Central test.

1. Wu et al. N Engl J Med 2020;383:1711–1723; 2. Herbst et al. J Clin Oncol 2020;38:18_suppl.LBA5.



Median follow-up: osimertinib 44.2 months (range 0 to 67), placebo 19.6 months (range 0 to 70); DFS by investigator assessment; Tick marks indicate censored data. *Planned maturity for DFS analysis: 50%.
CI, confidence interval; DFS, disease-free survival; HR, hazard ratio; NC, not calculable

No. at risk
Osimertinib 233 222 216 202

Time
196

from rand
192

omisatio
174

n (mont
138

hs)
90 45 20 2 0

Placebo 237 191 141 124 106 91 74 61 41 23 11 1 0

PRIMARY ENDPOINT: UPDATED DFS IN STAGE II / IIIA DISEASE

Median DFS, months (95% CI)

– Osimertinib (n=233) 65.8 (54.4, NC)

– Placebo (n=237)

HR (95% CI)

21.9 (16.6, 27.5)

0.23 (0.18, 0.30)

Maturity:* 51%

osimertinib 32%, placebo 70%
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Data cut-off: April 11, 2022.
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UPDATED DFS IN THE OVERALL POPULATION (STAGE IB / II / IIIA DISEASE)

Median follow-up: osimertinib 44.2 months (range 0 to 69), placebo 27.7 months (range 0 to 70); DFS by investigator assessment; Tick marks indicate censored data.
CI, confidence interval; DFS, disease-free survival; HR, hazard ratio; NC, not calculable

Data cut-off: April 11, 2022.
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Median DFS, months (95% CI)

– Osimertinib (n=339) 65.8 (61.7, NC)

– Placebo (n=343) 28.1 (22.1, 35.0)

HR (95% CI) 0.27 (0.21, 0.34)

Maturity 45%:

osimertinib 28%, placebo 62%
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UPDATED DFS ACROSS SUBGROUPS IN THE OVERALL POPULATION

Subgroup HR 95% CI

Overall (N=682) Stratified log-rank 0.27 0.21, 0.34

Unadjusted Cox PH 0.32 0.25, 0.40

Sex Male (n=204) 0.31 0.20, 0.48

Female (n=478) 0.31 0.23, 0.42

Age <65 yr (n=380) 0.31 0.22, 0.42

≥65 yr (n=302) 0.33 0.23, 0.48

Smoking history Yes (n=194) 0.26 0.16, 0.40

No (n=488) 0.34 0.26, 0.45

Race Asian (n=434) 0.34 0.25, 0.45

Non-Asian (n=248) 0.28 0.18, 0.43

Stage* IB (n=212) 0.41 0.23, 0.69

II (n=236) 0.34 0.23, 0.52

IIIA (n=234) 0.20 0.14, 0.29

EGFR mutation Ex19Del (n=378) 0.24 0.17, 0.33

L858R (n=304) 0.45 0.31, 0.64

Adjuvant chemotherapy Yes (n=410) 0.29 0.21, 0.39

No (n=272) 0.36 0.24, 0.55

0.1 1
HR for disease-free survival (95% CI)

Favours osimertinib Favours placebo

Overall population: stage IB / II / IIIA; DFS by investigator assessment. *AJCC / UICC 7th edition.

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CI, confidence interval; DFS, disease-free survival; EGFR, epidermal growth factor receptor; HR, hazard ratio; yr, year.
Data cut-off: April 11, 2022.

• A DFS benefit with osimertinib was observed across all predefined subgroups



UPDATED DFS BY STAGE (AJCC / UICC 7TH EDITION)

Time from randomisation (months)
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Stage IB Stage II Stage IIIA

4 year DFS rate, % (95% CI)

– Osimertinib 80 (70, 87) 74 (64, 82) 65 (54, 74)

– Placebo 59 (48, 68) 42 (33, 51) 14 (8, 22)

Overall HR 

(95% CI)

0.41

(0.23, 0.69)

0.34

(0.23, 0.52)

0.20

(0.14, 0.29)

115 110 109 101 97 96 87 69 43 21 7 2 0
119 91 60 50 40 33 23 14 11 6 3 0

No. at risk
Osimertinib

Placebo

Stage IIIA

DFS by investigator assessment; Tick marks indicate censored data.
AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CI, confidence interval; DFS, disease-free survival; HR, hazard ratio

Data cut-off: April 11, 2022.



1.0

UPDATED DFS BY STAGE (AJCC / UICC 8TH EDITION*)

Time from randomisation (months)
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101 90 87 83 78 75 72 59 47 26 12 3 0
98 92 82 76 70 67 59 52 42 25 14 3 0

110 107 105 98 94 93 84 66 43 20 8 2 0
115 89 59 50 40 35 24 15 12 7 4 0

113 105 101 96 94 90 81 64 42 22 13 0

119 100 84 77 69 59 53 48 30 16 7 1 0

Stage IB Stage II Stage IIIA

4 year DFS rate, % (95% CI)

– Osimertinib 80 (69, 87) 75 (65, 83) 66 (55, 75)

– Placebo 60 (49, 69) 43 (34, 52) 16 (10, 24)

Overall HR 

(95% CI)

0.44

(0.25, 0.76)

0.33

(0.21, 0.50)

0.22

(0.15, 0.31)

No. at risk
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DFS by investigator assessment; Tick marks indicate censored data.
*Re-staging based on data captured in the Pathology at Diagnosis AJCC / UICC 8th edition manual, per investigator assessment requested before the primary analysis.

AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CI, confidence interval; DFS, disease-free survival; HR, hazard ratio
Data cut-off: April 11, 2022.



PATTERNS OF DISEASE RECURRENCE (OVERALL POPULATION)
• In the overall population, fewer patients treated with osimertinib had disease recurrence (93/339; 27%) compared with 

placebo (205/343; 60%)*

20 10 0 10 20 30 40 50

Percentage of patients with disease recurrence (%)

*Distant recurrence only: osimertinib 45/339 (13%), placebo 107/343 (31%); local/regional only: osimertinib 42/339 (12%), placebo 78/343 (23%);

local/regional and distant: osimertinib 6/339 (2%), placebo 20/343 (6%).
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• The most common first

sites of recurrence were

lung (12%), lymph nodes

(6%) and CNS (6%) in the

osimertinib group, and lung

(26%), lymph nodes (17%)

and CNS (11%) in the 

placebo group
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UPDATED CNS DFS IN PATIENTS WITH STAGE II / IIIA DISEASE
• Overall, 63 patients (osimertinib n=22, placebo n=41) had CNS DFS events:*

– 3 (14%) patients were on treatment at the time of CNS recurrence with osimertinib, versus 29 (71%) with placebo

Median follow-up: osimertinib 44.2 months, placebo 20.4 months; DFS by investigator assessment; Tick marks indicate censored data.

*Defined as CNS as the first site of disease recurrence, or death without any disease recurrence.

Median CNS DFS, months (95% CI)

– Osimertinib NR (65.8, NC)

– Placebo NR (NC, NC)

HR (95% CI) 0.24 (0.14, 0.42)

Maturity 13%:

osimertinib 9%, placebo 17%
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CI, confidence interval; CNS, central nervous system; DFS, disease-free survival; HR, hazard ratio; NC, not calculable; NR, not reached
Data cut-off: April 11, 2022.
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AJCC / UICC, American Joint Committee on Cancer / Union for International Cancer Control; CI, confidence interval; CNS, central nervous system;
DFS, disease-free survival; EGFRm, epidermal growth factor receptor-mutated; HR, hazard ratio; NSCLC, non-small cell lung cancer. Data cut-off: April 11, 2022.

• In this updated DFS analysis of osimertinib vs placebo, patients have been followed for a further 2 years, and all had the 

opportunity to complete 3 years of planned study treatment

– Overall, there was a 77% reduction in the risk of disease recurrence or death with adjuvant osimertinib vs placebo 

(DFS HR 0.23; 95% CI 0.18, 0.30) in the stage II / IIIA population

– Median DFS was 65.8 months in the osimertinib arm and 21.9 months in the placebo arm

– There was also a 73% reduction in the risk of disease recurrence or death with adjuvant osimertinib vs placebo 

(DFS HR 0.27; 95% CI 0.21, 0.34) in the overall population (stage IB / II / IIIA)

– An improvement in DFS was seen regardless of whether patients received prior adjuvant chemotherapy or not

– DFS benefit across disease stages was consistent following re-staging based on the AJCC / UICC 8th edition manual

– Osimertinib demonstrated a clinically meaningful improvement in CNS DFS (stage II–IIIA HR: 0.24; 95% CI, 0.14, 0.42)

• The safety profile was consistent with the established safety profile of osimertinib and no new safety concerns were reported 

with an extended treatment duration; median total duration of exposure to osimertinib was 35.8 months

These updated data reinforce adjuvant osimertinib as the standard of care for patients with EGFRm stage IB–IIIA 

NSCLC after complete tumour resection, with or without adjuvant chemotherapy

CONCLUSIONS



Adjuvante post-OP trials

ALK

Crizotinib vs. observation (NCT02194738) 

Alectinib vs. chemotherapy (NCT03456076) 

RET

Selpercatinib vs. Placebo (NCT04819100)



Palliativ behandling
IO til mesotheliom



Study designa

NIVO 3 mg/kg Q2W +

IPI 1 mg/kg Q6W

(for up to 2 years)

Cisplatin or carboplatin +

pemetrexed Q3Wb (6 cycles)

Key eligibility criteria
• Unresectable MPM

• No prior systemic therapy

• ECOG PS 0–1

Stratified by
Histology (epithelioid vs non-epithelioid) 

and sex

Until disease 
progression, 

unacceptable toxicity, 
or for 2 years for 
immunotherapy

n = 302

n = 303

N = 605 

R

1:1

Primary endpoint

• OS

Secondary endpoints

• ORR, DCR, and PFS by BICR

• Efficacy by PD-L1c expression

Exploratory endpoints

• Safety and tolerability

• Biomarkers

Database lock: May 6, 2022; minimum / median follow-up for OS: 47.5 months / 55.1 months.

Reprinted from The Lancet, Vol. 397, Baas P et al, First-line nivolumab plus ipilimumab in unresectable malignant pleural mesothelioma (CheckMate 743): a multicentre, randomised, open-
label, phase 3 trial, p375–386, Copyright 2020, with permission from Elsevier.

aNCT02899299; bCisplatin (75 mg/m2) or carboplatin (AUC 5) + pemetrexed (500 mg/m2), Q3W for 6 cycles; cDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako). 

Baas P, et al. Lancet 2021;397:375–386.



4-year update: overall survival in all randomized patients

• 4-year PFS rates were 9% vs 0% with NIVO + IPI vs chemoc

• ORR and DOR were consistent with previous database lockd; rate of ongoing responders at 4 years was 16% vs 0%, respectively

Minimum / median follow-up for OS: 47.5 months / 55.1 months.

Subsequent systemic therapy was received by 46% of patients in the NIVO + IPI arm and 43% in the chemo arm; subsequent immunotherapy was received by 5% and 23%; subsequent 
chemotherapy was received by 44% and 34%, respectively.

a95% CIs were 16.8–21.0 (NIVO + IPI) and 12.4–16.3 (chemo); b95% CIs were 12.7-21.5 (NIVO + IPI) and 7.5-14.7 (chemo); cMedian PFS was 6.8 vs 7.2 months with NIVO + IPI vs chemo
(HR, 95% CI: 0.93, 0.77-1.13); dORR was 39.3% vs 44.4%, and median DOR was 11.6 vs 6.8 months.

NIVO + IPI 
(n = 303)

Chemo 
(n = 302)

Median OS,a mo

HR (95% CI)

18.1 14.1

0.73 (0.61–0.87)

No. at risk

NIVO + IPI 303 273 251 226 200 173 144 125 115 96 79 72 62 60 55 52 46 32 23 16 5 0

Chemo 302 269 234 192 164 138 114 97 76 69 54 46 43 41 37 35 30 18 10 5 3 0
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S
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17%b

41%

27%
23%

15%
11%b
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4-year update: OS by histologya

Epithelioid Non-epithelioid

NIVO + IPI 
(n = 229)

Chemo 
(n = 226)

Median OS,b mo

HR (95% CI)

18.2 16.7

0.84 (0.69–1.03)

NIVO + IPI
(n = 74)

Chemo
(n = 76)

Median OS,d mo

HR (95% CI)

18.1 8.8

0.48 (0.34–0.68)
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NIVO + IPI 229 192 154 110 89 62 48 46 37 18 2 0 NIVO + IPI 74 59 46 34 26 17 14 9 9 5 3 0

Chemo 226 182 141 101 69 50 40 35 29 9 2 0 Chemo 76 52 23 13 7 4 3 2 1 1 1 0

No. at risk
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Minimum / median follow-up for OS: 47.5 months / 55.1 months.

In patients with epithelioid histology, subsequent systemic therapy was received by 48% in the NIVO + IPI arm vs 45% in the chemo arm; subsequent immunotherapy was received by 4% vs 24%; 
subsequent chemotherapy was received by 46% vs 37%, respectively. In patients with non-epithelioid histology, subsequent systemic therapy was received by 40% in the NIVO + IPI arm vs 37%
in the chemo arm; subsequent immunotherapy was received by 7% vs 20%; subsequent chemotherapy was received by 38% vs 26%, respectively.

aHistology per CRF; b95% CIs were 16.9–21.9 (NIVO + IPI) and 14.9–20.3 (chemo); c95% CIs were 13.0-23.2 (NIVO + IPI) and 9.6-18.9 (chemo); d95% CIs were 12.2–22.8 (NIVO + IPI) and 7.4–10.2
(chemo); e95% CIs were 6.9-23.3 (NIVO + IPI) and 0.1-6.8 (chemo).



Summary

• These results from CheckMate 743 represent the longest reported follow-up with immunotherapy in 1L 

unresectable MPM; NIVO + IPI continued to provide long-term, durable benefit versus chemo

— 4-year OS rates: 17% vs 11%, respectively

— 4-year PFS rates: 9% vs 0%, respectively

— 16% of responders in the NIVO + IPI arm have ongoing response at 4 years vs none in the chemo arm

• No new safety signals were observed with longer follow-up; rates of grade 3–4 IMAEs were ≤ 5%

• With a 4-year minimum follow-up, these data from CheckMate 743 continue to confirm NIVO + IPI as a 

standard of care for unresectable MPM regardless of histology



Godkendt den 23. marts 2022

Medicinrådets anbefaling vedrørende nivolumab i kombination med ipilimumab til behandling af ikke-resektabel lungehindekræft -

version 1.0

Medicinrådet anbefaler nivolumab i kombination med ipilimumab som førstelinjebehandling af patienter med lungehindekræft og 

ikke-epiteloid histologi.

Det er dokumenteret, at behandlingen forlænger patienternes levetid væsentligt, og at en højere andel af patienterne lever mere end 

tre år sammenlignet med nuværende standardbehandling.

Behandlingen er betydeligt dyrere end platinbaseret kemoterapi. Medicinrådet vurderer dog samlet set, at omkostningerne er rimelige 

i forhold til effekten.

Medicinrådet anbefaler ikke nivolumab i kombination med ipilimumab som førstelinjebehandling af patienter med lungehindekræft og 

epiteloid histologi, fordi det ikke er dokumenteret, at behandlingen forlænger patienternes levetid.

Behandlingen er samtidig betydeligt dyrere end nuværende standardbehandling.

Medicinrådet har vurderet nivolumab i kombination med ipilimumab som førstelinjebehandling til to grupper af voksne patienter med 

ikke-resektabelt lungehindekræft (malignt pleuralt mesoteliom) efter vævstype (epiteloid og ikke-epiteloid histologi). Patienterne er 

alle i performancestatus 0-1. Det er altså patienter i god almentilstand, som tåler kemoterapi og strålebehandling, men hos hvem

kræften ikke kan opereres væk/fjernes ved kirurgi.

https://medicinraadet.dk/


Take home

Vigtigt med NGS af alle (non-sq) uanset stadie
Osimertinib til EGFR M+ opererede

Vigtigt med en præcis diagnose af mesotheliomer

(epitheliale/sarkomatoide/blanding)
Afgørende for at kunne tilbyde Ipi/Nivo til ikke-epiteliale

Vigtig med en dansk konsensus vedrørende neo-adjuverende 

behandling inden OP
Måske er neo-adjuverende bedre end adjuverende ???


