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76 3drig patient , Asbest eksponeret (VVS)

Malignt Pleuralt Mesotheliom dxt, Sarcomatoid type, TANOMO
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Risikogrupper

Indanding af asbestfibre velkendt arsag til lungehindekreeft.

Globalt vurderes det, at ca. 80-90 % af tilfeeldene af lungehindekraeft skyldes
asbesteksposition

2/3 skennes relateret til erhvervsmaessig asbesteksponering
Hyppigere hos mand end hos kvinder (ratio 5:1)

Tobaksrygning har ingen betydning for udviklingen af lungehindekreeft.
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Asbestos Ban
Nordic Countries

Sverige midt 1970’erne
Island 1982

Norge 1983

Finland ?7?

DK forbud implementeret i flere tempi:
- 1972 forbudt at bruge asbest eller asbestholdige materialer til termisk-,
st@j- og fugtisolering.
- 1980 helt forbudt at bruge asbest, bortset fra i tagbeklaedning, friktionsbelaegninger,
pakningsmaterialer og materialer til at fore f.eks. kuglelejer med.

. 1986 skeerpet, ma kun bruges i eternitbglgepladerne samt pakningsmaterialer
og friktionsbelaegninger.

- 1988 stoppede al anvendelse af asbest.

Men eksponering kan fremdeles ske da asbest fortsat findes fuldt lovligt
mange steder (gamle tagplader, installationer isoleret med asbest mm?.
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Malignant Mesothelioma

Malignant Mesotheliomas: '.

Pleural 85%

Peritoneal 15% Lng— (E S
Pericardial ??? ) V= Heart
Tunica vaginalis testis: - | .

Abdominal cavity

Current status DK

Rare Disease, DK 168 New Cases/year 2018 (pop. 5 7 Million)
Pleural 140 '
Peritoneal 25
Pericardium ?7??

Tunica vaginalis testis 3

Testicles

Ref.: Nordcan May 2020
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Male Female
Denmark

Number of new cases per year (incidence 2015-2019) 121 E Pleura
Proportion of all cancers (%) 0.5 0.1
Proportion of all cancers except non-melanoma skin (%) 0.6 0.1
Risk of getting the disease before age 75 (%) 0.2 0.0
Age-standardized rate (Nordic) 3.9 0.7
- Estimated annual change latest 10 years (%) -0.1 0.4
Number of deaths per year (2015-2019) 89 22
Proportion of all cancer deaths (%) 1.1 0.3
Risk of dying from the disease before age 75 (%) 0.1 0.0
Age-standardized rate (Nordic) 3.0 0.6
- Estimated annual change latest 10 years (%) -1.7 0.7
Persons living with the diagnosis at the end of 2019 (prevalence) 227 46

Number of persons living with the diagnosis per 100 000 7.8 1.6 NORDCAN

Association of the Nordic Cancer Registries

Relative survival (%) with [95% CI] (2015-2019)

1-year 62.2 [57.0-66.9] | 62.4[50.9-71.9
S-year 14.1[10.2-18.5] 11.3[5.4-19.7]
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NORDCAN Denmark

Association of the Nordic Cancer Registries P le ura
Pleura, Incidence (2015-2019) Pleura, Mortality (2015-2019)
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NORDCAN

Association of the Nordic Cancer Registries

Pleura, Incidence

Denmark
Pleura

Age-standardized rates (Nordic)
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Age-Standardized Rate (Nordic) per 100 000, Incidence, Males EEEE

Pleura
Denmark - Finland - Norway - Sweden
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1-year age standardised relative survival (%), Males
Pleura
Denmark - Finland - Norway - Sweden

Relative survival {4}
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5-year age standardised relative survival (%), Males EEEE

Pleura
Denmark - Finland - Norway - Sweden
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Malignant Pleural Mesothelioma
Surgery

Surgical candidates: T1-3NO-1MO
Approx. 25% of all MPleuM, i.e. 25-35/year in DK

Age limit: < 75 yrs (76-80 yrs???)
Histology: Epitheloid, biphasic <50% sarcomatoid (>50% sarcomatoid???)
PS0-1, LFU and comorbity acceptable

Pleurectomy/decortication P/D Treatment Strategy:
« 3 courses Neoadjuvant Platinum + Pemetrexed
* Pleurectomy/Decortication

« 3 courses Adjuvant Platinum + Pemetrexed
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Peri-operative Chemo + P/D 2006-2021

Overall Survival in RO/R1 Extended Pleurectomy (n=186, ~13/year)

10

™ t= Censorad
'” OR2 Median OS 32.7 mths
* RO/R1 Extended (95% c.l. 27.8-37.6 mths)
= 1 Pleurectomy
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Men 75% af patienterne er inoperable, hvad med dem?

« Standard behandlingen er 1. linie Platin + Pemetrexed

« 2. Linie behandling er Vinorelbine

Sted og dato o
Slide 16 .
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MPM Chemotherapy Status and Limitations

1st Line

Overall Response rates 20-40%, OS 12-17 mths

Improves QoL , PFS, and Overall Survival

Survival: All Eligible Patients

—— Pemetrexed + Cisplatin (n=226)
== Cisplatin ([n=222)
‘x
‘-%\ 0.77

8
1\ Logrank p-value 0.020

NS

MST = 9.3 mos ™. . MST =12.1 mos
~

I.-m.ﬂ_L—
Vogelzang et al., —
3 Clin Oncol 2003 e

15 20 25 30
Months Kethod: Kaplan-Meaier

Platinum + Pemetrexed
FDA and EMA Approved

No combo compared to another combo

2nd Line

Overall Response rates 8-18%, OS 4-9 mths

Survival benefit not proven, PFS improved

Progression-free survival
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No standard defined, common options:
If 1L with Pem.  mmmm) Vinorelbine 2L

If 1L without Pem. mmmm)p Pemetrexed 2L
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Newer medical antineoplastic treatments

Antiangiogenic
treatments

Bevacizumab

Two randomized trials: one
neg., one positive

* Not EMA approved
* Nintedanib

 One pos. random. Phase I,
one neg. random. Phase Il
trial

* Not FDA or EMA approved

Kindler J Clin Oncol 2012,
Zalcman Lancet 2016,

Grosso J Clin Oncol 2017,
Scagliotti Lacet Respir Med 2019

Slide 18

Targeted Treatments

Targeted treatments

Fewer genomic alterations
than in e.g. NSCLC

Most alterations are mutated
regulatory genes:

BAP1 (BRCA1l-associated
protein 1) (47.6%)

NF2 (38.1%)

CDKN2A/B (loss) (35.7%)

Mutations in Driver Genes rare

No genomic treatments with
confirmed efficacy

Immunotherapy

Encouraging Activity reported

* Randomized trials completed
and ongoing

* More on following slides
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1st L Immunotherapy in MPleuM

ARM Non- Epithelioid
Epithelioid
18.7

CheckMate 743: Nivo + Ipi vs Chemo,
1st Line unresectable MPM

IPI- (O 18.1
NIVO (months)
Baas P, et al. Lancet. 2021;397:375-386 0s 8.8 16.5
CHEMO  (months)
HR (95%Cl) 0.47 (0.35- 0.93 (0.68-
P . d * t. OS 0.63) 1.28)
rimary endpoint:
. . 100 5 Epithelioid® NIVO +IPI  Chemo
100 € All-randomized population (n=229) (n=227)
80 Median 05, mo 18.7 16.5
NIVO +IPl  Chemo (95% CI) (16.9-22.0) (14.9-20.5)
(n =303) (n=2302) — 60 - HR (95% CI) 0.86 (0.69-1.08)
80 - Median 05, mo  18.1 14.1 g ' -
(95% Cl) (16.8-21.4) (12.4-16.2) 8 49 - .
HR (96.6% Cl) 0.74 (0.60-0.91) : NIVO + IPI
P value 0.0020 20 - ! S lo—a
~ 60 - ! : Chemo
1) ! 0 —
; : 0 3 6 9 12 15 18 21 24 27 30 33 36 39
O ! Mo. at risk Months
40 _ : NIVO + IPI 229 207 192 172 154 135 109 96 7 47 22 6 ya 0
| Chemo 227 204 182 159 140 118 101 85 57 36 18 9 1 0
| 100 b e
' Non-epithelioid NIVO + IPl  Chemo
1 1 @ NIVO + IPI (n=74) (n=75)
20 A ' ' 80 1 Median 05, mo __ 18.1 8.8
i ' Chemo (95% CI) (12.2-22.8) (7.4-10.2)
: : 2 60 - HR (95% CI) 0.46 (0.21-0.68)
1 1 el
0 T T T I T T T : T T T T 1 8 40 - 5% NIVO = IPI
0 3 6 9 12 15 18 21 24 27 30 33 36 39 20 4 |
No. at risk Months : Chemo
NIVO+IPI 303 273 251 226 200 173 143 124 101 65 30 11 2 | a%1
Chemo 302 268 233 190 162 13 113 95 62 38 20 11 | 0 0 T T T ‘ T T ' f T T ' T 1
0 3 6 12 15 18 21 24 27 30 33 36 39
*  Median PFS was 6.8 months with NIVO +IPI? and 7.2 months with chemo® teatis — — ~ ~ ~  Months — .~ =
Chemo 75 64 51 3 22 18 12 10 5 2 2 2 0 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. 295% Cl, 5.6-7.4 months; P95% Cl, 6.9-8.0 months; cPatients were stratified by tumor histology: epithelioid vs non-epithelioid. OS HRs (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.

Baas P, et al. Lancet. 2021;397:375-386.
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Overall Survival by PD-L1 expression level

PD-L1 < 1%

NIVO + IPI| Chemo
WIEEYAREUENS))
Median 17.3 16.5
0S, mo (10.1- (13.4-
100 (95% CI) 24.3) 20.5)
80 EI'} (9% | 0.94 (0.62-1.40)
—_ 60 1
3 %
© 4-
NIVO + IPI
20 - !
i i Chemo
0 T T T i T T T ; T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months

NIVO+IPI 57 53 46 38 33 29 26 22 18 12 6 2 0 0
Chemo 78 75 67 56 48 41 33 27 17 13 10 5 0 0

Minimum follow-up: 22.1 months; median follow-up: 29.7 months.

Patients were not stratified by PD-L1 expression level.

OS HR (95% ClI) for PD-L1 = 1% vs < 1% were: NIVO + IPI, 0.87 (0.61-1.23); chemo, 1.18 (0.87-1.

Baas et al. Oral presentation at WCLC 2020. Abstract 3.

PD-L1 2 1%

Chemo

NIVO + IPl  (n =
(n=232) 219)

I(\)Asedian 18.0 H»Z
100 € , Mo R (11.6-
95% cly | (16:8-21.5) | %54
50 0% '(':'I'} (95% | 0.69 (0.55-0.87)
~ 601
& ;
S - :
i ' NIVO + IPI
20 - @
i i Chemo
0 T T 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
Months
No. at risk

NIVO +IPI 232 207 194 177 157 135 108 93 76 50 24 9 2 0
Chemo 219 188 162 131 111 92 78 66 44 24 9 6 1

60).
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Nivolumab + Ipilimumab approved for 1st Line
unresectable MPM by FDA and EMA

02 OCT 2020

FDA NEWS RELEASE

FDA Approves Drug Combination for Treating

. 22 APR 2021
Mesothelioma
@mva‘ in 16 years for mes@a type of cancer caused by inhaling asbestos fibers EUROPEAN MED[CINES AGENCY
PP B rtem p— SCIENCE MEDICINES HEALTH
o EMA RECOMMENDS EXTENSION OF
rimmedaiefde T THERAPEUTIC INDICATIONS FOR NIVOLUMAB
Today, the U.S. Food and Drug Administration approved Opdivo (nivolumab) in AND IPILIMUMAB

combination with Yervoy (ipilimumab) for the first-line treatment of adults with
malignant pleural mesothelioma that cannot be removed by surgery. This is the first drug
regimen approved for mesothelioma in 16 yvears and the second FDA-approved systemic

therapy for mesothelioma.

Opdivo in combination with ipilimumab is indicated for the
first-line treatment of adult patients with unresectable
malignant pleural mesothelioma.

@approval in 15 years for Mesothe@

Sted og dato
Slide 21
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Malignant Pleural Mesothelioma, Key points:

Incidence still increasing in DK
« Survival is improving, 1-yr OS 62%, 5-yrs OS 11-14%

« Surgery (Pleurectomy/Decortication) with perioperative
chemo:
RO/R1: 5-yrs OS 32%, 10-yrs OS 10%.

« Majority of pts (75%) non-resectable.

« Non-resectable pts:
Standard is Platinum doublet (increase OS, improve Qol),
no new drugs approved in DK since 2004

- Immunotherapy:
1st L Nivolumab+Ipilimimuab vs Chemo:
Improved OS, mOS 4.0 mths increase,
2 yrs OS increase from 27% (Chemo) to 41% (Immuno),
Approved by FDA (US) and EMA (EU)
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