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“Caring for every patient, learning from every patient”

55. coroczne spotkanie ASCO
> 38 000 uczestnikow
261 sesji tematycznych

Najczestsze z 29 typow nowotworow:
1. rak ptuca (16.4%)

2. rak piersi (12.7%)

3. rak jelita grubego (11.1%)

Od 2018 do 2040 roku liczba leczonych systemowo
- wzrosnie 2 9.8 min do 15 min (wzrost o 53%)
- wzros$nie zapotrzebowanie na onkologow



Prezydent ASCO 2019 Monica Bertagnolli

“We place a great deal of emphasis on the search for new therapies to
combat cancer and rightly so, because a deeper understanding of
tumour biology is producing some exciting new approaches”

“However, it is also important to consider the great advances that are
possible if we find a way to apply what we already know to benefit our
patients”
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I/mmunoterapia
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Abstract ID: LBA9015

Five-year long-term overall survival for patients with advanced NSCLC
treated with pembrolizumab: Results from KEYNOTE-001.

Edward B. Garon i wsp.

Badanie fazy Ib KEYNOTE-001 trial (n = 550)

e frontline pembrolizumab
5Y OS = 23.2% (u nieleczonych chorych)
5Y OS = 15% (u wczesniej leczonych chorych)
5Y OS = 25% (u nieleczonych chorych z PDL-1 >50%)

* Historyczne dane 5Y OS = mato prawdopodobne




Abstract ID: 6000

Protocol-specified final analysis of the phase 3 KEYNOTE-048 trial of
pembrolizumab as first-line therapy for recurrent/metastatic head and
neck squamous cell carcinoma (R/M HNSCC).

Danny Rischin i wsp.

e 882 pts z nawrotem miejscowym/uogdlnionym nowotworu regionu gtowy i szyi,
wczesniej nie leczonych

 P=Pembro /24 m-ce (n =301)
R ¢ P+C=Pembro /24 m-ce + 6 x chemioterapia (n = 281)
e E =cetuksymab + 6 x chemioterapia (n = 300).
* Mediana OS dla P+C vs E u chorych z CPS 220 = 14.7 m-cy vs 11.0 m-cy

* w CPS >1 wyniki sg podobne




Abstract ID: LBA4007
Badanie Il fazy KEYNOTE-062 trial (LBA4007;n = 763)
Pembrolizumab with or without chemotherapy versus chemotherapy for

advanced gastric or gastroesophageal junction (G/GEJ) adenocarcinoma:
The phase Il KEYNOTE-062 study.

Josep Tabanero i wsp.

e 763 pts (281 with CPS >10)

* P=Pembro /2 lata

e P+C=Pembro + chemioterapia
e C=Placebo + chemioterapia

* Mediana OS dla P vs Cu chorych CPS 210 =17.4 vs 10.8 m-cy;
e P+C jest podobny do C
e Po 2 latach OS 39% vs 22%

e w CPS >1 wyniki sg podobne

R




Abstract No:2500

Phase | study of pembrolizumab in people with HIV and cancer.
Thomas S. Uldrick i wsp.

* HIV jest uznanym bezwzglednym przeciwwskazaniem do leczenia
inhibitorami punktow kontroli immunologicznej

e \\/ hadani \| - vielooérodkowvm  fa Nceniono nrofi

Choroby nowotworowe sg 2. przyczyng zgonow oséb HIV(+)
Brak podstaw do wykluczania HIV(+) chorych z udziatu w badaniach

klinicznych z zastosowaniem 10

* Profil bezpieczenstwa i skutecznos¢ u chorych HIV(+) byt podobny jak
w populacji HIV(-)
* Anty-PD-1 jest przeciwwskazany u chorych z wiremig KSHV

A Systematic Review
Michael R. Cook, Chul Kim JAMA Oncol. 2019;5(7):1049-1054.



https://jamanetwork.com/searchresults?author=Michael+R.+Cook&q=Michael+R.+Cook
https://jamanetwork.com/searchresults?author=Chul+Kim&q=Chul+Kim

Immunoterapia w czerniaku z przerzutami do mozgu

Abstract ID: 9501
Efficacy and Safety of the Combination of Nivolumab
Plus Ipilimumab in Patients With Melanoma and

Asymptomatic or Symptomatic Brain Metastases
(CheckMate 204)

Hussein Tawbi i wsp.




CheckMate 204 — schemat badania

Key eligibilities

/

\_

> 1 measurable,
unirradiated MBM
(0.5-3.0 cm)

Prior SRT in
<3 MBM

* Previous treatment

with BRAFi/MEKi
permitted

* No prior checkpoint
inhibitors in metastatic

setting

\

N=101
Cohort eligibilities

4 Cohort A: A
* Asymptomatic

« ECOG PS 0/1

_° No steroids )

Median follow-up = 20.6 mo

/ Cohort B: \

* Symptomatic
patients

/

* ECOG PS 0-2

* <4mg
dexamethasone or
equivalent/ day

patients —

k allowed /

Median follow-up = 5.2 mo

N=18

Induction

Maintenance

4 R

Treat until progression or
toxicity
(max. 24 months)?

Endpoints

Primary: IC CBR (CR + PR +
SD > 6 months)®

Secondary: safety, PFS, OS,
EC and global CBR

Follow for 3 years from first
dose

\_ /

Data cutoff date of May 1, 2018

CBR, clinical benefit rate; CR, complete response; EC, extracranial; IC, intracranial; MBM, melanoma brain metastases; PR, partial disease; SD, stable disease; SRT, stereotactic radiosurgery.
apatients with grade 3—4 adverse events (AEs) during NIVO+IPI induction could resume NIVO when toxicity resolved and all patients who discontinued proceeded to follow-up;
bUsing modified RECIST v1.1.



Wyniki — OS
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Abstract ID: 2509

Phase | trial of Claudin 18.2-specific chimeric antigen receptor T cells for

advanced gastric and pancreatic adenocarcinoma.
Xianbao Zhan i wsp.

* Claudin18.2 (CLDN 18.2 oraz izoforma 18) jest swoista dla zotgdka i
obecna w rakach gruczotowych zotagdka i trzustki

* Mate badanie; 11/12 ocenionych chorych 1 CR, 3 PR, 5SD, 2 PD

Abstract ID: 2511

Regional delivery of mesothelin-targeted CAR T cells for pleural cancers:

Safety and preliminary efficacy in combination with anti-PD-1 agent.
Prasad S. Adusumilli et al

* Mesothelin (MSLN), antygen powierzchniowy obecny w
miedzybtoniaku oraz rakach ptuca i piersi

* Mate badanie: 14 chorych: 2 CR, 5 PR, 4 SD,



Abstract ID: LBA4

Olaparib as maintenance treatment following first-line platinum-based

chemotherapy (PBC) in patients (pts) with a germline BRCA mutation and

metastatic pancreatic cancer (mPC): Phase Il POLO trial.
Hedy Kindler i wsp.

ORIGINAL ARTICLE

Maintenance Olaparib for Germline BRCA-Mutated Metastatic Pancreatic Cancer

Talia Golan, M.D., Pascal Hammel, M.D., Ph.D., Michele Reni, M.D., Eric Van Cutsem, M.D., Ph.D., Teresa Macarulla, M.D., Ph.D., Michael ). Hall, M.D., Joon-Oh
Park, M.D., Ph.D., Daniel Hochhauser, M.D., Ph.D., Dirk Arnold, M.D., Ph.D., Do-Youn Oh, M.D., Ph.D., Anke Reinacher-Schick, M.D., Ph.D., Giampaolo Tortora,
M.D., Ph.D., etal.

July 25, 2019
N Engl | Med 2019; 381:317-327
DOI:10.1056/NE)Moal1903387



WyniKki

3315 skrynowanych, 154 zrandomizowanych:
92 — otrzymato olaparib, 62 - placebo

Subgroup

All patients

Previous chemotherapy
FOLFIRINOX variants
Other

Absence of biliary stent

Type of previous chemotherapy
Doublet chemotherapy
Triplet chemotherapy

Duration of first-line treatment before
randomization

16 wk to 6 mo
>6 mo
Best response with first-line treatment
Partial or complete response
Stable disease
Disease at baseline
Measurable
Not measurable or no evidence of disease

Germline BRCA mutation type
(determined by BRACAnalysis CDx test)

BRCA1
BRCA2
Age at randomization
<65 yr
=65 yr
Sex
Male
Female
White race

Olaparib Placebo

no. of patients with
events/total no. (%)

60/92 (65.2)

50/79 (63.3)
8/10 (80.0)
59/91 (64.8)

12/15 (80.0)
45/73 (61.6)

42/61 (68.9)
18/30 (60.0)

30/46 (65.2)
30/45 (66.7)

53/78 (67.9)
7/13 (53.8)

20/29 (69.0)
38/59 (64.4)

39/64 (60.9)
21/28 (75.0)

33/53 (62.3)
27/39 (69.2)
55/82 (67.1)

44/62 (71.0)

35/50 (70.0)
6/8 (75.0)
40/58 (69.0)

8/10 (30.0)
33/46 (71.7)

29/40 (72.5)
15/21 (71.4)

20/30 (66.7)
24/31 (77.4)

39/52 (75.0)
5/6 (83.3)

12/16 (75.0)
32/45 (71.1)

37/49 (75.5)
7/13 (53.8)

23/31 (74.2)
21/31 (67.7)
41/59 (69.5)

Hazard Ratio (95% Cl)

T TTTTTm

0.1 1.0 10.0

Olaparib Better Placebo Better

0.53 (0.35-0.82)

0.54 (0.35-0.84)
0.76 (0.27-2.32)
0.54 (0.36-0.82)

0.59 (0.24-1.50)
0.51 (0.32-0.82)

0.69 (0.43-1.12)
0.35 (0.17-0.72)

0.62 (0.35-1.12)
0.50 (0.29-0.87)

0.57 (0.37-0.88)
0.45 (0.14-1.57)

0.40 (0.20-0.85)
0.63 (0.39-1.02)

0.45 (0.28-0.72)
1.02 (0.45-2.60)

0.46 (0.27-0.80)
0.66 (0.37-1.19)
0.59 (0.39-0.90)

A Progression-free Survival

1.0+

0.9+
— 084 Progression-free Olaparib Placebo
5 Survival Group Group
2 mo
a 074

6 53.0 23.0
K 12 3.7 145
£ 0.6 18 276 96
- 24 221 9.6
g os- Median, 7.4 mo vs. 3.8 mo
n.e Hazard ratio, 0.53 (95% Cl, 0.35-0.82)
4 P=0.

%5 04 0.004
£
3 034
& 024 Olaparib (N=92; 60 events)

0.14

Placebo (N=62; 44 events)
=T T e e e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 43 50
Months since Randomization
No. at Risk

Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 0

Placebo 62 39 23 10

6 6 4 4 4 2 2 2 2 11 0

B Overall Survival
1.0+

Probability of Overall Survival
o
i

Median, 18.9 mo vs. 18.1 mo
Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
P=0.68

Olaparib (N=92; 41 events)

S G

0.24 Placebo (N=62; 30 events)
0.14
W+ T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months since Randomization
No. at Risk

Olaparib 92 87 80 71 61 51 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 0
Placebo 62 60 56 S0 44 32 29 27 20 18 1410 8 8 6 6 4 1 1 1 1 1 1 0




Abstract ID: 5506

Title: Olaparib monotherapy versus (vs) chemotherapy for germline
BRCA-mutated (gBRCAm) platinum-sensitive relapsed ovarian cancer (PSR
OC) patients (pts): Phase Il SOLO3 trial.

Richard Penson i wsp.

e 266 chorych na raka jajnika

e Randomizacja (2:1):
 olaparib tabl. (300 mg bid) lub chemoterapia wedtug wyboru badacza (TPC)

* (paklitaxel [P; 80 mg/m2 on day 1 (D1), D8, D15, D22 every 4 weeks (g4w)], topotekan [T;
4 mg/m2 D1, D8, D15 g4w], gemcytabina [G; 1000 mg/m2 D1, D8, D15 g4w] or PLD [50
mg/m2 D1 g4w]) do progresji

* ORR 72% - olaparib vs 51% - TPC (OR 2.53, P=0.002).
 HR dla PFS 0.62 (P=0.013; mediana 13.4 vs 9.2 m-cy [olaparib vs TPC])



Zaawansowany rak urotelialny
(pgcherza moczowego, moczowodu, miedniczki nerkowe;]

Abstract ID: LBA4505
EV-201: Results of enfortumab vedotin monotherapy for locally advanced or

metastatic urothelial cancer previously treated with platinum and immune

checkpoint inhibitors.
Daniel Peter Petrylak i wsp.

Brak skutecznych metod leczenia wznow raka urotelialnego po leczeniu pochodnymi
platyny i/lub inhibitorami checkpoint (ORR 14%)

Enfortumab vedotin (EV) — Mo Ab wobec nektyny-4 (CAM, obecnej u 97% chorych na
raka urotelialnego) sprzezone z monometylem auristatyny (syntetyczny cytostatyk
dziatajgcy na mikrotubule)




EV-201: wyniki

Subgroup
Overall
Age
< 75 yrs
= Fhyrs
ECOG PS5
0
1
Bellmunt risk score
0-1
=2
Primary tumaor sites
Upper tract
Bladder/other
Liver metastasis
Yes
Mo
No. of prior therapies in mUC setting
1-2
=3
Best response prior to anti-PD-1/PD-L1
Responder
Nonresponder
PD-L1 expression
CP5<10
CP5 =10

n/N
55/125

43/91
12/34

24/40
31/85

37/72
17/52

17/44
38/81

15/50
36.75

29/62
26/63

14/25

41/100

37/78
15/42

% (95% ClI)
44 (35.1-53.2)

47 (36.7-58.0)
35 (15.7-53.5)

60 (43.3-75.1)
36 (26.3-47.6)

51 (39.3-63.3)
33 (20.3-47.1)

39 (24.4-54.5)
47 (35.7-58.3)

38 (24.7-52.8)
48 (36.3-59.8)

47 (34.0-59.9)
41 (25.0-54.4)

56 (34.5-75.5)
41 (31.3-51.3)

47 {36.0-55.1)

Historical
response rate

— —

ORR, % (95% CI)

ORR 44%

36 (21.6-52.0)
1

0

10 20 30

40 50

70



Inhibitor CDK4/6 poprawiajacy OS

Abstract ID: LBA1008
Phase |l MONALEESA-7 trial of premenopausal patients with HR+/HER2-

advanced breast cancer (ABC) treated with endocrine therapy % ribociclib:

Overall survival (OS) results.
Sara A. Hurvitz i wsp.

ORIGINAL ARTICLE

Overall Survival with Ribociclib plus Endocrine Therapy in Breast Cancer

Seock-Ah Im, M.D., Ph.D., Yen-Shen Lu, M.D., Ph.D., Aditya Bardia, M.D., Nadia Harbeck, M.D., Ph.D., Marco Colleoni, M.D., Fabio Franke, M.D., Louis Chow,
M.D., Joohyuk Sohn, M.D., Keun-Seok Lee, M.D., Ph.D., Saul Campos-Gomez, M.D., Rafael Villanueva-Vazquez, M.D., Kyung-Hae Jung, M.D., et al.

July 25, 2019
N Engl | Med 2019; 381:307-316
DOI: 10.1056/NE]Moal903765



A All Patients

No. of No. of
Patients Deaths Median Overall Survival

mo
100+ Ribociclib+Endocrine Therapy 335 83 NE
Placebo+Endocrine Therapy 337 109 40.9
3 804 Ribociclib+endocrine therapy
X
3
13 7 Placebo+endocrine therapy
=
% 404 o
[ 46%
7 Hazard ratio for death, 0.71 (95% Cl, 0.54-0.95)
P=0.00973
0 — T T T — — T L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Month
No. at Risk
Ribociclib 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3 0
Placebo 337 330 325 321 314 309 301 295 288 280 272 258 251 235 210 166 122 92 62 33 19 7 2 0

B Patients Who Received an NSAI

No.of  No. of
Patients  Deaths Median Overall Survival
mo

166 Ribociclib+Endocrine Therapy 248 61 NE
T Placebo+Endocrine Therapy 247 30 40.7
— 80 Ribociclib+endocrine therapy
R
5 04 )
s Placebo+endocrine therapy
@
3 40
3
8 20+
Hazard ratio for death, 0.70 (95% Cl, 0.50-0.98)
0 — T T T T T T y T T y y T T T T T T T T T 1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 383 40 42 44 46
Month
No. at Risk
Ribociclib 243 245 241 236 233 230 226 216 213 206 201 196 192 184 174 142 113 80 49 29 16 5 2 0
Placebo 247 240 236 232 225 221 215 209 204 199 193 183 179 165 145 116 87 67 46 24 12 4 2 0

C Patients Who Received Tamoxifen

No.of  No.of
Patients Deaths Median Overall Survival
mo

Ribociclib+Endocrine Therapy 87 22 NE
100 Placebo+Endocrine Therapy 90 29 NE
. 804 Ribociclib+endocrine therapy
£
]
; 60+ Placebo+endocrine therapy
a
= 40+
3
5 20
Hazard ratio for death, 0.79 (95% Cl, 0.45-1.38)
0 LS S S — T T T —T T T T —T T T T T T T T J
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
Month
No. at Risk
Ribociclib 87 8 8 84 8 79 78 76 74 73 73 70 66 65 62 S1 42 30 19 14 9 2 1 0
Placebo 9 9 8 8 8 8 8 8 8 8 79 75 72 70 65 50 35 25 16 9¢ 7 3 0 0

Subgroup

All patients
Endocrine therapy
Tamoxifen and goserelin
NSAI and goserelin
ECOG score
0
=1
Age
<40 yr
=40 yr
Race
Asian
Non-Asian

Previous chemotherapy in patients with
metastatic disease

Yes
No
Adjuvant or neoadjuvant chemotherapy
Yes
No
Adjuvant or neoadjuvant hormonal therapy
Yes
No
Hormone-receptor status
Estrogen-receptor—positive and
progesterone-receptor—positive
Other
Geographic region
Asia
Europe and Australia
Latin America
North America
Other
Lung or liver involvement
Yes
No
Bone lesion only
Yes
No
No. of sites of metastasis
<3
=3
Time from previous endocrine therapy
completion
None
Progression <12 mo after end
of endocrine therapy
Progression >12 mo after end
of endocrine therapy

Patients
no. (%)
672 (100)

177 (26.3)
495 (73.7)

500 (74.4)
166 (24.7)

186 (27.7)
486 (72.3)

198 (29.5)
413 (61.5)

94 (14.0)
578 (86.0)

276 (41.1)
302 (45.0)

268 (39.9)
404 (60.1)

572 (85.1)

100 (14.9)

180 (26.8)
275 (40.9)
56 (8.3)
97 (14.4)
64 (9.5)

342 (50.9)
330 (49.1)

159 (23.7)
513 (76.3)

436 (64.9)
236 (35.1)
404 (60.1)
205 (30.5)

60 (8.9)

Ribociclib

Placebo

no. of deaths/total no. (%)

83/335 (24.8)

22/87 (25.3)
61/248 (24.6)

55/245 (22.4)
27/87 (31.0)

30/98 (30.6)
53/237 (22.4)

16/99 (16.2)
57/200 (28.5)

13/47 (27.7)
70/288 (24.3)

46/138 (33.3)
24/150 (16.0)

40/127 (31.5)
43/208 (20.7)

67/286 (23.4)
16/49 (32.7)
16/92 (17.4)
39/136 (28.7)
9/31 (29.0)
12/47 (25.5)
7/29 (24.1)

50/173 (28.9)
33/162 (20.4)

19/81 (23.5)
64/254 (25.2)

50/219 (22.8)
33/116 (28.4)
43/208 (20.7)
35/100 (35.0)

5/25 (20.0)

109/337 (32.3)

29/90 (32.2)
80/247 (32.4)

74/255 (29.0)
35/79 (44.3)

34/88 (38.6)
75/249 (30.1)

37/99 (37.4)
65/213 (30.5)

19/47 (40.4)
90/290 (31.0)

51/138 (37.0)
39/152 (25.7)

52/141 (36.9)
57/196 (29.1)

86/286 (30.1)

23/51 (45.1)

34/88 (38.6)
42/139 (30.2)
9/25 (36.0)
16/50 (32.0)
8/35 (22.9)

62/169 (36.7)
47/168 (28.0)

18/78 (23.1)
91/259 (35.1)

60/217 (27.6)
49/120 (40.8)
57/196 (29.1)
46/105 (43.8)

6/35 (17.1)

Hazard Ratio for Death (95% Cl)
0.71 (0.54-0.95)

0.79 (0.45-1.38)
0.70 (0.50-0.98)

0.72 (0.50-1.02)
0.67 (0.40-1.12)

0.79 (0.48-1.30)
0.68 (0.48-0.98)

0.40 (0.22-0.72)
0.91 (0.64-1.30)

0.67 (0.33-1.35)
0.73 (0.54-1.00)

0.91 (0.60-1.36)
0.54 (0.32-0.91)

0.91 (0.60-1.39)
0.68 (0.45-1.00)

0.74 (0.54-1.02)

0.64 (033-1.22)

0.43 (0.24-0.78)
0.97 (0.62-1.52)
0.63 (0.23-1.70)
0.86 (0.40-1.87)
0.78 (0.27-2.25)

0.73 (0.50-1.05)
0.70 (0.48-1.09)

1.00 (0.53-1.93)
0.65 (0.47-0.90)

0.85 (0.58-1.25)
0.58 (0.37-0.91)
0.68 (0.45-1.00)
0.80 (0.51-1.27)

1.53 (0.44-5.34)

Ribociclib+Endocrine Therapy Better Placebo+Endocrine Therapy Better




Cost-effectiveness analysis of palbociclib or ribociclib in the treatment of advanced hormone
receptor-positive, HER2-negative breast cancer.

METHODS:

A Markov simulation model was constructed using data from published clinical trials evaluating PAL and RIB. Three
simulated treatment strategies included PAL+LET, RIB+LET, or LET alone. The main outcome measures were
simulated progression-free survival (PFS), overall survival (OS), costs, quality-adjusted life-years (QALYs), and
incremental cost-effectiveness ratios (ICERs).

RESULTS:

Simulated median OS was 38.9 months for PAL+LET and 33.0 months for LET alone. Simulated median OS for
RIB+LET was 43.3 months. Compared to LET alone, PAL+LET provided an additional 0.48 QALYs, on average, with
an ICER of $634,000 per QALY gained; RIB+LET provided an additional 0.86 QALYs, on average, with an ICER of
S440,000 per QALY gained. At current prices, neither PAL nor RIB was cost-effective, assuming a willingness-to-pay
threshold of $100,000 per QALY gained. To reach such a cost-effectiveness threshold, PAL and RIB prices must
decrease by approximately 70%.

Breast Cancer Res Treat. 2019 Jun;175(3):775-779.
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Research has identified numerous factors that
increase an individual’s risk for developing cancer.
By modifying behavior, individuals can eliminate
or reduce many of these risks and thereby reduce
their risk of cancer. Developing and implementing
additional public education and policy initiatives
could help further reduce the burden of cancers
related to preventable cancer risk factors.

CANCER RISK FACTORS

American Association for Cancer Research (AACR) Cancer Progress Report 2017



Toksycznos¢ ekonomiczna nowoczesnych terapi

Probabilistic sensitivity analysis over 100000
iterations to vary distributions of cost, survival,
and utility simultaneously. At a willingness-to-pay
threshold of S100000/QALY, standard therapy
would be cost-effective 99.999% of the time.
With the increased the willingness-to-pay
threshold to $200000/QALY, the likelihood of
nivolumab becoming cost-effective increased
slightly, though standard therapy remained the
most cost-effective treatment option 86% of the
time.

JNCI: Journal of the National Cancer Institute, Volume 110, Issue 5, May 2018,
Pages 479-485
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