


Vyhlasenie o konflikte zaujmov autora

o Nemam potencialny konflikt zaujmov
X Deklarujem nasledujuci konflikt zaujmov

Forma financného prepojenia

Participacia na klinickych studiach/firemnom grante
Nepenazné plnenie (v zmysle zakona)

Prednasajuci

Akcionar

Konzultant/odborny poradca

Ostatné prijmy (Specifikovat)

Podla UEMS (upravené v zmysle slovenskej legislativy)

Spoloénost

Roche

Angelini, Boehringer Ingelheim, MSD, Pfizer,
Roche

Astra-Zeneca, Boehringer Ingelheim, MSD,
Pfizer, Roche

MSD



Prezentaciu podporila agentura

We Make Media Slovakia s.r.o.



ASCO© 2020 - VSetko na www...

ASCO Meeting Library 2Q® [§] ONCOLOGY =

Clinicallmpact™

Lung Cancer

Lung Cancer—Non-Small Cell Metastatic

2020 ASCO Virtual Scientific Meeting An Expert’s Guide to ASCO 2020: A My Approach to Biomarker Testing in How | Manage CNS Metastases and
LEARMMORE Preview of the Top Abstracts Advanced NSCLC Leptomeningeal Carcinomatosis in
< Back to Program AR NG CEACANEE S NSCLC
Session Type: Poster Session
LEARN MORE »
Showing 106 Presentations Track(s): Lung Cancer

Medscape Oncology v

NEWS & PERSPECTIVE DRUGS & DISEASES CME & EDUCATION ACADEMY cor

Logn @

Perspective > Medscape > ReCAP

About ETOP | Projects and Trials | Publications | Science | Events

am.asco.org
#ASCO20

etop ASCO Virtual Annual Meeting

ASC irtual

SCIENTI OGRAM

UNITE AND CONQUER /G PROGRESS TOGETHER

ETOP Slide Deck from 2020
ASCO Virtual Annual
Meeting

The ETOP Slide deck from the 2020 ASCO

Virtual Annual Meeting, realised with support by
Eli Lilly, is now available in English, French, 29-31 May 2020
Chinese and Japanese. Please login to the
website to or create a guest account to gain
cess. .y s oy o ke o crent s v 08

© LeamMore Highlights in Non—Small Cell Lung Cancer
AR From ASCO 2020

May 29-31, 2020




Co ma najviac zaujalo

1. Cielena liecba - klinicky (velmi) vyznamné pokroky pri NSCLC
2. Dualna imunoterapia NSCLC (blokada PD-1, PD-L1 + CTLA-4)



Registrovane skupiny cielenych liekov

- EMA “FDA

- EGFR-TKI 7 EGFR-TKI
- ALK-TKI - ALK-TKI
- ROSI1-TKI 7 ROS1-TKI
- BRAF-TKI - BRAF-TKI

- NTRK-TKI T NTRK-TKI




EGFR-TKI v adjuvantnej liecbe

St udi NSCLC ameno DFS median, | HR OSmedian, HR
mes. (95%Cl) (95%C mes. (95%Cl) (95%C
C|t

ADAUR Il -1A*, Osimertinib
A (1) Ex19del, L858R (38,8 -NC) ?01172 02 0,40
+ adjuvantna cht e -
) Placebo 237 204 p<00001 ~ NR (018-0,90)
(16,6- 24,5)
1B -1I- 1A Osimertinib 339 NR 021 NR
Ex19del, L858R (NC-NC) 0,16-0.28
taguantnacht paceny 343 281 p<00001  NR R
(22,1-358)
CTONG 1104 1I-IA, Gefiinib 111 308 755 0,92
@) Ex19del, L858R (26,7-36,6) ?6?0 - (44,6- NC) (0,62-1,36)
ChemoVP 111 198 b= 000l 628 p= 0674
(154—230 (458-NC)

*Primarny ciel studie: DFSpri st. 11 - 111A, **Nezrelé udaje, mortalita 5% 1. Herbst RS,etal. Xlin Oncol 2020, 35(suppl)AbstrLBAS,

2. WU YL, etal. XClin Oncol 2020; 38(suppl):Abstr 9005.



ADAURA - DFS u pacientov sostadiom II/111A

Osimertinib NR (38.8, NC)
10 - 9% Placebo 204 (16.6,245)

—'ﬂ—n.u_'_h-_h 0% HR (95%Cl) 017(0.12,023)
p<0.0001

‘_hlti—|—|_m_|_'_800/0
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DFS probability
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Maturity 33%:
osimertinib 11%,
placebo 55%
O 1 1 1 1
) 0 6 12 18 24 30 30 42 48
No. atrisk Time from randomization, months
Osimertinib 233 219 189 137 9% 51 17 2 0
Placebo 237 190 128 82 51 27 9 1 0

Herbst RS, et al. JIClin Oncol 2020;38(suppl):Abstr LBAS.
Obrazok ETOP Slide Deck from ASCO® 2020. http:/Awwv.etop-eu.org/index.php?option=com_content&view=article&id=115649:etop-slide-deck-from-2020-asco-annual-meeting-7&catid=13:news&Itemid=557
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DFSv CTONG -1104av ADAURA

9005: CTONG1104: Adjuvant gefitinib versus chemotherapy for resected N1-N2
NSCLC with EGFR mutation—Final overall survival analysis of the randomized
phase lll trial 1 analysis of the randomized phase Il trial = Wu Y-L, et al

LBAS5: Osimertinib as adjuvant therapy in patients (pts) with stage IB-IlIIA EGFR
mutation positive (EGFRm) NSCLC after complete tumor resection: ADAURA
— Herbst RS, et al

* Key results (cont.)
Updated DFS (ITT population)

100 A
Events/N Median, months (95%Cl)

80 A Gefitinib 76/111 30.8 (26.7,36.6)

o0 VP 68/111 19.8 (15.4,23.0)
S HR 0.56 (95%Cl 0.40, 0.79); p=0.001
0
0O 40 A

22.6%
20 A
23,20 "L“‘:L'—‘
0 T T T ) T T T 1

0 12 24 36 48 60 72 84 96
No. at risk (no. censored) Time, months

Gefitinb 111(0)91 (6) 61(5) 33(7) 21(2) 12(6) 4(®) 0(3) 0(0)
VP 111(0)63 (21) 33(2) 26(2) 19(2) 15(22) 6(8) 0(6) 0(0)
. Conclusio

—Inn
gefitinib did not translate to a significant OS difference

Wu Y-L, et al. J Clin Oncol 2020;38(suppl):Abstr 9005

e Key results
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Median DFS, months (95%ClI)

Osimertinib NR (38.8, NC)

Placebo 20.4 (16.6, 24.5)
HR (95%Cl)  0.17 (0.12,0.23)
80% p<0.0001
28%[ ']
36 42 48
27 9 1 0

Herbst RS, et al. J Clin Oncol 2020;38(suppl):Abstr LBAS
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»2What would | doif it were me or one of my
family members?”’
Despite “the questions that remain regarding

survival and limited follow-up,
| would choose osimertinib.”

David Spigel, MD, FASCO
Director, Lung Cancer Research Program, Sarah Cannon Research Institute

Nyberg K. ASCO© Daily News, May 31, 2020



EGFRM+ NSCLC -Inzercie v exone 20

Studia, faza Liek Linia ORR % DCR (%) PFSmedian,
(cit.) liecb (95%C (95%Cl) mes. (95%Cl)

ECOG-AGRIN5162,1I, Osimertinib 1.

(1) 1D: 160mg (NR) (NR) (4,1 -NA)
ZENITH20-1, II Poziotinib ~ 3.(median) 115 148 68,7 4,2
) ATT 2.-9. 89-226) (594-77,0) (NR)
-Evaluable 88 19,3 80,7 41

(11,7-29,1) (70,9-883) (37-55)
CHRYZALIS, | Amivantanab 2.(median) 39 36 67%* 83

3 1.-8. (21-53) (30-14,9)

*Benefit z liecby - aspon 12tyzdnov trvajuca odpoved’ alebo stabilizovanéochorenie

1. PiotrovskaZ, et al. IClin Oncol 2020; 38(suppl):Abstr 9513.
2. LeX etal. JClin Oncol 2020; 38(suppl):Abstr 9514.
3. ParkK, etal. XClin Oncol 2020; 38(suppl):Abstr 9512.



Odpoved’ naamivantanab v studii CHRYZALIS

50
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< 104
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Overall Response Rate:
Total 36% (95%Cl: 21-53)
Post-platinum 41% (95%CI: 24- 61)

Clinical benefit:
Total 67% (95%CI.50-81)
Post-platinum 72% (95%CI: 53- 87)

A
T

-50-
-60-

Best Change from Baseline in
SoD of Target Lesions (%)

id Prior Therapy: Il Post-Platinum [l Treatment-Naive [l Other? . .
0 Median duration of response:
40‘ ,’ . Prior Therapy: :Post-PIatinum B Treatment-Naive M Other® Total: 10 months (ra.nge: 1_ 16)
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S . i Post-platinum: 7months (1 -16)

04
-204

-404

Change from Baseline in SoD
of Target Lesions (%)

-604

-804

Weeks in Study

Obrazky : Halmos B. 2020 ASCO®© Update on EGFR+ NSCLC . https://mww.vumedi.com/video/2020-asco-update-on-egfr-nsclc-new-data-on-the-efficacy-toxicity-and-dosing-of-osimertinib-poziotini/
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I\/IET-inhibl’tory

Stadia (cit.) Lie¢ba Linia | ORR,% DCR ,% PFSmedian,
lie€b | (95%CI (95%CI mes. (95%CI)

GEOMETRY Capmatinibo MET ex14-mut 48, : 811
mono-1 K 6 (1) (30,2-66,9) (74,2-980) (4,17-9,806)
GEOMETRY Capmatinib tMET amplifikacia* 69 2-3. 29 71 407
mono-1K 1a(2) (18,7-41,2) (588-813) (2,86-4,33)
K5a(2) 15 1 40 66,7 4,17
(16,3-67,7) (384-882) (145-6,87)
NCT 02897479  Savolitnib  MET exd4-mut 70 1-2. 429 829 6,9
(31,1-553) (71,2-90,8)
VISION Tepotinib MET ex14-mut 66 1.-22 44 64 85
Liquid biopsy (32-57) (51-75) (5,1-11,0)
Tissue biopsy 60 1.-22 47 70 11,0

(34-60) (57-81)  (78-17.0)

* 1. Groen HIM, et al. JClin Oncol 2020; 38(suppl):Abstr 9520.
GCN (gene Copy number) Z 10 2. Wolf Jetal. JClin Oncol 2020; 38(suppl):Abstr 9509.
3. Lu Setal. IClin Oncol 2020; 38(suppl):Abstr9519.



RET-TKI pri pokrocilom RET+NSCLC

Studl Liek Linia ORR % DOR, median PFS, median,
liecb (95%CI (mes.) (95%CI) mes. (95%CI)

leretto 001 Selpercatinb 2.* 64(54-73) 18(12- NE) 17 (14 - NE)
1. 30 85(70-94) NE (12-NE) NE (14- NE)
ARROW Pralsetinib ~ 2.* 80 61(50-72) NE(113-NE) -
1. 26 73(52-88) -

+ Preukazana aktivita pri MTS do CNS.
+ V ARROW aj kompletné odpovede : 5% po chemo splatinou, 12%v 1.linii.

*2. linia po chemo v kombinacii scisplatinou

1. SubbiahV, etal. JClin Oncol 2020; 38(suppl):Abstr 9516.
2. Gainor JF, et al. JClin Oncol 2020; 38(suppl):Abstr 9016.



Registrované moznosti I T pri pokroCilomNSCLC

7 EMA TFDA

7 2linia:anti PD1, antiPD-L1 - 2 Jinia: anti PD1, anti PD-L1
monoterapia monoterapia

= 1 linia: antiPD1 = 1. linia: anti PD1
monoterapia monoterapia

7 Lllinia: anti PD-1,anttPDL1 -1 |inia: anti PD-1, anti PDL1
achemoterapia achemoterapia

—1. linia: antl PD-1+ anti CTLA-4
= 1. linia: chemo + anti PD-1+ antiCTLA-4




Nivolumab + ipilimumab pri pokrocilom NSCLC

Median DOR,

PD-L1 = 1%

PD-L1<1%

Nivo + IPI

Chemo 397
Nivo 39%
Nivo + IPI 187
Chemo 186

Nivo + chemo 177

36,4
30,2
275
273

231
379

mes. (95%CI)
23,2 (15,2 - 32,2)
6,7 (5,6 - 7,6)
155(12,7- 235)
18,0(12,4- 33,2

48(37-58)
83(59-94)

51
5,6
4.2
51

4,7
5,6

Median PFS, | Median OS, | HR (95%CI)
mes. mes. Nivo + Ipivschemo
17,1

0,79 (0,67 - 093)
14,9

15,7
172 0,64 (0,51- 0,81)

12,2
15,2

Ramalingam SS,et al. JClin Oncol 2020; 38(suppl):Abstr 9500



OSv CheckMate 227

OS: PD-L1 <1%

100 A
NIVO +IPI NIVO + chemo Chemo
Median OS, mo 17.2 15.2 12.2
80 - . HR (vs. chemo) 0.64 0.82
60% (95%Cl) (0.51,0.81)  (0.66, 1.03)
60 ; Minimum/median follow-up for OS: 37.7 months/43.1 mor
® v 40%
g : 35% 34%
40 '
: 1
: . -
20 : ' o NIVO + IPI
! i !
i ! ; NIVO + chemc
0 T T T i 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 42 45 48 51
No. at risk Time, months

NIVO +IPI 187 165 142 120 110 100 87 80 73 69 65 62 59 43 23 16 6
NIVO +chemo 177 159 139 119 102 88 78 67 60 48 42 39 34 25 15 4 0 0

Obrazky : ETOP Slide Deck from ASCO®© 2020.

0S, %

80

60

40

20

OS: PD-L1 21%

NIVO + IPI NIVO Chemo
Median OS, mo 171 15.7 14.9
HR (vs. chemo) 0.79 0.90
(95%Cl) (0.67,0.93)  (0.77, 1.06)

Minimum/median follow-up for OS: 37.7 months/43.1 months

| NIVO + IPI
' 2 NIVO

! 29%

1

1

i

No. at risk
NIVO + 1Pl 396 341

6 9

18 21

T T T T
24 27 30 33 36 3
Time, months

T T T T
12 15 42 45 48 51

295 264 244 212 190 165 153 145 132 124 121 97 67 27
NIVO 396 330 299 265 220 201 176 153 139 129 119 112 108 83 45 21

http:/mmw.etop-eu.org/index.php?option=com_content&view=article&id=115649:etop-slide-deck-from-2020-asco-annual-meeting-7&catid=13:news&Itemid=557
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CheckMate 227 a EMA

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EMA/CHMP/193977/2020
Committee for Medicinal Products for Human Use (CHMP)

Withdrawal assessment report

| OPDIVO nivolumab

| Yervoy ipilimumab

Procedure No. EMEA/H/C/xxxx/WS/1372

European Medicines Agency. Withdrawal assessmentreport Opdivo (nivolumab) Yervoy (ipilimumab). EMA/CHMP/193977/2020.
https:/Mmmw.ema.europa.eu/en/documents/withdrawal-report/withdrawal-assessment-report-opdivo-yervoy-ws/1372_en.pdf

EUROPEAN MEDICINES AGENCY

28 February 2020
EMA/92336/2020
EMEA/H/C/WS/1372

Withdrawal of application to change the marketing
authorisation for Opdivo (nivolumab) and Yervoy
(ipilimumab)

Bristol-Myers Squibb Pharma EEIG withdrew its application for the use of Opdivo and Yervoy in the
treatment of metastatic non-small cell lung cancer that has not been treated previously.

The company withdrew the application on 30 January 2020.

What are Opdivo and Yervoy and what are they used for?

Opdivo and Yervoy are cancer medicines. They contain the active substances nivolumab and
ipilimumab, respectively.

Opdivo has been authorised in the EU since June 2015. It is already used on its own to treat non-small
cell lung cancer in patients who have previously been treated with other cancer medicines. It is also
used to treat the following other cancers: melanoma (a skin cancer), renal cell carcinoma (a kidney
cancer), Hodgkin’s lymphoma (a blood cancer), squamous cell cancer of the head and neck, and
urothelial (bladder) cancer.

Yervoy has been authorised in the EU since July 2011, It is used to treat melanoma and renal cell
carcinoma.

Further information on current uses of Opdivo and Yervoy can be found on the Agency’s website:
ema.europa.eu/medicines/human/EPAR/opdive and ema.europa.eu/medicines/human/EPAR/yervay.

What ch

had the pany applied for?

The company applied for an extension of indication to add the use of Opdivo and Yervoy together in
patients with previously untreated non-small cell lung cancer that has spread to other parts of the
body (metastatic) and where the cancer does not have mutations (changes) in genes called EGFR and
ALK.

Official addres: Jorr 5
Address for visits and deliveries Rofer Lo w ). europa.eu/how-to-f -
Send us a question Go Lo www h.auUropa. tact  Telephone +31 (0)88 781 600! " o U

European Madicines Agency, 2020. Reproduction Is authorised provided the source Is acknowledged
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CheckMate 9LA chemo, nivo, Ipi vs chemo pri
pokrocv:ilom NSCLC

ameno ORR Median PFS, | HR (95%CI) Chemo Median HR (95%CI) Chemo
mes. (95%CI) [ + Nivo + Ipi vschemo | OS,mes. | + Nivo + Ipi vschemo

CheckMate9LA Chemo2c. 361 38 15,6
+Nivo + IPI (5,6 7,8) 0,68 (13,9-20) 0,66
Chemo4 38 25 5,0 (0,57-0,82) 109 (0,55-0,80)

Cykly (413 - 5’6) (915 - 1216)

Ramalingam SS,et al. JClin Oncol 2020; 38(suppl):Abstr 9500



CheckMate 9LA

NIVO + IPI + chemo Chemo

Median OS, mo 15.6 10.9
oS (95%Cl) (13.9, 20.0) (9.5, 12.6)
PFS (BICR) — HR (95%Cl) 0.66 (0.55, 0.80)
100
81%
Median PFS, mo 6.7 5.0 80 -
80 - (95%Cl) (5.6, 7.8) (4.3,5.6) l
HR (95%Cl) 0.68 (0.57, 0.82) )
]
i 1
= 60 1 x 60 : ! NIVO + IPI +
i ) : ' chemo
ek ®) 40 ! : ABMG- b
I NIVO + IPI + chemo : :
20 - i S - ! o@0-90 Chemo
: (A ] 1
: 18/0i & Chamo 20 - : I
0 T T T T T T T T 1 : :
0 3 6 9 12 15 18 21 24 o7 ! !
Ko et ris Time, months 0 T T T T T T T T T 1
NIVO + Pl + chemo 361 252 170 130 94 46 19 8 1 0 0 3 6 9 12 15 18 21 24 27 30
Chemo 358 230 103 66 43 29 7 3 0 0 Time, months

361 326 292 250 227 153 86 33 10 1 0
Reck M, et al. J Clin Oncol 2020;38(suppl):Abstr 9501 358 319 260 208 166 116 67 26 11 0 0




Zhrnutie

. ASCO 2020 prinieslo snad’ az neoCakavne vel'a vysledkov meniacich
klinicku prax pri pokro¢ilom NSCLC

. Osimertinib v adjuvantnjej lieCbe bude novym Standardom pri
resekovanom EGFRM+ NSCLC

. Prichadzaju nové MET a RET inhibitory (a d’alSie cielené lieky)

. Dualna IT nivolumab + ipitlimumab s inicialnou kratkou
chemoterapiou je d’alSou lieCebnou moznost’ou pokroc¢ilého NSCLC



