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Andel kostnader topp 20 onkologi-legemidler
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Andel kostnader topp 20 legemidler med HF-finansiering
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Nyheter i inj Studier Publikasjoner Aktiviteter og referater Lenker Om NLCG

D

Norsk lungekreftgruppe

Nasjonalt handlingsprogram

Publikasj = Koronavaksine og kreft 15,01.21

Kreftpasenter ble ikke inkluderte | de forste koronavaksinestudiens, og det har vaert stilt noen spersmdl omknng vaksinering ay
] publisert en artikke! som diskuterer noen aspekter ved dette,

slike passenter, Tidssk

* Ny versjon av Handlingsprogrammet 04.01.21

Etter innforing av loriatinib som andrelinjebehanding ved ALK-pasitly sykdom, er Handlingsprogrammet bitt revidert. Foigende
Kalender endringer er gjort:

Kommende meter Loratinib (Lorvigua) som andrelinebehanding for ALK-positiv lungekreft er omgalt, etter at behandlingsmuligheten na har
positivt vedtak | Beslutningsforum - med mnforingsdato 15. januar 2021 (avsnitt 8.4.2). Nye resultater ved adjuvant
kjemoterapi med inklusjon av osplatin/pemetreksed som et alternatiy til cisplatin/vinorelbin ved kke-plateepitelkarsinom er ogsd
omtalt (avsnitt 7.3.1), Videre er teksten ved hjernemetastaser justert ved at systemisk behandiing kan forsokes | stedet for
helhjernebestrdling (avsnitt 8.1.2). Endelig er modeme behandlingsprinispper ved dyp venetrombose/lungeemboli beskrevet,
idet DOAK er omialt som behandiing | stedet for lavmolekyiasrt heparin (avsnitt 11.5).

sider

Handlingsprogrammet e n§ 0gsd publisert p§ Helsedirekio
« Insidens og dedsfall 16.12.20

Antall lungekreftfordrsakede dodsfall blant norske menn fortsetter & falle, og har ikke vaert si lavt saden 1994, ifolge oppdaterte
tall fra Dpdsarsaksregisterat. For kvinner er 2013-tallet 0gsa s3wdt lavere enn | flor, men det tredje hoyeste som er registrert.
Gapet mellom insidens og dodsfall fortsetter & oke (tall fra Xreftre

et 2020, og Dodsarsa eret 2020)

= Lorlatinib besluttet innfert 14.12.20

1 dagens Besiutningsforum-mate (14,12,20) ble ALK-hemmeren lorlatinih bestuattet innfort til behanding sv ALK-positiv avansest



Agenda

* Drlite diagnostikk

* Immunterapi ved NSCLC

* Immunterapi ved SCLC

* Immunterapi ved mesoteliom
 Studier
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NSCLC

Immunterapi virker best nar PD-L1 er uttrykt pa kreftcellene
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ol 4 o0
/

» -
" g 'i’ . 9a' '
/ jVe -y
AP s B
’./‘6-; -~ » s 5.

/ Bmg
~ » ,—' .

”
c%' ’ _

w

F A : k
. b-“ .5 /' Mo ‘4' ‘;9 . .' '
/.8

e L ATAN
.a.
-

<

¥ y s % _F
.‘\‘ : \d % 2 'y

PD-L1 1-49%

.

PD-L1 250%

Non-plateepitelkarsinom

Immunokjemoterapii 1. linje

Pembro + pemetreksed
+ karboplatin

Plateepitelkarsinom

Immunokjemoterapii 1. linje

Pembro + paklitaksel
+ karboplatin

Immunomonoterapii 1. linje
(pembrolizumab)




Stadium Il NSCLC

Immunterapi etter kjemoradioterapi



PACIFIC: Study Design

Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study’

Unresectable, Stage Ill NSCLC Durvalumab . :
without progression after definitive 10 mg/kg q2w for FAmAry endpomt.s
platinum-based cCRT (22 cycles) up to 12 months + PFS by BICR using
N=476 RECIST v1.11
18 years or older 1-42 days « 0OS
WHO PS score 0 or 1 post-cCRT , L
2:1 randomization,
If available, archived pre-cCRT stratified by age, sex, and Key secondary
tumor tissue for PD-L1 testing* smoking history endpoints
+ ORR, DoR and
All-comers population TTDM by BICR
(i.e. irrespective of PD-L1 status) * PFS2 by investigator
« Safety
N=713 randomized * PROs

*Using the Ventana SP263 immunohistochemistry assay

'Defined as the time from randomization until the date of objective disease progression or death by any cause in the absence of

progression. BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response ~
Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis. ClinicalTrials.gov number: NCT02125461

1. Antonia SJ, et al. N Engl J Med 2017,;377:1919-29.



LBA49: Durvalumab after chemoradiotherapy in stage Ill NSCLC: 4-year
survival update from the phase 3 PACIFIC trial — Faivre-Finn C, et al

* Key results: Updated OS (ITT)
1.0 S _
Durvalumab 247/476 (51.9) 47.5 (38.4, 52.6)
0.8 - Placebo 149/237 (62.9) 29.1(22.1, 35.1)
8 I Stratified HR for death, 0.71 (95%CI 0.57, 0.88)
- 74.6% 1 ] Stratified HR from the primary analysis, 0.68 (95%Cl 0.53, 0.87)
© 06 - : 166.3% :
= I
= | 155.3% 56.7%
c 0.4 - ! ! l
o ! I 143.6% |
o : I I 1 36.3%
E | I I I
0.2 - ; I ! |
HR 0.71 I : : :
(95%Cl1 0.57, 0.88) ! 1 1 1
O 1 1 1 II 1 1 i 1 1 1 i 1 1 1 ; 1 1 1 1 1 1

O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

No. at risk Time from randomisation, months
Durvalumab 476 464 431 414 385 364 343 319 299 290 274 265 252 241 235 225 195 138 75 36 15 2 O
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 75 53 29 15 7 2 0

Data cut-off: 20 March 2020 (median follow up: 34.2 months [range: 0.2—64.9]) Faivre-Finn C, et al. Ann Oncol 2020;31(suppl):Abstr LBA49



Probability of Overall Survival
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Table 3. Adverse Events of Any Cause.

Event Durvalumab (N =475) Placebo (N =234)
Any Grade* Grade 3 or 4 Any Grade* Grade 3 or 4
number of patients with event (percent)

Any event 460 (96.8) 142 (29.9) 222 (94.9) 61 (26.1)
Cough 168 (35.4) 2 (0.4) 59 (25.2) 1 (0.4)
Pneumonitis or radiation pneumonitis 161 (33.9) 16 (3.4) 58 (24.3) 6 (2.6)
Fatigue TI3 (23.38) 1(0.2) 38 (20.5) I (1.3)
Dyspnea 106 (22.3) 7 (1.5) 56 (23.9) 6 (2.6)
Diarrhea 87 (18.3) 3 (0.6) 44 (18.8) 3 (1.3)
Pyrexia 70 (14.7) 1(0.2) 21 (9.0) 0
Decreased appetite 68 (14.3) 1(0.2) 30 (12.8) 2 (0.9)
Nausea 66 (13.9) 0 31 (13.2) 0
Pneumonia 62 (13.1) 21 (4.4) 18 (7.7) 9 (3.8)
Arthralgia 59 (12.4) 0 26 (11.1) 0
Pruritus 58 (12.2) 0 11 (4.7) 0
Rash 58 (12.2) 1(0.2) 17 (7.3) 0
Upper respiratory tract infection 58 (12.2) 1 (0.2) 23 (9.8) 0
Constipation 56 (11.8) 1(0.2) 20 (8.5) 0
Hypothyroidism 55 (11.6) 1(0.2) 4 (1.7) 0
Headache 52 (10.9) 1 (0.2) 21 (9.0) 2 (0.9)
Asthenia 51 (10.7) 3 (0.6) 31 (13.2) 1 (0.4)
Back pain 50 (10.5) 1(0.2) 27 (11.5) 1 (0.4)
Musculoskeletal pain 39 (8.2) 3 (0.6) 24 (10.3) 1 (0.4)
Anemia 36 (7.6) 14 (2.9) 25 (10.7) 8 (3.4)

Antonia et al, NEJM 2018



Stadium IV NSCLC

-Monoterapi eller kombinasjon med cytostatika
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Vurdeér alltid inklusjon i kliniske studier!




Immunomonoterapi som 1. linje



Brahmer WCLC 2017

KEYNOTE-024 Study Design (NCT02142738)

Key Eligibility Criteria Pembrolizumab
- Untreated stage IV NSCLC 200mg IV Q3W
* PD-L1 TPS 250% (2 years)

* ECOG PS0-1

* No activating EGFR mutation or
ALK translocation
» No untreated brain metastases Platinum-Doublet Sl Pembrolizumab

- No active autoimmune disease Chemotherapy? 200 mg Q3W
requiring systemic therapy (4-6 cycles)

for 2 years

End Points Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cisplatin®

independent central review) ggﬂ‘?;ﬂi;ecf'fjrﬂ'jggﬁn

Key secondary: OS Gemcitabine + cisplatin
Secondary: ORR, safety

Exploratory: DOR

2Optional pemetrexed maintenance therapyfor nonsguamous disease. “Permitted for nonsg}uamous disease only. ) » : ]
“Prior to the DMC recommendation and amendment &6, which permitted those in the chemotherapy armio be offered pembrolizumab (based oninterim analysis 2 data), patients

were eligible for crossover when PD was confirmed by blinded, independent central radiology review.




LBAS51: KEYNOTE-024 5-year OS update: first-line (1L) pembrolizumab (pembro) vs platinum-based
chemotherapy (chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumor proportion score

(TPS) >50%
* Key results

(01

PFS

Pembro 154  103(66.9)  26.3(18.3,40.4) 0.62 Pembro 154 126 (81.8) 7.7 (6.1,10.2) 0.50
Chemo* 151 123 (81.5) 13.4 (9.4, 18.3) (0.48,0.81) Chemo 151 141(93.4) 5.5 (4.2, 6.2) (0.39, 0.65)
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0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Time, months Time, months

Pembro 154 121 106 89 78
Chemo 151 108 80 61 48

*83 patients crossed over to pembro during the study, and 16 patients
received subsequent anti-PD-(L)1 therapy outside of crossover, patients
may have received >1 subsequent anti-PD-(L)1 therapy

73 66 62 54 51 20 O O
44 35 33 28 26 13 3 O

154 92 62 46 38 36 30 24 20 15 3 O
151 73 20 6 5 4 3 2 1 1 0 O
Median DoR (range), months:
29.1 (2.2-60.8+) vs. 6.3 (3.1-52.4)
Brahmer JR, et al. Ann Oncol 2020;31(suppl):Abstr LBA51



Reck KN024 WCLC 2019

Overall Survival: Updated Analysis

Events, HR
N n (%) (95% ClI)

Pembrolizumab?® 154 97 (63) 0.65
(0.50-0.86)

Chemotherapy 151 113(75) p=0.001®

: 43.7% .
o 41.0% Median (95% Cl)

............................................... 26.3 mo (18.3-40.4 mo)
: : 14.2 mo (9.8-18.3 mo)

| | Uil l"‘lu 111 1

Overall Survival, %

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Time, months

No. at risk
Pembrolizumab 154 136 121 112 106 96 89 85 78 73 73 69 66 64 50 24 5
Chemotherapy 151 124 108 88 80 69 61 56 48 46 44 37 35 33 24 14 6

(98 patients in total crossed over to anti-PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during

*Effective crossover rate from chemotherapy to anti-PD-L1 therapy, 64.9%
e e L e e herapy—outaidd of crossover; patients may have received >1 subsequent anti-PD-L1 therapy). ®Nominal P value.

Data cutéff: February 15, 2019.



Oppsummering, NSCLC, PD-L1 >50%

* Enten

Pembrolizumab 200 mg iv hver 3. uke i inntil 2 ar

Ved progresjon — vurdere platinum-dublett
Ved non-progresjon — fglges med
regelmessige kontroller

e Eller

Pembrolizumab 400 mg iv hver 6. uke i inntil 2 ar



Kombinasjonsbehandling i 1.-linje



KEYNOTE 189: Randomized, Double-Blind, Phase lll Study of
Platinum+Pemetrexed Chemotherapy With or Without Pembrolizumab in First
Line Metastatic Non-squamous Non-small Cell Lung Cancer Subjects

~ Pembrolizumab 200 mg Q3W ~ Pembrolizumab
N=410 | p|US Pemetrexed 500 mg/m? plus | Followed by 200 mg Plus
- - 4 B . - s : —
Key Eligibility Criteria Cisplatin 75 mg/m2 OR Pemetrexed 500
Untreated Stage IV non- Carboplatin AUC 5 on Day 1 Q3W mg/m? Q3W until p9 |

squamous NSCLC ﬁr f %Ees —
No activating EGFR mutation

or ALK translocation
Provision of a sample
for PD-L1 assessment Placebo PLUS Pemetrexed 500

ECOG PS 0-1 mg/m? plus Cisplatin 75 mg/m2 = Followed bx

OR Carboplatin AUC 5 on Day 1
Q3W for 4 cycles

Placebo Plus
Pemetrexed 500
mg/m? Q3W until PD

Stratification Factors:

= PDL1 expression (TPS <1% vs 21%) 7

= Platinum (cisplatin vs carboplatin) Frequency of PDL1 TPS <1%

* Smoking history (never vs former/current) Pembro/Chemo 31 312 [ 322 5.6

Chemo 30.6 28.2 34 y




Rodriguez-Abreu KN189 ASCO 2020

Kaplan-Meier Estimate of OS in the ITT
Population

Median (95% Cl)

Events, % 0S, mo
100 Pembro + chemo 62.9%  22.0 (19.5-24.5)
90 = Placebo + chemo 79.1% 10.6 (8.7-13.6)
80 — 569.8%
:48.0% : HR, 0.56 (95% Cl, 0.46-0.69)
70 — :
se 60+ :45.7%
u," 50—1 ................. : --: 27-30/0 -------------------------
O 404
30 -
20 =
10 —
0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk: Time' months
Pembro 410 347 283 234 184 86 12 0
+ chemo
Placebo 206 149 98 72 55 25 5 0

+ chemo




Ny f@rstelinjes behandling, lungekreft

——

Proportion of patients

o

o

o

o

Schiller et al, NEJM 2002

«All-comers» in both studies

Median (95% Cl)
All Randomized Cases Events,’% 05, mo
0 Pembro + chemo 629%  22.0(19.5-24.5)
\ Placebo + chemo 791%  10.6(8.7-13.6)
8 Al adin lnamnliéav,al :698% .
g A O LNG] 48.0% - HR, 0.56 (95% CI, 0.46-0.69)
—— Cisplatin/gemcitabine :
6 s L) BT%
Carboplatin/paclitaxel |~ spdecvieenn 1 & SRS
4
n
L
0 ' ' ! ' ! ) T T T T T T T T T T T T
0 d 10 15 20 2 30 0 3 6 9 121518 21 24 27 30 33 36 39 4
Mos

at sk Time, months

Gandhi et al, NEJM 2018
Rodriguez-Abreu, ASCO 2020



Combo or mono in PD-L1 >50%7

Overall Survival (%)

100

Pts with >50% PD-L1

Pembrolizumab

Chemotherapy

Hazard ratio for death, 0.60 (95% Cl, 0.41-0.89)
P=0.005

Month

Reck et al, NEJM Nov 2016

Patients Who Survived (2%)

100

Pts with >50% PD-L1 in the combo-trial

Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)

Pembrolizumab combination

Placebo combination

Gandhi et al, NEJM 2018



% Change Tumor Burden

140

120

100

©

0

60

Pembro monoterapi ved PD-L1 50-74 vs 75-100%

ORR: TPS 50-74% vs. TPS 75-100%

P= 0001
60
48.2%
3 50 (42 of 87)
@
T 40
o
a
c 30 216%
= (13 of 60)
I m ¢ *
i |I|
. " |
“""I“ 10
| 0
50-74% 75-100%
PD-L1 TPS

Mark M. Awad, Dana-Farber Cancer Institute, USA



IO In EGFR-Mut?

Etter progresjon pa EGFR- (eller ALK-) rettet behandling



Randomized Trial of Atezolizumab in combination with carboplatin and paclitaxel
with bevacizumab
||\/|power150 StUdy DeSign Maintenance therapy

(no crossover permitted)

/ Stage IV or \ ( \

recurrent metastatic Treated with
nonsquamous NSCLC atezolizumab until
Chemotherapy-naive? PD by RECIST v1.1
Tumor tissue available for Arm B or loss of clinical
biomarker testing AtezolizumabP + Carboplatin® + AtezolizumabP® benefit

Any PD-L1 IHC status _— Paclitaxeld +
Stratification factors: + Bevacizumab®© Bevacizumab®© AND/OR

. Sex 4 or 6 cycles

* PD-L1 IHC expression
* Liver metastases

Treated with
Arm C (control bevacizumab until
Carboplatin¢ + Paclitaxeld PD by RECIST v1.1

\ N = 1202 / + Bevacizumabe Bevacizumab® _ y
4 or 6 cycles
Inkl pasienter som hadde
progrediert pa
EGFR-rettet behandling

o
7
=
S
O
Y—
'
2
>
S
>
0p]

Dr. Mark Socinski, ASCO 2018, Abstract LBA9000



A Kaplan—Meier Estimates of Progression-free Survival

No.

ABCP

BCP

B Hazard Ratios for Disease Progression or Death in Biomarker Subgroups

0 1 2 3 4 5 6

at Risk

7 8

100—=, Rate of Progression-free Survival
90 At 6 mo At12 mo
g ABCP 66.9% (95% Cl, 61.9-71.8) 36.5% (95% Cl, 31.2-41.9)
= 80+ BCP  56.1% (95% Cl, 50.7-61.5)  18.0% (95% Cl, 13.4-22.6)
2 704 o Stratified hazard ratio, 0.62 (95% Cl, 0.52-0.74)
3 60 g/l;dmn in E)he ABCP group, P<0.001
% 3 mo (95% Cl, 7.7-9.8)
- T 8 .. IO
Ss | Ry
s 40 .
g 30 ~
® 201 | v
& od Median in the BCP group, | .
6.8 mo (95% Cl, 6.0-7.1) | !
0 T T T T T T T

T T T T T | T T T T T T | T T T T T T | 1
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Months

336 321 292 261 243 215 179 147 125 91 69 55 39 32 21 18 12 9

356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2

7 6 3 2 1 1

2. 2

No. of Median
Patients Progression-free
Population (%) Survival (mo) Hazard Ratio (95% ClI)
ABCP BCP
ITT population 800 (100) 8.3 6.8 v—’—! | 0.61 (0.52-0.72)
Patients with EGFR or ALK 108 (14) 9.7 6.1 S : 0.59 (0.37-0.94)
genetic alternations i
WT population 692 (87) 83 6.8 ——— i 0.62 (0.52—0.74)
PD-L1 subgroups (in the WT population) L
TC3 or IC3 135 (20) 12.6 6.8 - i 0.39 (0.25-0.60)
TC1/2/3 or IC1/2/3 354 (51) 11.0 6.8 ——— : 0.50 (0.39-0.64)
TC1/2 or IC1/2 224 (32) 83 6.6 & i 0.56 (0.41-0.77)
TC0/1/2 and 1C0/1/2 557 (80) 8.0 6.8 ——— : 0.68 (0.56—0.82)
TCO and ICO 338 (49) 7.1 6.9 '—’—'E 0.77 (0.61-0.99)
Teff subgroups (in the WT population) 1
High gene-signature expression 284 (43) 11.3 6.8 s E 0.51 (0.38-0.68)
Low gene-signature expression 374 (57) 7.3 7.0 —— | 0.76 (0.60-0.96)
0.|25 1.60 1.125
- E——
ABCP Better BCP Better
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Plateepitelkarsinom

For start Etter 4 kurer pembrolizumab+paklitaksel+karboplatin



KEYNOTE-407: Study Design

= Randomized, double-blind phase lll trial

Stratified by PD-L1 TPS (< 1% vs 2 1%), taxane (paclitaxel
vs nab-paclitaxel), region (east Asia vs other)

. . Pembrolizumab + Carboplatin +
Patients with untreated stage IV

Paclitaxel or nab-Paclitaxel Pembrolizumab
squamous NSCLC, ECOG PS 0/1, 3-wk cycles x 4 up to 31 cycles
available tumor biopsy for PD-L1 / (n = 278)
assessment, no brain mets, and

no pneumonitis requiring \ Placebo + Carboplatin +
systemic steroids Paclitaxel or nab-Paclitaxel Placebo

(N =559) 3-wk cycles x 4 up to 31 cycles
(n = 281)

Carboplatin AUC 6 Q3W, nab-paclitaxel 100 mg/m? QW, paclitaxel 200 mg/m? Q3W, pembrolizumab 200 mg Q3W.

*Upon confirmation of PD and safety criteria by BICR, optional crossover could occur during combination or monotherapy.

* Primary endpoint: PFS by RECIST v1.1 (BICR), OS
= Secondary endpoints: ORR and DoR by RECIST v1.1 (BICR), safety

Crossover
allowed*

Pembrolizumab

up to 35 cycles




Overall Population

Events,n  Median (95% Cl) HR
(%) 08, mo (95% ClI)
100 Pembrolizumab + chemo 168 (60.4)  17.1 (14.4-198) o= o o
- Placebo + chemo 197 (701)  11.6 (10.1-137)  0-71(0.58-0.88)

0S, %

0 T T 7 T T 7 T i T T 1
0 3 6 9 12 15 18 21 24 27 30 33

No. at risk: Time, months
Pembrolizumab 578 256 232 203 180 150 119 8 46 14 4 0
Jlacebo 281 245 210 163 137 113 91 61 36 16 3 0

PD-L1 TPS 21%

Events,n  Median (85% Ci} HR
(%) 08, mo (36% Cy
100 PembrolizUma + chama 100 (86.8) 188 (140-222) oo 0o oo
o Placebo + chemo 123(69.5) 128 (05-147) ' )
80~ :
70- :
60 :
& :
o B0 Yo g Tk Lo
o 40~ H
30+
204 :
10+ :
o L} L} L) 'L L} L) L) i L} 1) L}
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk: Time, months
Pembrofifiomab  y7¢ w1 W0 W M4 W R & m» N 4 0
Teeo 177 10 128 12 MW T4 | 4 0 12 3 °
c PD-L1 TPS <1%
Events,n  Median (98% C1) HR
(%) 08, mo {95% C1)
100+ PembrollTumat + chamo B4 (67.4) 150 (132-184] oo o0
" Placebo + chemo TUTLT) 110 (8.7-12.8) it '
B0~ .
P sa.2%
70~ T 45.1%
650 -
2
‘n— ”. ......................................................................
O 4-
30-
20=-
10+
0 1 L 1 1 1 1 ] L] 1 1 1
o 3 [ 9 12 15 18 21 24 27 30 33
No. at risk: Time, months
PRI, W 88 78 ™ 8 & 3 3] 13 3 0 °
ol IR | ™ ;| o« ¥ M 19 1 4 0 °

Paz-Ares et al, NEJM 2018
Paz-Ares et al, JTO 2020



Oppsummering, NSCLC PD-L1 <50%

* Non-plateepitelkarsinom uten EGFR/ALK/ROS1, < 50% PD-L1:

Karboplatin x4

Pemetreksed hver 3. uke i inntil 2 ar

Pembrolizumab hver 3. uke i inntil 2 ar

* Plateepitelkarsinom PD-L1 <50%:

Karboplatin x4
Paklitaksel x4

Pembrolizumab hver 3. uke i inntil 2 ar

Ved progresjon — vurdere docetaksel
Ved non-progresjon — fglges med
regelmessige kontroller




Immunterapi ved SCLC-LD



Nordic Achiles-study for SCLC-LD

Lead by Norwegian lung cancer study group

Platinum/ |l Platinum/ | Platinum/ |l Platinum/
etoposide |l etoposide |l etoposide |l etoposide

I 1 I IV

Twice daily
thoracic

radiotherapy 45
Gy/30 fractions

R
A
A
D
O
\Y
|
Z
=

Adjuvant atezolizumab every 3 weeks until

progression, intolerable toxicity or 12 months

Observation



Immunterapi ved SCLC-ED



100+ Rate of Overall Survival at 12 Mo
90 Atezolizumab 5175 (95% CI, 44.4-59.0)
30- Placobo 1879 (95% €1, 31.2-45.3)
g Strutified hazard ratio for death, 0.70 {55% CI, 054091
70 Pm0.007
&0
%\ RSO et Bl S 2
§ 4D
30
20 Atezolzumab
104 Medkan in the placebo group, Mockin in the atezolizumab groap, C0D0
KOJmNSvGCI 93— lll) | 123 mo (95% <1, 10.5-15.9)
T T T T T T T U L T T T T U 1 T T T T L
IMpower133l2:455y:9lonuuulsusnulsmzlnnu
Months
WO, 31 RSk
Atezolizurmab 201 191 187 182 180 174 159 142 130 121 108 92 74 S8 46 33 21 11 § 3 2 |

Placebo

202 154 189 136 183 171 160 146 131 114 9 51 S9 36 27 21 13 & 3 3 2 2

Patients Who Survived without
Disease Progression (%)

No. at Risk
Atezolizurmab
Placebo

B Progression-free Survival

100 Rate of Progression-free Survival
20 at 6 mo at 12 mo
30 Atezolizumab 3095 (95% €1, 243-175)  12.6% (95% C), 7.8-17.4)
g Placebo 22.4% (05% C), 16.6-28.2)  5.4% (95% CJ, 2.1-8.6)
10 Stratified hazard ratio for disease progression or death,
o 0.77 {95% €1, 062-0.96)
P=0.02
i mes———— Median in the atezolaumab group,
- 5.2 mo (35% C1, 4.4-5.6)
P Median in the
204  placebo growp, |
10 43mo | Atezolizumab
[95% Cl.42-45) Placebo
: 1 1 T T 1

7 T 3 = b o rode ] l‘  CTYR DT, |I USSR
0 1 2 3 4 5 6 7 3 9 10 11 12 1% 14 15 16 17 18 19 20 21 22 2% M
Months

201 190 178 138147 9% 58 43 4) 32 29 26 21 15 Q@2 11y o3» 2 2 1 1
2193184 167 147 30 44 30 2% 23 16 15 9 9 & S5 § 12

population
Horn et al NEJM 2018

C Overall Survival According to Baseline Characteristics

Subgroup No. of Patients {%) Median Ovarall Survival (mo) Hazard Ratio for Death (95% Ci)
Atezolizumal Placedo
Sex H
Mele 261 gs 123 109 —_— 0.74 0.54-1.02
Femrsale 142 S; 125 95 —_— 65 (04214
<65 yr ))7 ) 121 115 —_—— 092 {0.64-1.32
€5 yr 125 96 —_— Q.53 {0.36-0.77
ECOG score ‘
[ 140 (3%) 166 124 e 0.79 {0.48-127)
Brl 263 (65} 1L4 93 —_— {0.50.0.93)
a Lastas
\’I:sm e 5 B.S a7 ——peeeet 107 (0.47-2.43)
Na 168 (31| 126 104 —— {168 {0.52-0.89)
Liver metastises :
Yos 149 g;{ 93 78 ey 0.81 {055-1.20
No 154 168 11.2 S e | 0.64 (0,450
’M;.: mwnonal':l;dm 118 92 —_—— 0.70 {D.45-1.0.
<10 rmutution ’ ;
e e e iz o .
<16 Putntion: 3 ! —_— A
=lE mummzh‘b & 17.8 118 —_— 0.63 (0.35-1.15
Intention. to-treat ‘0] 100 123 103 —_—— 0.70 {0:54-0.91
T :
0.1 10 5

A C
100~ -
% Haard ratio 073 (95% C10-59-0:91). p=00047 Hazard ratio 0.78 [95% C10-65-0-94)
1 2
z !
! 60+ 2 .
: f Caspian
i N
20+ £
— E:mlwﬂ:p‘w!? i) ‘-‘#‘L
0 1 A T 1 1 1 1 |l 14 T 21 ¥ U 'II 4
0 3 ] 12 1B 18 21 24 0 3 6 9 12 15 18 21 M
Nurmber at risk Tirme sinke randomisation (months) Tirne since randomisation (months)
DunalumabphsEP 268 244 214 177 116 57 PLY 5 0 268 20 119 54 34 2 10 o 0
P 269 22 209 153 82 44 7 1 0 /9 154 109 P 9 7 0 0 0
b Durvalumab plus P EP Hazard ratio
events/patients (n)  events/patients (n) (95%C1)
Allpatients 155/268 184268 ———- l 073(059-0:91)
Planaed platinum '
Carboplatin 117201 1457201 —— [ 070(055-089)
Cisplatin U657 3668 —i_ 0B8(055-141)
Age (years) t
<65 95167 105157 _'_E 074(056-098)
265 607101 762 —t—r 075 (0:54-1.06)
Sex H
}
Mea 1231150 1317184 '—"—"‘ 076 (053-047)
Women n7e 50785 —_— 063 (0-40-0-9B)
WHO performance status score H
0 S99 55/%0 —°_§' 071{0-48-10M)
1 104/169 126/179 — 076 (053-0.35)
Smoklng status H
Smoker 141246 VY254 — i} 072 (©58-091)
Non-smeker 1422 10015 ! 0-50 (040-2-11)
Brain or (NS metastases H
Yes 17/28 20027 [ 069 (035-131)
No 1381240 1617242 — i 0741053-093)
AJCC disease stage at diagnosis
Stage 1l 1528 13124 T 062{044-198)
Stage V 140/240 168/245 —— i 073 (0-58-051)
Race
Asian 18/36 24/42 0-81(043-1-49)
Non-Asian 137/32 156/226 e 073 (058-0-92}
Region
Asia 12735 W 0-82(043-154)
Evrope 1204200 1421205 e 072 (0-56-0-92)
Narth Amerca and South Amenca 18133 16123 072(0-37-1.44)
05 10 20
_ ‘“—— —>
Paz-Ares et al Lancet 2019 e A . P i




Mesoteliom



\ 2020 Presidential

| Symposium CheckMate 743 study design?

AUGUST 8, 2020 | WORLDWIDE

Key Eligibility Criteria NIVO 3 mg/kg Q2W +

* Unresectable pleural mesothelioma IPl 1 mg/kg Q6W Until disease

» No prior systemic therapy (for up to 2 years) progression,

+ ECOG performance status 0-1 unacceptable toxicity
or for 2 years for

immunotherapy arm

Stratified by:
histology (epithelioid vs non-epithelioid)
and gender

Primary Endpoint Secondary Endpoints
« OS * ORR, DCR, and PFS by BICR
» PD-L1¢ expression as a predictive biomarker

Database lock: April 3, 2020; minimum follow-up for OS: 22.1 months; median follow-up: 29.7 months.
*NCT02899299; “Cisplatin (75 mg/m?) or carboplatin (AUC 5) + pemetrexed (500 mg/m?), Q3W for 6 cycles; “Determined by PD-L1 IHC 28-8 pharmDx assay from Dako.

Paul Baas, Netherlands Cancer Institute and The University of Leiden, The Netherlands / '




2020 Presidential Primary endpoint:

“ 7/} Symposium
AUGUST 8, 2020 | WORLDWIDE

Overall survival

100 4
NIVO + IPI Chemo
(n =303) (n =302)
80 - Median OS, mo 18.1 14.1
(95% CI) (16.8-21.4) (12.4-16.2)
HR (96.6% Cl) 0.74 (0.60-0.91)
__ ! P value 0.0020
60 = j""\L
;\? 'IS % :\
2 |
9wy ! N
' - ‘\‘ |
] ﬁ'_“,.,_n ' R
: “igigs pe  THOEEY
! y 79 ) ey S 3
20 = : . : \‘rt_':'ﬂ;"‘-‘. :{HL_‘, Al ° NIVO + IPI
! - w2+ Chemo
1 I
1 ]
i |
O I I | : 1 1 I ll 1 | 1 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months
NIVO + IPI 303 273 251 226 200 173 143 124 101 65 30 11 2 0

|

Minimum follow-up: 22.1 months; median follow-up: 29.7 months.
Subsequent systemic therapy was received by 44% of patients in the NIVO + IPl arm and 41% in the chemo arm; subsequent immunotherapy was received by 3% and 20%, and subsequent chemotherapy by 43% and 32%,
respectively.

. _

e )
(< r 7 . -
// \ , \
. .
> \ 4

Paul Baas, Netherlands Cancer Institute and The University of Leiden, The Netherlands




\\ 2020 Presidential . .
/) Symposium Overall survival by histology?

AUGUST 8, 2020 | WORLDWIDE

Epithelioid Non-epithelioid
NIVO + IPI Chemo 100 : NIVO + IPI Chemo
(n =229) (n=227) (n =74) (n =75)
Median OS, mo 18.7 16.5 Median OS, mo 18.1 8.8
(95% CI) (16.9-22.0) (14.9-20.5) 80 - (95% CI) (12.2-22.8) (7.4-10.2)
69% HR (95% CI) 0.86 (0.69-1.08) HR (95% Cl) 0.46 (0.31-0.68)
63%
s 00 \
8 8 i"L 38%
40 - ", ¥
32% 1 %
' . T NIVO + IPI
20 A ‘
0 T T T T T T T T T T 1 0 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 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months No. at risk Months
NIVO = IPI 229 207 192 172 154 135 109 96 77 47 22 6 2 0 NIVO + IPI 74 66 59 54 46 38 34 28 24 18 8 5 0 0
Minimum follow-up: 22.1 months; median follow-up: 29.7 months.
Patients were stratified by tumor histology: epithelioid vs non-epithelioid.
0OS HR (95% ClI) for epithelioid vs non-epithelioid were: NIVO + IPI, 0.93 (0.68-1.28); chemo, 0.47 (0.35-0.63).

*Histology per CRF source.

Paul Baas, Netherlands Cancer Institute and The University of Leiden, The Netherlands
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Nyheter Retningslinjer Studier Publikasjoner Aktiviteter og referater Lenker Om NLCG
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Norsk lungekreftgruppe

Nasjonalt handlingsprogram

Publikasjoner = Onkologisk forum 2020 12.11.20

Onkologisk forum er i &r hel-digitalisert. Morsk lungekreftgruppe vil avholde sitt mate via zoom onsdag 18/11 ki 12-16. Alle er

) invitert til & delta! Klikk her for program og innloggingsinformasjon.
Studier

= Immunterapi ogsa for plateepitelkarsinom med PD-L1<50% 26.10.20
e —

Beslutningsforum vedtok 26.10.20 at pembrolizumab (Keytruda) i kombinasjon med karboplatin og enten paklitaksel eller nab-
paklitaksel kan innfares ved forstelinjebehandling av metastatisk plateepitel ikke-smacellet lungekreft for pasienter med PD-L1-
Kommende mgter uttrykk < 50%.

Dette gjar at alle pasienter med metastatisk ikke-mutert ikke-smacellet lungekreft né kan f& immunterapi i farstelinje, enten som
monoterapi (PD-L = 50%), eller i kombinasjon med cellegift.

Kalender

Handlingsprogrammet er né oppdatert og denne siste endringen er omtalt.
= Bedre prognose for norske lungekreftpasienter 26.10.20

Sammenlignet med vare naboland er prognosen ved lungekreft bedre i Norge, viser en studie fra Kreftregisteret, omtalt p&
forskning.no

= Ny neste-linjes behandling for ALK-/EGFR-muterte 21.09.20

Beslutningsforum besluttet 21. sept. 2020 at kombinasjonsbehandling med atezolizumab/bevacizumab/paklitaksel/karboplatin
kan innfares for pasienter med EGFR- eller ALK-pasitiv NSCLC som har progrediert etter behandling med EGFR- eller ALK-
hemmer. Denne behandlingen skal ikke gis som farstelinjes behandling til pasienter med slike genforandringer, men kun etter
progresjon pa mélrettet behandling. Handlingsprogrammet er nd oppdatert og er ogsd publisert pa HDir sine sider.

= Ikke-innfagrte, EMA-godkjente medikamenter for lungekreft 20.09.20

NLCG oppdaterer fortlspende en liste over medikamenter som er EMA-godkjente for lungekreft, men ikke tilgjengelige i det
offentlige helsevesen.

= Atezolizumab godkjent i 2. linje for PD-L1 negativt plateepitelkarsinom 31.03.20

Bes|utninasforum vedtok 30.3.20 at PD-L1-hemmeren atezolizumab kan innfares i 2. linie for PD-L1 neaqativt
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Studier

@ Nyheter Retningslinjer Publikasjoner Aktiviteter og referater Lenker Om NLCG

Norsk lungekreftgruppe

or en oversikt over aktuelle kliin udier,
se www.icgi.net/studieapp

Behandlingsskjema med studiemuligheter for lungekreft/mesoteliom
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Vurdér alitid inklusjon i kliniske studier!

Protokoller (utprover-initierte studier):

Dinfanda ctudias



Lungekreft-studieapp: icgi.net/studieapp

Pasienten or | god alimenntiistand (ECOG 0-
1(2)) og har

) Ikko-sméceliet lungekreft

) Smécellot lungokreft

[
|

(\Gq

) noare Lungekreftstudier

Via heatorsk

& iegino

" Pasienten er oporert

Pasienten er | stadium I
() og er aktuell for
kjomoradiasjon

O Pasienten har metastatisk
sykdom

) Andre situasjoner

.

2

ad

P,

® icgi no AA

) rimake Lungekrefstudior

W Peshorda

Pasienten kan vurderes for deltageise |
FIOL-studien

“En tase Il enarmet studie av osimertinid hos
pasienter med lokalavansert eller
metastatisk ikke-smaceliet lungekreft (FIOL-
studien)”

Studiedesign:
Ikhe-randomison studse som undorsokor
offekien av osimertini (BOmg x 1 evt 40 mg x 1
P.0.) hos Wdigere ubohandiode pasienier med
EGFR-mutent stackum UIb eller IV lungokref
Pasionton tir bohanding Bl progrosjon,
ushseptablo Diverkrnger e Dasenien sehy
onsker A avaiutie Cumertinid ot on
tredjegenerasions EGFR-nemmer som har vist
Qod effekt | lorste lnge hos pasientsr med pdvist
EGFR-mutason, ogsd vod piviste
hernommtastaser

L) Utvalg av kriterier

) Henvisningsrutiner:

) Undersokelser og kontrolier /

) Nivake Lungekreftstudier

Vi Mastores

£) Utvalg av Kinesws

Inklusjonskriterier

o Vorfisort lungokreft | stadhum 1HIb eller
IV med dokumonternt akliverende
EGFR-mutasion (unntant insersjon |
ekson 20)

o Mibar sysdom stter RECIST 11

« ECOGO-2

Eksklusjonskritorior
o Kjont haliQore intorsttiel
ungesykdom

o Annen vesentiy. ukontrolen
kOrmOrDIitet

) Henvisningsrutiner:

2 Undersokeiser og kontroller
L) Kontaktpersoner

Kontaktpersoner (Drammen)

o Dr. Oad Terje Brustugun
(otr @ vestreviken.no, 32862464)
e Dr. Inger Johanne Z. Eide

(ngel & vestreyiken.ng, J12862444)
o Studiesyhepier Tove Kl
LU e——— 0
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Vurdeér alltid inklusjon i kliniske studier!




