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Optymalizacja leczenia chorych z R/R HL
nie kwalifikujgcych sie do ASCT

Prof. dr hab. n. med. Wojciech Jurczak
Centrum Onkologii — Instytut

Im. Marii Sktodowskiej - Curie
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HL by the Numbers (US)

Optimal Upfront Treatment

700 Pts 2 70 years

8500 pts
Favorable ES Unfavorable Unfavorable Favorable
avorabie ES ES with Bulk AS
1300 2500 1000 2500
500 Fail
10%

Moskowitz, SEICoHL Conference 2019
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HL by the Numbers (Poland - estimation)

Optimal Upfront Treatment

70 Pts 2 70 years
850 pts No standard TX
Favorable ES Unfavorable Unfavorable Favorable Unfavorable
ES ES with Bulk AS AS
130 250 100 250 120
50 Fail 30 Fail
10% 12% 20% 20% 25%

TREATMENT FAILS IN 140 + 70 PATIENTS
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Jak poprawic wyniki leczenia HD ?

 Leczenie 1 Linii
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HD — novel therapeutic agents

Classical Hodgkin
Lymphoma
CD20-, CD15+, CD30+

(strong)

e Upregulation JAK/STAT
and NF-kB

e TNFAIP3 alterations

¢ lLoss B2M

e Overexpression PD-L1

PL/ADC/19/0033

Targeted therapies Immune therapies

Pembrolizumab

/, Nivolumab

ADCT-301

>-—_-

ral

Brentuximab vedotin
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ADC (Antibody Drug Conjugates)

ol . \=
ADC :::'- ‘
\}r/ L payload

¥ -=rpayload
DNA damaging agents:

= linker

*  Calicheamicin (i.e. in Myelotarg)
Benzodiazepine (PBD)
Duocarmycin
Camptothecin analogues
Doxorubicin

60% - microtubule inhibitors
(i.e. auristatine in BV)

CENTRUM ONKOLOGII - INSTYTUT
L ympnoma IM. MARIl SKLODOWSKIEJ -CURIE

R esearch
PL/ADC/19/0033 Bowp =



Brentuximab Vedotin — approved indications

R/R HL (failing 2 regimens) 2011 2012

R/R sALCL 2011 2012
Consolidation Post ASCT HL 2016 2016

CTCL 2017 2017

R/R Primary cutaneous ALCL 2017 -

1st line HL 2018 (stage ll1,IV) 2019 (stage 1V)

1 st line PTCL (CD30+) 2018 -

PL/ADC/19/0033 Blowp =



Brentuximab Vedotin — approved in HL

lysosomal
proteases

(PABC)

p-amino-benzylcarbamate spacer

—
ATAIT P

Brentuximab vedotin Maleimido  Valine citrulline Monomethyl Auristatin E
caproyl spacer linker (MMAE)
100
80
70
60
50
40
30
Median
20 N Events (Months)
102 54 40.5
10 95% Confidence Interval
0
0 6 12 18 24 30 36 42 48 54 60
N at Risk (Events) Time (Monthe)
102(0) 96(3) 86(11) 76(20) 62(34) 55(39) 47(44) 41(50) 38(51) 17(54) 0(54)

Younes et al., NEJM 2010,

PL/ADC/19/0033

Probability of Modified Progression-free Survival

RISK FACTORS:

1) Primary refractory

2) Relapsed within 12 months
3) Extranodal disease

\

Salvage
Therapy

(CR/PR/SD)
& ASCT

¥ N\

Brentuximab
Vedotin (BV)

Placebo

ECHELON-1

.| 1-STline HD '
0.5+ I n e © A+AVD, censored
© ABVD, censored
0.4
Hazard ratio for progression, death, or modified progression, 0.77 (95% Cl, 0.60-0.98)
0.3 P=0.04 by stratified log-rank test
: No. of events: A+AVD, 117; ABVD, 146
A+AVD ABVD
0.2 Reasons Leading to Event (N=117) (N=146)
Disease progression 90 102
014 Death from any cause 18 2
: Subsequent anticancer therapy when complete response 9 22
not achieved at completion of frontline therapy
0.04—

T T T T T T T T T T T T T T T T T T T T T T T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 SO 52

Months since Randomization

Connors et al., NEJM 2018

Percent of subjects free of PD or death

AETHERA

HR: 0.521 (0.379 - 0.717)

Brentuximab vedotin

Placebo

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Time (months)

Moskowitz et al, Lancet 2015
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Cumulative proportion surviving
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D M 4
] 5 10 15 20
Survival time, y

Dtugosz Danecka et al. PAMW 2019

Cumulative proportion surviving

%\ HL (IIBX-1V) treated with escalated BEACOPP (N=188)
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5 10 15 20
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ASCT in HD R/R to escalated BEACOPP (N=39)

Indication to PBSCC Lack of Subjected to CR after to Relapse Patients
ASCT Failure n (%) | response to ASCT ASCT after ASCT with PFS
salvage n n (%) n (%) n (%) at 10 years
09 | Primary 23 4(17.3) 4(17.3) 15 (65.2) 13 (56.5) 6 (26.0) 9 (39.1)
refractory HL

0,8 | HL relapse 16 4 (25.0) 2 (12.5) 10 (62.5) 10 (62.5) 4 (25.0) 6 (37_5)
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- chemosensitive relapse
0.1} —— primary resistence
0'0 A A A A A A A A A A
0 2 4 6 8 10 12 14 16 18 20
Time (years)
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Rzeczywiste pytania a rejestracja lekow

‘ ORIGINAL ARTICLE ‘

Brentuximab Vedotin with Chemotherapy
for Stage III or IV Hodgkin’s Lymphoma

J.M. Connors, W. Jurczak, D.J. Straus, S.M. Ansell, W.S. Kim, A. Gallamini,
A. Younes, S. Alekseev, A. lllés, M. Picardi, E. Lech-Maranda, Y. Oki, T. Feldman,
P. Smolewski, K,J. Savage, N.L. Bartlett, J. Walewski, R. Chen, R. Ramchandren, 6 X ABVD
P.L. Zinzani, D. Cunningham, A. Rosta, N.C. Josephson, E. Song, J. Sachs, R. Liu,

H.A. Jolin, D. Huebner, and . Radford, for the ECHELON-1 Study Group*
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of N N=1334
- B
E
7]
0.7+
8
w064
© A+AVD, censored
054 = ABVD, censored
3
=§ 0.4 Hazard ratio for progression, death, or modified progression, 0.72 (95% Cl, 0.57-0.91)
E P=0.006 by stratified log-rank test
= No. of events: A+AVD, 123; ABVD, 164
Z 0.3
=
= A+AVD ABVD
E 0.2 Reasons Leading to Event (N=123) (N=164)
Disease progression 73 103
0.1 Death from any cause 15 22
Subsequent anticancer therapy when complete response 35 39
not achieved at completion of frontline therapy
0.0 T T

T — T T T T T T T T T T T T T T T T T T T
0 2 4 & & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 43 50 52
Months since Randomization
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Rzeczywiste pytania a rejestracja lekow

‘ ORIGINAL ARTICLE ‘ Ocena wczesnej
odpowiedzi W

Brentuximab Vedotin with Chemotherapy PETCT

for Stage III or IV Hodgkin’s Lymphoma

J.M. Connors, W. Jurczak, D.J. Straus, S.M. Ansell, W.S. Kim, A. Gallamini,
A. Younes, S. Alekseev, A. Illés, M. Picardi, E. Lech-Maranda, Y. Oki, T. Feldman,

P. Smolewski, K,J. Savage, N.L. Bartlett, J. Walewski, R. Chen, R. Ramchandren,
P.L. Zinzani, D. Cunningham, A. Rosta, N.C. Josephson, E. Song, J. Sachs, R. Liu, CR 9 4 X ABVD
H.A. Jolin, D. Huebner, and . Radford, for the ECHELON-1 Study Group*
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E P=0.006 by stratified log-rank test
= No. of events: A+AVD, 123; ABVD, 164
Z 0.3
=
= A+AVD ABVD
g o Reasons Leading to Event (N=123) (N=164) AV D +
Disease progression 73 103
0.1 Death from any cause 15 22
Subsequent anticancer therapy when complete response 35 39

not achieved at completion of frontline therapy
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Rzeczywiste pytania a rejestracja lekow

‘ ORIGINAL ARTICLE ‘ Ocena wczesnej

odpowiedzi W
Brentuximab Vedotin with Chemotherapy PETCT
for Stage III or IV Hodgkin’s Lymphoma

J.M. Connors, W. Jurczak, D.J. Straus, S.M. Ansell, W.S. Kim, A. Gallamini,
A. Younes, S. Alekseev, A. Illés, M. Picardi, E. Lech-Maranda, Y. Oki, T. Feldman,

P. Smolewski, K,J. Savage, N.L. Bartlett, J. Walewski, R. Chen, R. Ramchandren,
P.L. Zinzani, D. Cunningham, A. Rosta, N.C. Josephson, E. Song, J. Sachs, R. Liu, CR 9 4 X ABVD

H.A. Jolin, D. Huebner, and . Radford, for the ECHELON-1 Study Group*
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Z 0.3
=
= A+AVD ABYD
E 0.2 Reasons Leading to Event (N=123) (N=164)

Disease progression 73 103
0.1 Death from any cause 15 22
Subsequent anticancer therapy when complete response 35 39
not achieved at completion of frontline therapy
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Older patients with HL: ECHELON-1 study

Probability of modified PFS

1.0
0.8 ]
0.6 e =
Patients aged 260 years  A+AVD (n=84) ABVD (n=102)
2-year PFS per INV, % 73.8 68.9
044 (95%Cl) (62.3,82.2) (58.1,77.5)
HR (95% CI); p value 0.854 (0.49, 1.48); p=0.576 Log-rank test p value: 0.576
Hazard ratio (95% CI): 0.854 (0.492, 1.484)
Patients aged 260 years, A+AVD (n=51) ABVD (n=67) Number of events A+AVD: 22 ABVD: 30
0.2 4 stagelV
2-year PFS per INV, % 74.0 59.9
(95% ClI) (59.5,84.0) (45.6,71.5) m= ABVD === A+AVD @ Censored e Censored
HR (95% CI); p value 0.658 (0.34, 1.26); p=0.203
0'0IIIIIIIIIIIIIIIIIIIIIIIIII
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time from randomization (months)
[Blolish
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R/R HL: 1400 pts/year (in US)

Salvage therapy (1-2)

PET pos. PR

|

20%

with ASCT

300 pts

No Response

100 pts Cured
with ASCT
140 pts
Treatment

Treatment Failure

Failure

Moskowitz, SEICoHL Conference 2019
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R/R HL: 140 pts/year (estimations for Poland)
Potential role of Brentuximab

Salvage therapy (1-2)

PET pos. PR

|

20%

61 Pts Cured 28 pts
with ASCT

No Response

mcm

10 pts Cured
with ASCT

30 pts
Treatment Failure

14 pts
Treatment
Failure

65 pts CPI

[Plolish
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Program NFZ — Brentuximab w R/R HL

Brentuximab w nawrotowym lub opornym na leczenie HL:

po autologicznym przeszczepieniu komorek

macierzystych szpiku (ang. autologous stem celi
transplantation, ASCT)

lub

po co najmniej dwoch wczesniejszych terapiach, w

przypadku, gdy ASCT lub wielolekowa chemioterapia ?
nie stanowi opcji leczenia;

2 x ABVD > (esk. BEACOPP, ESHAP, IGEV lub podobne) = PD lub SD
2 x esk. BEACOPP = (ESHAP, IGEV lub podobne) = PD lub SD

Brentuximab
Salvage

Brentuximab
Salvage

Plolish ™
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Current State of BV in a Salvage Therapy

Regimen Primar | CR-PET CD34 | ASC PFS
y neg pre- T% ITT
Ref ASCT

BV + Chemotherapy

“ovesaar | o | 20 | @ | 0o | 575 | % | Toosoon
years

E
Sequential ICE ]

< https://www.ncbi.n
Salvage therapy 1o icles/PMC5638176/
Chemotherapy

Too soon

79% at 3 yrs

ICE/GVD 68% at 8 yrS .0|i3h |
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Sequential vs concomitant BV ?

 CRtosingle agent BV is NOT inferior to e Bendamustine-BV seems
that of chemotherapy no better than BeGV

* 1/3 of patients can avoid chemotherapy

for salvage if BV is used first * Platinum based salvage

regimens combined with

 Chemotherapy alone without BV offers a BV are “challenging

CR rate of 60-70% with ICE or BeGV
— BV can be used as salvage number 2

PBlolish =
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BV real life data from Poland

p=0,75

0 12 24 36 48
Time since the first BV/BVB cycle (months)

Courtesy of Czyz, unpublished PLRG data

60 — v

-~ BVB

el |7
N=66 N=37

Response after 2 cycles
CMR

20(33%) 17 (47%) 0.08

PMR 22 (37%) 16 (44%)
SMD 11 (18%) 1 (3%)
PD 7(12%)  1(3%)

Death before response 0 (0%) 1 (3%)

assessment
The best response to treatment

CVR 41(63% )
12 (18%)

PMR

SMD 7 (11%) 1 (3%)
PD 6 (9%) 2 (5%)
Death before response 0 (0%) 1 (3%)
assessment
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Progression-free survival, %

100
90
80
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60
50
40
30
20
10

0
0

100
90

80|

70

601

50
40

5-Year PFS by Number of Risk Factors*™

2 2 Risk factorst (N=280)

Median
N Events (Months)

—— Placebo+BSC 136 86 9.7
BV+BSC 144 56 —

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Time (Months)

2 3 Risk factorst (N=166)

30|

20

10
oL,

Median
N Events (Months)
—— Placebo+BSC 84 63 6.3
O (S N — . =
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88
Time (Months)

AETHERA Trial

Risk Factors

« Primary-refractory HL or relapse <12
months from completion of frontline therapy

PR or SD as best response to salvage
therapy pre-ASCT

« 22 previous salvage therapies
« Extranodal disease at pre-ASCT relapse
« B symptoms after failure of frontline therapy

1. Moskowitz CH, et al. Lancet 2015;385:1853-1862.
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BV as a “snadwitch”

BV as a Salvage regimen
PLRG experience — Czyz et al

BV as maintenance
AETHERA study — Moskovitz et al
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Brentuximavb Vedotin w HD — przed ASCT

Im wczesniej podamy BV tym lepsze sg wyniki leczenia

* Jakosc CR nie zalezy od tego, czy zastosujemy BV w monoterapii, czy w

skojarzeniu z chemioterapig, sekwencyjne stosowanie pozwala natomiast
uniknac¢ podania kolejnej linii chemioterapii u 1/3 chorych

Kazdy Pacjent poddany ASCT po BV, jest chgorym wysokiego ryzyka, stad ma
rejestracyjne wskazania do kontynuowania leczenia BV po przeszczepie

[Plolish
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CHEONIAKA CHEONIAKOW

o | i i I
Co powinno Cie Jesli pojawily sie Ustyszates diagnoze? Jak walczy sie Kiedy metoda leczenia nie
zaniepokoic? u Ciebie objawy. Poznaj chorobe! z chtoniakiem? jest refundowana...
OBJAWY CHLONIAKA DIAGNOSTYKA PODTYPY CHLONIAKA METODY LECZENIA BADANIA KLINICZNE
’ Bolesne i tkliwe powigkszone wezty chionne to ' Najwazniejsze jest postawienie prawidiowego ' Chioniaki to zespét choréb o wielkiej ’ Leczenie chioniakéw jest coraz skuteczniejsze, ’ Wigkszos$¢ najnowszych metoda jest w Polsce
raczej objaw infekcji niz chioniaka. Niepokdj rozpoznania. Mniej istotne jest to, czy réznorodnosci i dynamice. Przebiegajg one w ostatnie lata przyniosty przetom w postaci nierefundowana lub limitowana. Dla pacjenta
powinny wzbudzi¢ NIEBOLESNE wezly chionne rozpoczniemy leczenie od razu, wazne czy sposo6b agresywny lub nie wymagajacy leczenia rozwoju lekow celowanych, ktére zmienity drogg do ich stosowania w leczeniu s3 badania
oraz pozostate objawy. bedzie one prawidiowo dobrane! latami. standard leczenia. kliniczne.

WIECEJ

WIECEJ WIECEJ WIECEJ WIECEJ

CHLONIAK TO DIAGNOZA, NIE WYROK

Witaj w serwisie Pokonaj Chtoniaka!

Najwazniejszg informacja dla pacjentow

ze zdiagnozowanym chtoniakiem oraz ich rodzin jest mozliwosé

leczenia tego nowotworu na kazdym etapie choroby!
UM ONKOLOGII — INSTYTUT

\RII SKEODOWSKIEJ-CURIE

(%) CHLONIAKI to nowotwory, ktére moga by¢ leczone coraz iej i mniej obcigzajaco dia pacj



2@ ZESPOL LECZENIA CHEONIAKI . BADANIAKLINICZNE KONTAKT W walce D STREESY

CHEONIAKA

[ P,

7 ) W wyniku 25 letniej wspdtpracy doswiadczenia w pracy badawczej w

/\/\(9 osrodkach krakowskich zaprosit do
E wid e n G e wspotpracy lekarzy z sgsiednich wojewodztw, ktorzy pracowac beda wg
wspdlinych procedur we wspdtpracy z osrodkiem badan klinicznych w grupie

Pratia MCM Krakdw, umozliwiajac wymiang doswiadczen, wiedzy i konsultacji,
a takze zwigkszanie dostepnosci do peinego europejskiego standardu leczenia

www.chloniak.org

pacjentow z chioniakami

CENTRUM ONKOLOGII - INSTYTUT

IM. MARII SKEODOWSKIEJ-CURIE



|1|1

BRI _ Luilul
T e{_vgs I pL

s lqd ‘Am aa ‘.,‘ 4\‘;“‘(‘: et
A 1;?-. n‘n.* 7‘?‘ e
[ N

Prof. dr hab. n. med. Wojciech Jurczak
Centrum Onk0|0g|i - |n5tytut Bloiish = @ CENTRUM ONKOLOGI! - INSTYTUT

L ymphoma

Im. Marii Sklodowskiej - Curie Mecocn

IM. MARII SKEODOWSKIEJ-CURIE




