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Spontanni regrese plicnich metastaz karcinomu ledviny po
nefrektomii

Melichar et al. Acta Oncol 2009, 48, 925 - 927
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Editorial

Targeted therapy for HER-2: personalized medicine for her, too

Bohuslav Melichar and Mario Plebani tered as multiple lines of therapy. Sooner or later the tumor
cells would have become resistant to cytotoxic agents and/
or the patient’s own body would be unable to tolerate this

Nemocna pfisla v zafi 2003 s ikterem (bilirubin 224 umol/L)

Zaveden stent do Zlu€ovych cest, biopsie potvrdila metastazu duktalniho karcinomu prsu bez exprese hormonalnich receptord, s
vysokou expresi HER-2

Zobrazovacimi metodami prokazany kromé jaternich metastaz i mnohocetné kostni metastazy

Pri vySetfeni pfed ERCP a biopsii zjistén inflamatorni tumor prsu, histologicky nasledné ovéren duktalni karcinom
Vzhledem k hyperbilirubinemii tydenni rezim doxorubicinu a paclitaxel, nasledné paclitaxel/trastuzumab
Dosazeno kompletni klinické a radiologické odpovédi primarniho nadoru i metastaz

v

Pokracovano v udrzovaci lécbé trastuzumabem do roku 2019



Efekt pridani pertuzumabu ve studii CLEOPATRA u
metastatlckeho HER-2 pozitivhiho karcinomu prsu
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Lorlatinib vs. crizotinib
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Dvé zasadni limitace cilené leCby

« Uginnost jen u Uzkého spektra nadorovych onemocnéni
- Casova omezenost Uginku

Imunoterapie muze prekonat obé tyto limitace



Rozdil ve tvaru krivek preziti po imunoterapii a cilené terapii

Immunotherapy Targeted therapy

Percent alive
Percent alive

I I I I
0 1 2 3

Years Years

Imunoterapie: nizsi mira odpovédi, ale ty jsou obvykle dlouhotrvajici, coz vede k fazi platé na konci
ktivky prezivani...

Cilena terapie: rychla, ale vétSinou kratkodoba, odpovéd u vétsiny pacientd, na konci OS ktivky je
efekt na preziti nejasny...

Ribas et al. Clin Cancer Res. 2012, 18 (2): 336-41.



Nadoroveé onemocnéeni
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Intraepitelialni a stromalni TIL u karcinomu prsu
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Hornychova, Melichar, Ryska et al. Cancer Invest 2008, 26, 1024 - 1031
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Obecne predpoklady ucCinnosti imunoterapie

1. Funk¢ni imunitni systém
2. Minimalni nadorova masa
3. Imunogenita nadoru
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Pred leCbou ipilimumabem (12.6.12)

Studentova H et al. Oncotarget 9 (25): 17971-17977, 2018



Progrese pri lecbe (14.8.12)
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Studentova H et al. Oncotarget 9 (25): 17971-17977, 2018
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Nasledna regrese (1.3.2013)
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Studentova H et al. Oncotarget 9 (25): 17971-17977, 2018



Kasuistika - kolorektalni karcinom

 Muz, narozen 1969

* Komorbidity — ischemicka choroba dolnich koncetin, defekt na
pravém bérci smisené etiologie

» 8/2017 subtotalni hemikolektomie pro duplicitni tumor v liendlni
flexure a transversu, oba nadory pT3pNOMO

* Adjuvantni Ié¢ba FOLFOX4 9/2017-3/2018

* 6/2018 mnohocetné metastatické postizeni jater (>30 lozisek do 2
cm)

* RAS wild type, MSI high, Lynchuv syndrom
e Panitumumab + mFOLFOX6 7/2018-1/2019, ukonceno pro progresi



Kasuistika - kolorektalni karcinom

e 3/2019 —1/2020 nivolumab v ramci EAP
e 3/2020 ablace dvou rezidudlnich lozisek
* 1/2023 bez progrese nadorového onemocnéni






Ve vétsiné pripadu vSak ma statisticka analyza zasadni vyznam

Statistika nuda je,
ma vSak cenné udaje.
Neklesejme na mysli,

ona nam to vycisli.

Z.Svérak. Statistika




Ipilimumab + nivolumab u prediéceneho MSI-

PFS (%)

high kolorektalniho karcinomu
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Overman MJ et al. J Clin Oncol 2018, 36, 773



Dlouhotrvajici odpoved pri lecbe |L-2

A Progression-fres Survival
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Ipilimumab v lecbe metastatického melanomu
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Five-Year Survival with Combined Nivolumab
and Ipilimumab in Advanced Melanoma

J. Larkin, V. Chiarion-Sileni, R. Gonzalez, J.-J. Grob, P. Rutkowski, C.D. Lao,
C.L. Cowey, D. Schadendorf, ). Wagstaff, R. Dummer, P.F. Ferrucci, M. Smylie,
D. Hogg, A. Hill, I. Mdrquez-Rodas, J. Haanen, M. Guidoboni, M. Maio,

P. Schoffski, M.S. Carlino, C. Lebbé, G. McArthur, P.A. Ascierto, G.A. Daniels,
G.V. Long, L. Bastholt, J.I. Rizzo, A. Balogh, A. Moshyk, F.S. Hodi, and J.D. Wolchok
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A Overall Survival
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ORIGINAL ARTICLE

Pembrolizumab plus Axitinib versus
Sunitinib for Advanced Renal-Cell Carcinoma

B.l. Rini, E.R. Plimack, V. Stus, R. Gafanov, R. Hawkins, D. Nosov, F. Pouliot,
B. Alekseev, D. Souliéres, B. Melichar, I. Vynnychenko, A. Kryzhanivska,
|. Bondarenko, S.J. Azevedo, D. Borchiellini, C. Szczylik, M. Markus,
R.S. McDermott, J. Bedke, S. Tartas, Y.-H. Chang, S. Tamada, Q. Shou, R.F. Perini,
M. Chen, M.B. Atkins, and T. Powles, for the KEYNOTE-426 Investigators*

Pembrolizumab-Axitinib

Characteristic (N=432)
Age

Median (range) —yr 62 (30-89)

<65 yr— no. (%) 260 (60.2)
Male sex— no. (%) 308 (71.3)
Region of enrollment — no. (%)

North America 104 (24.1)

Western Europe 106 (24.5)

Rest of the world 222 (51.4)
IMDC prognostic risk — no. (%)

Favorable 138 (31L.9)

Intermediate 238 (55.1)

Poor 56 (13.0)
Sarcomatoid features — no./total no. with known status (%) 51/285 (17.9)
PD-L1 combined positive score — no./total no. with data (%)

S| 243/410 (59.3)

<1 167/410 (40.7)
No. of organs with metastases — no. (%)§

1 114 (26.4)

=2 315 (72.9)
Most common sites of metastasis — no. (%)

Lung 312 (72.2)

Lymph node 199 (46.1)

Bone 103 (23.8)

Adrenal gland 67 (15.5)

Liver 66 (15.3)
Previous radiotherapy — no. (%) 41(3.5)
Previous nephrectomy — no. (%) 357 (82.6)
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Aktivita nivolumabu u nemalobunecného karcinomu plic

Overall Survival (% of patients)

MNo. at Risk
Nivolumab
Docetaxel

100~ Median Overall Survival 1-Yr Overall Survival MNo. of
90 mo (95% ClI) % of patients (95% Cl) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 36
80— Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
70
607
Hazard ratio for death, 0.59 (0.44—0.79)
50 P<0.001
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Brahmer J et al. N Engl J Med 2015, 373,123-35.
Borghaei H et al. N Engl J Med 2015, 373, 1627-39.



Pembrolizumab vs. chemoterapie —- KEYNOTE-024

A
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Hazard ratio for disease progression or death,
50+ 0.50 (95% CI, 0.37—0.68)
P= 0001
20+
&
= 704
£
= 60
3_& 50
g 40 Pembrolizumab
E’ 30+
o
204
10 Chemotherapy
o T T T T T 1
(4] 3 & a 12 15 18
Month
Mo. at Risk
Pembrolizumab 154 104 29 22 22 3 1
Chemotherapy 151 99 70 18 ] 1
B
Mo. of Events/
Subgroup Mo. of Patients Hazard Ratio for Disease Progression or Death (952 CI)
Owverall 189/305 —— 0.50 (0.37—-0.68)
Age
<65 yr 91/141 — - 0.61 (0.40-0.92)
=65 yr 98/164 —— 0.45 (0.29—-0.70)
Sex
Male 116/187 — 0.39 (0.26—0.58)
Female 73/118 —_—— 0.75 (0.46-1.21)
Region of enrollment
East Asia 21,40 = 0.35 (0.14—0.91)
Mon—East Asia 168265 —— 0.52 (0.38—-0.72)
ECOG performance-status score
o 59,107 — - 0.45 (0.26-0.77)
1 129157 —— 0.51 (0.35—-0.73)
Histologic type
Squamous 37/56 —_— . 0.35 (0.17-0.71)
Monsquamous 152249 —.— 0.55 (0.39—-0.76)
Smoking status
Current 44 /65 —— 068 (0.36—1.31)
Former 133 /216 —,— 0.47 (0.33-0.67)
Never 1224 0.90 (0.11-7.59)
Brain metastases at baseline
Yes 1728 - 0.55 (0.20—1.56)
No 172/377 — - 0.50 (0.36-0.62)
Platinum-based chemotherapy regimen
Included pemetrexed 120/1599 —— 0.63 (0.44—-0.91)
Did not include pemetrexed 69,106 —_— . 0.29 (0.17—-0.50)
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Reck M et al. NEJM 2016



bskopalni efekt radiotera
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Vedlejsi ucCinky ipilimumabu

Table 5. Adverse Events in the Safety Population.:
Adverse Event Ipilimumab plus gplad (M=380) Ipilimumab Alone (N=131) gplot Alone (MN=132)
Total Grade3 Grade 4 Total Grade 3 Grade 4 Total Grade 3 Grade 4
Mk ber of potie s (percsrnt)
Any ecent 374 (3841 147 3FE.7) 26 5.5 127 (36,5 4% (37.4) 11 5.4 128 (%7.0) 54 (40,5 8 (5.1%
Ay drug-related event IFE (BE.T &2 (16.3) 4(1.1) 105 (B021 25 (19.1) 5 (3.8) 104 (TE.E) 15 11.4) a
Gastrointestinal disorders
Diarrhes 145 (35.4) 16 (4.2 103 43 (32.8) 7 (5.3) s 26 [19.7) 1 0.8) o]
Mausea 129 33.9) 5 (1.3} 1003 46 (35.1) 3 (2.3) o 52 39.4) 3 2.3) o]
Constipation 51 21.33 3 @) o 2F (2005 3 (2.3 o 34 (25.8) 1.3 o
Warmiting 75 1%.7) & (1.6) 1 (03 31 (23.7) 3 (2.3) o 29 @2 3 @.3) a
Abdorminal pain &7 (17.6) & (1.6) o 20 (15.3) 2 (15 o 22 167 & (457 1 {.8)
Crther
Fatigua 137 35.1) 19 5.0 s SE (42000 o [5.9) s 41 31.1) 4 (3.07 o]
Cedgeased appeaite B8 23.2) 513 10003 35 (26.7) 2 (1.5 o 2% @200 3233 1.3y
Pyrexia TH @05 2 0.5 o 16 (12.2) a o 23 A7.4) 2z [A.5) a
Headache &5 (17.1) 4 1.1) o] 12 (14.5) 3 (2.3) o] 19 [@14.4) 3 2.3) o]
Cough EE [14.5) 103 s 21 (165.0) o] s 18 [13.6) O o]
Cyspnea 45 (12.1) 12 @2 2 (o5 1% (14.5) 4(3.1) 1.8 25 (189 £ (4.5 o
Anermia 41 Q0.3 11 2% o 15 (11.53 4310 o 23 Q7.4 11 3.3 o
Ay immune-related event 221 (G6.2) 7 (2.7 205 0 G111 16 (12.2) 3 @2.3) 42 (F1.8) 4 (3.0 a
Derrmatologic 152 (40.0) 5 2.1) 1003 57 [43.5) 2 (1.5) s 22 (167 O o]
Pruritus &7 (A7.5) 1 @0.3) o] 32 (244 o] o] 14 [@0.5) O o]
Raszh &7 (1743 513 o 25 A%1) 1o o & (4.5 o o
Witiligo 14 3.7) o] o 3 @2.3) a o 1 ) o a
Gastrointestinal 122 @2.1) 20 (5.3) 2 (05) EX R wel-To)] 10 (7.6) o 1% (14.4) 1 @ 8) a
Diarrhes 115 (30.3) 14 3.7 o] 36 27.5) £ (4.6) o] 1% (13.6) 1 0.8) o]
Colitis 20 (5.3]) 11 2.9 1003 10 (7.5) 7 (5.3 s 1 [0.8) O o]
Endodine 15 @9 401.13 o 10 (7.5 3 2.3 2 (1.5 2 (1.5 o o
Hypothyroidism & (1.6) 1 6.3) o 2 [A.5) a o 2 A.5) o] a
Hypopituitarisrm 3 [0.5) 2 [0.5) o] 3 E.H) 1 (0.8) 1 0.8) o] O o]
Hypophysitis 2 [0.5]) 2 [0.5) s 2 [1.5) 2 (1.5) s o O o]
Adrenal insuffidency 3 EE) 2 @.5) ] 2 (1.5 s ] ] o] ] s ]

Hodi FS et al. NEJM 2010, 363, 711-723




Toxicita ve studii CheckMate 017

Event Nivolumab (N=131) Docetaxel (N=129)
Any Grade Grade 3 or4 Any Grade Grade 3 or 4

number of patients with an event (percent)

Any event 76 (58) 9 (7) 111 (86) 71 (55)
Fatigue 21 (16) 1(1) 42 (33) 10 (8)
Decreased appetite 14 (11) 1(1) 25 (19) 1(1)
Asthenia 13 (10) 0 18 (14) 5 (4)
Nausea 12 (9) 0 30 (23) 2(2)
Diarrhea 10 (8) 0 26 (20) 3(2)
Arthralgia 7 (5) 0 9(7) 0
Pyrexia 6 (5) 0 10 (8) 1(1)
Pneumonitis 6 (3) 0 0 0
Rash 5 (4) 0 8 (6) 2(2)
Mucosal inflammation 3(2) 0 12 (9) 0
Myalgia 2(2) 0 13 (10) 0
Anemia 2(2) 0 28 (22) 4(3)
Peripheral neuropathy 1(1) 0 15 (12) 3(2)
Leukopenia 1(1) 1(1) 8 (6) 5 (4)
Neutropenia 1(1) 0 42 (33) 38 (30)
Febrile neutropenia 0 0 14 (11) 13 (10)
Alopecia 0 0 29 (22) 1(1)

RBrahmer T et al N Enol T Med 2015 373 123-35



Toxicita Ié€by inhibitory kontrolnich bodu
imunitni odpovedi

 Vedlejsi uCinky méne cCasté nez v pripadé cytotoxické chemoterapie

* Oproti cytotoxické chemoterapii vedlejsi uCinky mnohem rozmanitéjsi

* Podminény autoimunitou (immune-related adverse event.)

* Velmi Casta hypotyreoza a dermatitidy

* Vyskyt ostatnich vedlejsich ucinku zpravidla u méné nez 10% nemocnych

* Nékdy kumulace vedlejSich ucinku postihujicich rizné organy



Dlouhodobé komplikace po léché

 chronicka toxicita |[écby (kardiovaskularni onemocnéni)

* sekundarni nadory
* metastazy v neobvyklych lokalizacich



Riziko kardiovaskularnich udalosti po
lécbeé pro testikularni karcinom
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Interni onkologie

 Spojuje klinickou onkologii (farmakoterapie nadorovych
onemocnéni) a radiacni onkologii

* VV nasich podminkach vétsinou oba obory v ramci jednoho
pracoviste

e Zdsadni vyznam podpurné lécby — reseni komplikaci
vlastniho nadorového onemocnéni i terapie

* U systemove |écby jsou i komplikace systémové povahy

* Komorbidity u nemocnych s nadorovym onemocnénim
casto primo Ci neprimo souviseji s vlastnim nadorem

* Nezbytna interni erudice jako zaklad obou obort



Role farmakoterapie v interni onkologii

* Cili hlavné na systémové onemocnéni

* Redi nddorova onemocnéni napfi¢ organovymi systémy

» Siroky zabér v rdmci internich i ostatnich organové zaméfenych obor

* Integruje péci zameérenou na jednotlivé organy

* Rozhodujici role podpurné |éCby (feSeni komplikaci vlastniho onemocnéni
i 1éCby)

* VVyuziti imunitni odpovedi

* Tumor-agnosticky pristup — stejna cilena lécba bez ohledu na charakter
primarniho nadoru



A4

Zaver

» Zlepseni systémoveé |éCby prinasi zlepseni prognosy nemocnych

e Stale vice se v planovani |écby uplatnuji poznatky o patogenese
nadoru

* Roste role cilené |écby

* Pribyvaji dukazy pro roli imunitniho systému v protinadorové
odpovédi

* Roste vyuziti imunoterapie

* Roste rozmanitost vedlejSich ucinkl a naroky na podpurnou lécbu
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