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KEYNOTE-024: Klicova prulomova klinicka studie PD-L1 = 50%
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Rozdilné strategie pro zvyseni ucinnosti IT
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Imunoterapie versus imunochemoterapie NSCLC
(pro a proti)

* Otazka plati pouze pro podskupinu hyperexpresoru PD-L1 (> 50%)

e Ostatni podskupiny:
* 1 -49% neni dostatecna evidence o ucinnosti samotné IT
 vyjimka NCCN guidelines (pripousti mono IT pfi PD-L1 expresi 1-49%)
* < 1% neni dostatecna evidence o ucinnosti samotné IT



Klinické studie s IT v 1L u metastatickych SQ i nSQ NSCLC s prokazanym
prodlouzenim preziti ve srovnani se standardni chemoterapii

e IT+CT
* KEYNOTE-189
* KEYNOTE-407
* |IMpowerl50
* |IMpowerl30

e IT+IT+IimCT
* CheckMate 9LA

e CT ,Setrici” rezimy
* IT mono
« KEYNOTE-024
 KEYNOTE-042
* IMpowerllO
e IT+IT
* CheckMate227

POZN: u vSech studii je v zakladnim rameni chemoterapie / neni k dizpozici studie s IT v zdkladnim rameni
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study name Phase Histology, PD-L1  Line of

Study design Control arm Experimental arm Hazard ratio (95% Confidence
treatment outcome outcome interval, p value)

KENOTE-04 I NSCLC,PD-LT Treatment-  Pembrolzumabws. ~ m0SU2  mOS30.0months 0,63 (0.47-0.86), p=0.002
T50%  naile Chemotherapy month

KENOTE-042 I NSCLC,PD-1 Treatment Pembrolzumabws, — mOS11  mOSI67months  0.85(07-0.93), p=0.0018
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CheckMate026 Il NSCLC,PD-LT Treatment- ~ Nivolumabys, oS82 mOSMAmonths  1.02(0.80-130), p=NS
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study name Phase Histology, PD-L1  Lineof Study design Control arm Experimental arm Hazard ratio (95% Confidence
treatment outcome outcome interval, p value)
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GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Updated version published 15 September 2020 by the ESMO Guidelines Committee

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression®
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Hyperexprese PD-L1 2 50 %
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Imunoterapie (IT) versus imunochemoterapie
(ITCT) v prvni linii |é€by NSCLC
jak zvolit optimalni lecbu?



Imunoterapie versus imunochemoterapie NSCLC
(pro a proti)

* Plati pouze pro podskupinu hyperexpresoru PD-L1 (= 50%)

e Ostatni podskupiny:
* 1 -49% neni dostatecna evidence o ucinnosti samotné IT
 vyjimka NCCN guidelines (pripousti mono IT pfi PD-L1 expresi 1-49%)
* < 1% neni dostatecna evidence o ucinnosti samotné IT



PDL1<1%

Hyperexprese PD-L1
IT versus ITCT
lecebne moznosti

Non Squamous NSCLC
PDL11-49% PDL1 >50%

Pembro + Chemo (KN 189)
Atezo + Chemo (Imp 130)

Atezo + Bev + Chemo (Imp 150)

Nivo + Ipi + Chemo (CM gLA)

Pembro mono (KN 42)

Nivo + Ipi (Part 2a CM227)

Pembro mono (KN 24)

Atezo mono (Imp 110)

Squamous NSCLC
PDL1<1% PDL1 1-49% PDL1 >50%
Pembro + Chemo (KN407)

Nivo + Ipi + Chemo (CM gLA)

Pembro mono (KN 42)

Nivo + Ipi (Part 1a CM227)

Pembro mono (KN 24)

Atezo mono (Imp 110)

(podle S.Peters PragueONco 2021)



Imunoterapie versus imunochemoterapie NSCLC
(argumenty pro a proti)

e Samostatna IT:

* Pro:
» ,Evidence based benefit”
* Bez nezddoucich ucinkd spojenych s chemoterapii (QOL)
* Setrnd lé¢ba u vy3si vékové skupiny
* Ve vyssi linii mozné pouzit platinovy dublet
* Proti:
* Mozny pozdéjsi nastup ucinku biologicky agresivniho onemocnéni
* Obava z nedostate¢ného efektu (ORR) u velké nadorové masy



Imunoterapie versus imunochemoterapie NSCLC
(argumenty pro a proti)

* Imunochemoterapie:

* Pro:
e Evidence based benefit”

* Rychlejsi nastup ucinku biologicky agresivniho nebo symptomatického onemocnéni a velké
nadorové masy

* Proti:
* Pouze neprimé srovnani klinickych studii
* neni klinicka se samostatnou IT ve standardnim rameni
e Kumulace nezadoucich ucink
e ? Vybeér lécby po selhani



Imunoterapie versus imunochemoterapie NSCLC
u PD-L1 hyperexpresort

Volba |écby vychazi z principl personalizované onkologie

L écba prizplsobena charakteristice nemocného (,adresna Iécba“) vychazejici z filosofie
jedineCnosti kazdého pacienta

*Neni k dizpozici klinicka studie s IT ve standardnim rameni

*Nejsou k dispozici zadné validované biomarkery vybéru

* Vhodné ukondit diskuzi o ,,nejlepsi” |é¢bé a zahjjit
diskuzi ,nejlepsim® pacientovi pro danou lécbu

* Pozn. pozor na rozdil mezi virtualni optimalni volbou a uhradovou volbou
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Summary
Pivotal studies of ICl in advanced NSCLC

Study name Phase Histology, PD-L1  Line of Study design Controlarm ~ Experimental arm
treatment outcome outcome

Hazard ratio (95% Confidence
interval, p value)

First-line ICl only

KEYNOTE-024 Il NSCLC,PD-L1  Treatment- Pembrolizumab vs. m0S 14.2 mOS 30.0 months 0.63 (0.47-0.86), p=0.002
TPS250% naive chemotherapy months

KEYNOTE-042 Il NSCLC,PD-L1  Treatment- Pembrolizumab vs. mO0S12.] mO0S 16.7 months 0.85(0.71-0.93), p=0.0018
TPS>1% naive chemotherapy months

First-line ICl+Chemotherapy combination mOS 11,3 months  mOS NR

KEYNOTE89 Il Nonsquamous Treatment- Pem/Czpembrolizumabvs. *12-month0S  12-month0S69.2%  0.49 (0.38-0.64), p<0.001
naive placebo 49.4%

KEYNOTE-407 I Squamous  Treatment-  T/Cxpembrolizumab mOoS11.3 mOS 15.9 months 0.64 (0.49-0.85), p<0.001
naive months

x Overall survival (median survival not reached versus 11.3 months; HR 0.49; 95% Cl: 0.38—0.64)
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Management of advanced non-small cell lung cancer without a targetable driver

mutation

I:l Front-line treatment
I:l Second-line treatment

| Assess PD-L1 expression by IHC* |

¥

| PD-L1 =50% |
|

T
Yes

¥

Mo

Is visceral disease rapidly progressive

or wery extensive?ll

Mo

¥

Pembrolizumab or
atezolizumab

Monitor with
CT chestfabdominal/pelvis
every three months,
or earlier, for symptoms

I
Upaon
prograssion

¥

Treatment depends
on histology

Sguamous

Adenccarcinoma

1
Yes

\J

Patient should be treated with
platinum doublet plus pembrolizumab

Choice of agent to pair with
platinum depends on histology

Squamous Adenocarcimoma

¥ ¥

Four cycles of
pembrolizumab, ¥ carboplatin,
and pemetrexed, 8 followed by

pembrolizumab and
pemetrexed maintenance ¥

Four cycles of
pembrolizumab, carboplating,
and pacdlitaxel, & followed by
pembrolizumab maintenance

Monitor with
CT chest/abdominal/pelvis
every three months,
or earlier, for symptoms

¥

¥

Upaon
prograssion

¥

Four to six cycles of
carboplatin and paclitaxel&

Four to six cycles of carboplatin
and pemetrexed & + bevacizumab, ¥
followed by pemetrexed maintenance

Docetaxel £ ramucirumab, T
or gemcitabine **




Uvod

* Immune checkpoint inhibitors (ICls) targeting the PD-1/PD-L1 axis have
changed the first-line treatment of people with advanced nonsmall cell
lung cancer (NSCLC). Single-agent pembrolizumab (a PD-1 inhibitor) is
currently the standard of care as monotherapy in patients with PD-L1
expression L 50%, either alone or in combination with chemotherapy when
PD-L1 expression is less than 50%. Atezolizumab (PD-L1 inhibitor) has also
been approved in combination with chemotherapy and bevacizumab (an
anti-angiogenic antibody) in first-line NSCLC regardless of PD-L1 expression.

 The combination of first-line PD-1/PD-L1 inhibitors with anti-CTLA-4
antibodies has also been shown to improve survival compared to platinum-
based chemotheralpy in advanced NSCLC, particularl¥ in people with high
tumour mutational burden (TMB). The association of ipilimumab (an anti
CTLA4) and nivolumab (PD-1 inhibitor) has been approved by the US Food
and Drug Administration (FDA) in all patients with PD-L1 expression L1%.
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Authors' conclusions

* The evidence in this review suggests that single-agent ICl in people
with NSCLC and PD-L1 L50% probably leads to a higher overall survival
rate and may lead to a higher progression-free survival and overall
response rate when compared to platinum-based chemotherapy and
may also lead to a lower rate of adverse events and higher HRQoL.

* Combined ICl in people with NSCLC and PD-L1 L50% also probably
leads to a higher overall survival rate when compared to platinum-
based chemotherapy, but its efect on progression-free survival,
overallresponse rate and HRQolL is unknown due to a lack of data. The
rate of adverse events may not diffeer between groups.



Key results

* In people with more than 50% of tumour/immune cells expressing
PD-L1 protein, single immunotherapy might improve survival with
fewer side effects.

* In addition, treatment with combined immunotherapies may
improve survival in both people with high expression of PD-L1
protein. The rate of toxic effects may be the same for people treated
with combined immunotherapies or chemotherapy.
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* The indicated cytotoxic drugs induce an upregulation of PD-L1 at the
surface of cancer cells and/or PD-1 at the surface of CD8+ tumor
infiltrating lymphocytes (TILs). Thus, they promote tumor response to
antibodies targeting PD-L1 or PD-1.



* The combination of immunotherapy and chemotherapy, with the
indicated cytotoxic drugs, increases tumor sensitivity to PD-L1-
targeted mAbs.

* Chemotherapy induces upregulation of PD-L1 on cancer cells,
facilitates infiltration of CD8+ T cells and NK cells, increases
maturation of antigen presenting cells (APCs) including dendritic cells
(DCs) and tumor macrophages, and in some cases promotes activity
of MDSCs. Via this mechanism, the drugs restore an immune-reactive
tumor microenvironment and significantly promote the sensitivity of
the tumor to PD-L1-targeted mAbs.
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 Conclusions

* The findings of the indirect comparison indicate that IC as first-line
treatment for advanced NSCLC is significantly more effective than 10
in patients with PD-L1 expression in at least 50% of tumour cells.
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