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MOTIVATION

Forbedret overlevelse efter ICI?

RCT’er = daglig klinisk praksis?

Underrepraesenterede patientgrupper?

|ICI behandlingsforlgb?

Praediktive eller prognostiske patient karakteristika?
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01/01/2013-01/08/2014 Matching

01/03/2017-01/10/2018 01/03/2017- 01/10/2018

n=1658 n = 2055 n=579
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DLCR cohorts n (%) cl) (95% Cl) (95% CI) (95% Cl)
Pre-approval cohort 1,658 (100) 7.8(7.4-8.2) 31 (29 - 33) 12 (10 - 14) 6(5-7)
Post-approval cohort 2,055 (100) 11.0 (10.2-11.9) 48 (46 — 50) 27 (25 - 29) 18 (16 — 20)
CTx 1,573 (77) 9.5(8.9-10.3) 43 (40 — 45) 22 (21 - 25) 14 (12 - 17)
ICI 482 (23) 19.0 (16.0 — 22.0) 64 (60 — 68) 42 (38 —47) 29 (24 — 35)
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BASELINE KARAKTERISTIKA 1L ICI

TNM stage and metastatic sites

Baseline characteristics n (%) 1l 109 (19)
. Iva 470 (81)
All patients 579 Brain 38 (7)
Age, median years (range) 70 (45-88) Bone 162 (28)
<75 441 (76) Liver 63 (11)
>75 138 (24) Adrenal 86 (15)
Sex Distant lymph nodes 174 (30)
Male 246 (42) NSCLC histqpathology
Female 333 (58) Adenocarcinoma . 409 (71)
ECOG performance status g?# ar:ous cell carcinoma 132 (23)
0 194 (34) er ©)
1 295 (51) P[,)\I_Ll i 3(0.5)
egative :
>
cc_:lzs 90 (15) >1% and <50% 20 (3.5)
>50% 552 (95.3)
0 (none) 217 (37) Unknown 4(0.7)
1 (mild) 169 (29) Prior treatment with curative intention
2 (moderate) 103 (18) Surgery +/- adj. CTx 39 (7)
3+ (severe) 90 (16) CRT 46 (8)
Smoking status Surgery and CRT 16 (3)
Current 189 (33) None 478 (82)
Former 343 (59) Prior palliative RT®
Never 26 (4) Yes 71 (12)
Unknown 21 (4) No 508 (88)
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BASELINE KARAKTERISTIKA =22L ICI

Baseline characteristics n (%)

All patients 840 (100) TNM stage

Sex I 116 (14)
Male 432 (51) v 724 (86)
Female 408 (49) Meta_statlc sites

Age, median; range 68; 22 — 89 Sgﬂg 29251((121(2)

Age Liver 133 (16)
<75 years 677 (B1) Adrenal 127 (15)
>75 years 163 (19) Distant lymph nodes 233 (28)

ECOG PS NSCLC histopathology
0 182 (22) Adenocarcinoma 485 (58)
1 479 (A7) Squamous cell carcinoma 303 (36)
>2 158 (19) Other® 52 (6)
Missing 21 (2) EGFR mutation

Charlson Comorbidity Index Score (CCIS) No 537 (64)
0 (no) 332 (40) Yes 25 (3)
1 (mild) 207 (25 Unknown 278 (33)
2 (moderate) 154 (18) PD-L1 status
>3 (;evere) 147 (17 Negative 72 (9)

Smoking status >1% and <50% 233 (28)
Current 238 (28) >50% 290 (35)
Former 535 (64) Unknown 245 (29)
Never 46 (6)
Unknown 21 (2)

Mouritzen MT & Junker KF et al,
ACTA ONCOLOGICA 2022, VOL. 61, NO. 4, 409-416




BEHANDLING

©

All patients

Median number of cycles (range)
Median days on treatment?® (range)
Ongoing ICI treatment®

ICI discontinuation
ICI discontinuation due to¢:
PD
Poor performance status
Two years of ICId
IrAEs®
Pneumonitis
Hepatitis
Skin
Endocrinopathy
Diarrhea/colitis
Otherf
IrAE only?9
Other reasons

Hospitalization due to irAE

Grade 5 toxicity (death)

n (%)
579
7(1-41)
127 (1 - 826)
38 (7)
541 (93)

250 (46)
62 (11)
39 (7)

170 (31)
41 (8)
31 (6)
10 (2)
18 (3)
37 (7)
52 (10)

150 (28)
51 (9)

135 (23)
12 (2)
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Treatment characteristics(Zﬂ) n (%)

All patients 840 (100)
Treatment line
2
3 205 (24
4 68 (8)
>5 31 (4)
Treatment
Nivolumab 444 (53)
Pembrolizumab 396 (47)
Median number of ICI cycles?; range
Nivolumab 6; 1-6
Pembrolizumab 6; 1-3

ICI treatment duration?;

Median days; range 98; 1-961
mTTD months; 95% CI 3.2,2.8-3.6
Ongoing ICI treatment® 10 (1)
ICI discontinuation due to®:
PD
Poor PS 126 (15)
irAEs? 179 (22)
Pneumonitis 47 (6)
Hepatitis 19 (2)
Skin toxicity 27 (3)
Endocrinopathy 15 (2)
Diarrhea/colitis 40 (5)
Other toxicity 5
irAEs only®
Other reasons' 145 (17)
Hospitalization due to irAEs 135 (16)
Death due to irAEs 8 (1)

Mouritzen MT & Junker KF et al, ACTA ONCOLOGICA
2022, VOL. 61, NO. 4, 409-416




PROGRESSION SOM ARSAG TIL ICI OPH@R

1L 1504
60+
n =250
n = 461
1001
oy
£ 407 2
= k)
o ®
5 =
S B
=z o
=
504
20+
0% 1% 0% 1% 0% 0%
0- o4
1-3  4-6 7-9 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-35 1-3  4-6 7-9 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-36 37-30 40-42 46-48 55-57 64-64
MNo. of ICI cvcles No. of ICI cycles

Mouritzen MT et al, Cancers 2021, 13, 4846



Variable HR (95% CI) p=valueg
Age

<75 years [ ] Referenca

»=75 years —— 142 (0.86, 1.47) 0,304
Sex

Famala [ | Reference

Male ——— 1.15 (0.92, 1.45) 0.215
ECOG PS

i] [ ] Raferenca

1 . — 1.88 (1.45, 2.42) <0.001

2+ 221 (152 3.0) <0.001
CCls

01 [ | Reference

2+ —a— 0.99 (0.78, 1.25) 0.907
Brain motastases

Mo [ ] Referenca

=] L 1.25(0.78, 2.04) 0.381
Liver metastases

Mo [ ] rence

s = 145 (1.04, 2.08) 0.047
Adrenal metastases

Mo [ | Reference

eg —— 1.11(0.82, 1.52) 0.481
Distant LN metastases

Mo | | Reference

‘fas —— 0.98 (0.78, 1.27) 0806
Bone metastases

Mo [ | e

Yiag . 175(1.37, 2.4) <0.001
Histopathology

Adenocarcinoma | | Reference

Squamous call carcinoma — 1.28 (0.97, 1.60) 0.078

Other & 1.18(0.71, 1.96) 0.527
PD-L1

=50% [ | Refarence

==50% 0.91 (0.51, 1.64) 0.754
Prior palliative RT

Mo [ | Referenca

‘fag —— 1.05 (0.7, 1.57) 0.826
Prior curative treatrment

None [ ] Reference

Surgery +- adj. CTx . 0.85 (055, 1.3) 0.442

CRT — 0.82 (0.55, 1.22) 0.328

Surgery and CRT —,— 0.51 (0.23, 1.13) 0.005
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Variahle HR (95% CT) p-value
Age

<75 n Reference

=75 — 0.99 (0.8, 1,.23) 0963
Sex

Femnale n Reference 22 L IC I

Male —— 135111, 1.62) 0.002
ECOG PS

0 ] Reference

| —.— 18R (1.52, 2.33) <0.001

»=32 4.1510(3.13,5.5) <0001
Smoking status

Mever ] Reference

Current/former —— 088 (0,58, 1.33) (0.530

Unkniown — 0.73 (0,36, 1.47) 0,377
CCIs

0-1 u Reference

=2 —a— 0496 (0,79, 1.15) 0.627
Brain metastases

M n Reference

Yes — . 1.1 {082, 1.47) 0.516
Liver metastases

Mo n Relerence

Yes i 1.72(1.34, 2.22) <(1.(MI1
Adrenal metastases

Mo n Relerence

Yes — 1.06 (0,82, 1.39) 0.645
Distant LN metastascs

Mo u Reference

Yes —— 0.95 (0,76, 1.17) a1z
Bone metastases

Mo ] Tererenee

Yes —— 1.27(1.03, 1.58) 0.027
NSCLC histopathology

Adenocarcinoma u Relerence

Squamous cell carcinoma —a— 1.15 (L83, 1.5349) na13

Other ——.— 1.1 (074, 1.62) 0.6351
EGFR mutation

Mo ] Relerence

Yes ——.——— 1.28 (0.72,2.27) 0.397

Unknowmn —— 0.77 (058, 1.03) 0083
FD-L1

Megative u Reference

== 1% but <50% —— 0.82 (0.57, 1.18) (1284

== 5014 - 0.69 (0,48, 0.98) 0037

Unknown —— 0.78 (0,57, 1.06) 0113
Treatment line

2 u Reference

3 —— 0.9(0.73,1.13) 0373

4 —a— 0,95 (0,68, 1,31) .769

=5 R 5 .
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SURVIVAL

1L ICI mOS MPFS months 22L ICI mMOS months mMPFS months
months All patients 12.2 5.2
All patients 18.3 8.2 PS 0 (22%) 29 1 3.9
PS 0 (34%) 28.0 11.0 PS 1 (57%) 12.2 54
PS 1 (51%) 14.6 7.7 PS 2 (19%) 4.5 2.0
PS 2 (15%) | 12.8 6.0
Mouritzen MT et al, Cancers 2021, 13, 4846 Mouritzen MT & Junker KF et al,

ACTA ONCOLOGICA 2022, VOL. 61, NO. 4, 409-416
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KONKLUSION

Forbedret overlevelse efter ICI implementering

Overlevelsen var lidt darligere end i RCT’erne, undtaget patienter i PS 0

Omkring 20% af patienter behandlet i daglig klinisk praksis var 275 ar, i PS 22 og havde
moderat/sveer komorbiditet.

Progression ses hos omkring 25% af alle patienter indenfor seks ICI behandlinger
ICI ophgar skyldtes PD hos 50%, darlig PS hos 15% og immun-relaterede bivirkninger hos 20-30%
PS 21 (og iseer PS 22), knogle- og levermetastaser var associeret med signifikant darligere OS

Nogle patienter i PS =2 bliver langtidsoverlevere efter ICI; grundige individuelle vurderinger




HVAD HAR VI LART?

Store nationale eller international real-world studier er vigtige nar nye behandlinger indfgres, for at
vurdere effekten i daglig klinisk praksis

Real-world evidens bgr baseres pa prospektive data, iseer gradering af bivirkninger

De onkologiske data i DLCR er utilstraekkelige

Resultater fra real-world studier (RWS) og RCT’er er vanskelige at sammenligne

Rapportering af kendte prognostiske faktorer som fx. metastaser er vigtig i bade RWS og RCT’er




FREMTIDIGE PERSPEKTIVER

Tveerregional, ensartet, real-time registrering i eén feelles elektronisk patientjournal bar prioriteres
haijt

Fortsat fokus pa forbedring af onkologiske data i DLCR

Detaljeret vurdering af PS: arsager til darlig PS, frailty, komorbiditet som ikke er inkluderet i CCl,
sociogkonomisk status, fysisk aktivitet, alkohol, behov for tidlig specialiseret palliative vurdering og
indsats

Internationale guidelines om RWS; studie design, data indsamling, definitioner af kovariater og
endpunkter, statistiske metoder

Primaere resistensmekanismer hos patienter med tidlig PD bgr fortsat undersgges

Nye komplementaere praediktive biomarkgarer for ICI behandling
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