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Konu anahatlari

* Giris Relaps HL, Tedavi algoritmi
* Re-Indiiksiyon (salvage) kemoterapi rejimleri

* Relaps /refrakter HL'de Mekanizma / Yolaklar
— CD30, mTOR, PI3K, JAK-STAT, PD1/PDL1

* Yeni ajanlarin gelistirilmesi

 Bendamustin, Lenalidomide, Everolimus, diger
biyolojik ajanlar

* Anti-CD30 antikor /immunoterapi
e 2. Basamakta Radyoterapi
* Sonug
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Relaps Hodgkin Lenfoma

e Lokalize ise %10-15 ve ileri HU'de %20-40
relaps !

* Relapslarin %40-50'si ilk 12 ayda 3
* %10-15 HL'de tedaviye direncli (refrakter)*>

* Re-induksiyon tedavileri sonrasi bu hastalarin
varisinda kalici yanitlar saglanabilir

1. Josting A.J Clin Oncol 2002; 20:221. 2. Bonfante V. J Clin Oncol 1997; 15:528.
3. Radman I. Ann Oncol 2002; 13:1650. 4. Santoro A. J Clin Oncol 1987; 5:27.
5. Canellos GP. N Engl J Med 1992; 327:1478.
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HL Tedavisi

YENI TANI RELAPS /REFRAKTER
 cHL %80 kur 4> e Tedavi sinirli

e Standart tedavi; kombine * Multi-ajan KT ile Re-
KT £ RT indUksiyon £ RT+ ASCT

* Yilda 1150 kisi 6liir, cogu; * Yeni ajanlarla degisiklikler

direncli veya relaps hasta = [FTRIEITALNTE @ e
— ASCT sonrasi basarisizlikta

e anti-CD30+vedotin’-®
e PD1 inhibitoru tedavisi

4. Connors JM. JCO 2005; 23: 6400-8. 5. Viviani S. NEJM 2011; 365: 203-12
7. Younes A. JCO 2012; 30: 2183-89. 8. Moskowitz CH. Lancet 2015
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R/R HLlde Stratejiler ve Tedavi Siralamasi

1. HCT’ye uygunluk
2. Salvage Tedavi yaniti (PET/CT, metabolik yanit)
3. Bulky H. (10 cm / mediastinal Mx >1/3 toraks)
4. Remisyon suresi

5. Onceki tedaviler
— KT, hedefe yonelik tedavi, immunoterapi, HCT, RT

6. Komorbid hastaliklar (yas vs)
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Pre-ASCT, PET prognostik

Reference PET neg PFS/EFS PFS/EFS
definition PET pos PET neg

Gentzler, et al. BJH 2014 Deauville 2** 52% 85%
Akhtar, et al. BMT 2013 141 < Mediastinal 49% 76%
blood pool

Devillier, et al. Haematologica 2012 111 Harmonization 23% 79%
Smeltzer, et al. BBMT 2011 46 Harmonization 41% 82%
Mocikova, et al. 76 Harmonization 36% 73%
Leukemia&Lymphoma 2011

Moskowitz, et al. Blood 2010* 153 Harmonization 31% 75%
Jabbour, et al. Cancer 2007* 211 < Background 27% 69%

*Publications included gallium scans
**Results similar when PET negative defined as Deauville 3
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Relaps/Refrakter
Tedavi Algoritimi

 ASCT oncesi CR (PET-

adapte yaklasim)
— 1. Salvage KT (ICE)
— RT/ 2. Salvage KT (GVD)
— RT/ 3. KT/TT/ImmT

ASCT sonrasi ISRT
konsolidasyonu

— Bulky relaps

— ilk lokal hastalik icin éncesi
RT almis

Post-transplant idame
(Brentixumab )

17.08.17 Relaps HL-re
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Pre-ASCT

Erken faz
calismalari, e

Re-induiksiyon KT Rejimleri

Table 2. Selected clinical studies on treatment options with combination regimens in patients with relapsed/refractory cHL after ASCT

No. of
patients

Median no. of prior

therapies (range)

Prior ASCT

Median no. of cycles
given (range)

Response, %

PFS

Reference

retrospektif veri ...,

/karisik

GV

ASCT Oncesi ve
sonrasi veriler estap

GDP

ORR=%70-100 i
CR=%17-88

3y-EFS=%30-76

ICE

IGEV

ASHAP

ChiVPP

91

24

14

23

102

13

o1

100

1 (NR)

2(1-6)

3 (1-11)

2(1-8)

=1 (NR)

1(1-4)

1 (1-4)

0 (0-1)

36

10

2-6

4(1-12)

2 (2-4)

4 (1-4)

4 (1-6)

2(2-3)

2(2:3)

ORR, 70
CR, 19
PR, 51

ORR, 71
CR, 38
PR, 33

ORR, 75
CR, 50
PR, 25

ORR, 86
CR, 50
PR, 36

ORR, 73
CR, 40
PR, 33

ORR, 69
CR, 17
PR, 52

ORR, 88
CR, 21
PR, 67

ORR, 100
CR, 31
PR, 69

ORR, 81
CR, 54
PR, 27

ORR, 70
CR, 34
PR, 36

ORR, 94
CR, 88
PR, 6

EFS 8.5 mo (prior ASCT group)

14 mo

NR

NR

3y 27%

NR

18-mo FFTF 54%

30-mo 69%

3-y 53%

4-y EFS

3y
76%

44

47

49

g8 8

Alinari L Blood. 2016 Jan 21;127(3):287-95.
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En Sik Kullanilan Salvage KT Rejimleri

PLATINLi REJIMLER GEMSITABIN’Li REJIMLER
* |ICE (%35 hematotox, %23  GVD (gemcitabine, vinorelbine,
enfeksiyon, %1 nefrotox) ve pegylated liposomal
— ifosfamide, carboplatin, etoposide doxorubicin)
 DHAP (>%50 hematotox, %24
enfeksiyon, %6 nefrotox) « GDC (gemcitabine, carboplatin,

ve dexamethasone)

* BeGEV
(bendamustine, gemcitabine, vin
Pre-ASCT orelbine)
ORR=%70-100 .

IGEV (ifosfamide, gemcitabine, ve

CR=%17-88 vinorelbine)

EFS=3y%30-76
HL'de Salvage Rejimler’deki sonuglar Randomize ¢alismalarla etkinlik farkhhgi
benzerdir. gosterilmis degil
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HL'de Re-indiiksiyon Rejimleri

Table 1. Summary of results with selected salvage chemotherapy regimens pre-ASCT

Salvage n of Response Complete response Successful PBSC

regimen patients rate (%) rate (%) collection (%) QOutpatient Reference
DHAP 102 89 21 06 No [12]

ICE 65 85 26 86 No [15]

IGEV 01 81 54 99 Yes [18]

GVD 01 70 19 NR* Yes [17]

GDP 34 62 10 97 Yes [19]

“All patients intended for ASCT were able to receive it.
Abbreviations: ASCT, autologous stem cell transplant; DHAP, cisplatin, cytarabine, and dexamethasone; GDP,

gemcitabine, dexamethasone, cisplatin; GVD, gemcitabine, vinorelbine, and pegylated liposomal doxorubicin; ICE,
ifosfamide, carboplatin, and etoposide; IGEV, ifosfamide, gemcitabine, and vinorelbine; NR, not reported; PBSC,

peripheral blood stem cell.

JASON H. MENDLER, The Oncologist 2009;14:425-432

HL'de Salvage Rejimler’deki sonuglar benzerdir. Degisimler yeni
kemoterapi ajanlarindan ¢ok sinyal iletim yolak ve immunoterapi

alanindaki yeni ajanlarin tedaviye eklenmesi ile olacaktir

17.08.17 Relaps HL-reindiiksiyon, Berksoy Sahin
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Refrakter’lik ve Relaps
Gelismesinde Onemli Olan Mekanizmalar

* Mikro-gevrenin rolu
— Makrofaj
— T hiicresi

— HL ve mikrogevre
hiicre etkilesimi

* HL hiicresinde Sinyal
iletim yolaklarinin
aberan aktivasyonu

— NF-kB aberan
aktivasyonu

* bortezomib ve
lenalidomide

— PI3K yolak
degisiklikleri

e EBV Enfeksiyonu

T cells
T cells ;
L4 IL-5 Everolimus .
CD40L CcD30L o
s 3 : ~ % Mast cell
: ; "?.,
1 o
' CD4Q & ey
Panobinostat :
: Y - | y =, A Brentuximab
Mocetinostat . L e g S8 vedolin
i / '
)
i / *\  Lenalidomide
= |L-5 )
IL-8 Bortezomib
Bk e - = _ Pembrolizumab
:' koq\a nivolumab
9
‘\ SB1518 ;
_____ \
[L-10 ===
— TNF-a 7™\ o T cells
TGF-B ’
L. CCL22
Monocyte/macrophage Treg

Theodoros Karantanos, Blood Lymphat Cancer. 2017 ; 7: 37-52.
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Yeni Tedavi Secenekleri

* Malign Hicrelerin  Tumor mikrogevresinin
Hedeflenmesi hicresel bilesenlerinin
— CD30 asagidogru hedeflenmesi
sinyal iletim yolagi, — Bortezomib ve
— JAK-STAT lenalidomide
— PI3K—Akt—mTOR. — PD-1/PD-L1 pathway

— HDAC inhibitorleri

17.08.17 HOD-Girne Relaps HL-reindiiksiyon, Berksoy Sahin 12



Yeni Ajanlarla Tedavi Opsiyonlari

Yeni Ajanlarin cogu
ASCT sonrasi denenen
ilaclardir,

Beklenen: CR’1 yliksek
olanlar re-indiksiyona
ekleme

* Brentixumab V.

* Nivolumab

* Pembrolizumab
Toksisitesi az olanlar
kombinasyonlara
girmekte

17.08.17 HOD-Girne

).

Table 3. Selected clinical studies on treatment options with novel
agents in patients with relapsed/refractory cHL after ASCT

No. of
patients Prior ASCT Response, % PFS

ORR, 75
CR, 34
PR, 41

ORR, 87
CR, 17
PR, 70

CRR, 53 NR 30
CR, 20
PR, 33

CRR, 19 6 mo 31
CR, 3 58
PR, 16 50

CRR, 22 7.8 mo 60
CR, 4.5
PH, 18

CRR, 47
CR, 5
PR, 42
ORR, 4
CR, 0

PR, 4

ORR, 27
CR, 4
PR, 23

Agent Reference

Brentuximab 102 102 5.6 mo 28

Nivolumab 23 18

24-wk B6% 29

Pembrolizumab 15 10

Lenalidomide 36 A

Rituximab 22 18

7.2 mo a2

Everolimus 19 16

Vorinostat 25 11

4.8 mo 61

Panobinostat 129 129 6.1 mo 33

Relaps HL-reindiiksiyon, Berksoy Sahin 13



2.Basamak Tedaviler-NCCN

lyi tolere edilen ve aktivite gésteren ajanlar

e Bendamustin L203

— Faz I, n=36 hst, ORR=%53 (CR %33), mRD=75 ay
* Lenalidomide L204

— ORR=%19

e Everolimus L205
— ORR=%47

Moskowitz AJ, J Clin Oncol 2013;31:456-460. Fehniger TA, Blood 2011;118:5119-5125.
Johnston PB, Am J Hematol 2010;85:320-324.

17.08.17 Relaps HL-reindiiksiyon, Berksoy Sahin
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Maximum Tumor Reduction

100 -
§ 75 -
% s0-
[ ] (e0]
Bendamustin L T
> T
%53 ORR (%33 CR) ile agir tedavi almis | & *
@ -754
hastalarda iyi bir secenek olabilir 160+
A 1.0 B 1.04
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=
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Fig 2. Kaplan-Meier survival curves of (A) overall and (B) progression-free survival (PFS).

Moskowitz AJ, J Clin Oncol 2013;31:456-460.
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Relaps HL'de Everolimus Faz Il Calisma

* 19 hasta, dncesi 6 basamak tedavi almis,
%84’1G ASCTsonrasli

e ORR=%47 (8PR, 1CR), TTP=7.2 ay
4 hasta PF@12 ay, 1 hasta 36. ay: eve’e devam

 Tedaviden ayrilma: 16 progresyon, 1 toksisite,
1 enfeksiyon-ex

* Toksisite: 4/19 Gr3/4 pulmoner toksisite

Patrick B. Johnston, Am J Hematol. 2010 May ; 85(5): 320-324.
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Relaps HL'de Faz II:
Lenalidomide

36 yogun tedavi (%87 SCT yapilmis) almis hast
25 mg/d on days 1-21 of a 28-day cycle.

% Maxlmal Change in
SPD from Baseline

1/36 CR, 6/36 PR,ve 5/36 SD (> 6 ay)
ORR=%19, cytostatic ORR=% 33.

-100-

100
Median PFS= 4 ay ve median OS= 20 ay T 80 |"l-._h .1- OS
= L = PFS
Grade 3/4 YE, neutropenia % 47%, E 00 "-;......uu..“_l_““
anemia %29, ve thrombocytopenia %18 @ 40+
E 204
Lenalidomide Tolere edilebilen ve . | .

1 1 1 1 L I LI | L I L L
kombinasyonlarda yer alabilecek bir ajan 0 5 10 15 20 25 30 35 40 45

Todd A. Fehniger, Blood 2011;118:5119-5125. Time (months)
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Diger biyolojik Ajanlar

* Histone deacetylase ¢ JAK/ PI3 kinase

(HDAC) inhibitorleri inhibitorleri
— Panobinostat ve — INCB039110
mocetinostat +INCB040093 (Faz I)
* ORR=%27 (%4 CR) * ORR=%67, Txp ve tim
— Kombinasyonlar icin ajanlar kullanilmis
hasta

uygun partner
e Fazll ile devam

Younes A, J Clin Oncol. 2012;30(18):2197-203. Younes A, J Clin Oncol. 2012;30(33):4161-7
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Brentuximab vedotin—CD30-eksprese
malignansilerde Monoklonal antikor+toksin

Antibody Linker Drug
cAC10 anti-CD30 Attachment Protease- MMAE
antibody group cleavage site cytotoxic agent

0
A

4 N\
¢ 00
% — N\/\/\j\I(E\_j\NJ@(\ ' ! 0 ﬁ ! 0CH;0 ocmoE
0 LI i H

-
NH * o
0

CD30+ R/R HL Post ASCT!  CD30+ SALCL? ADC binds to CD30
. " .«“ ) ""‘ b : . ADC-CD30 complex traffics to lysosome——@

MMAE is released

MMAE disrupts
Microtubule network

poptosisg—

MMAE, Monomethyl auristatin E; 1 Courtesy of Nathwani 2012; 2Courtesy of Hoffbrand 2010.
R/R, relapsed / refractory



Anti-CD30 Ab-NCCN

* Pivotal Faz Il Calismasi, r/r Prospektif Faz Il, r/r HL,

HL, HDT/ASCR sonrasli HDT/ASCR éncesi

: * H=36, ORR=%69 (CR%33)
H 949 tumor reduction et — %75 ORR @Primer ref HL
é ! 72‘;//0(C>sR e s — %66 ORR@ Relaps H.
% i 2 * %90 HDT/ASCR basarilmis

* @CR: mRD=20.5 ay, 3
villik 0S=40.5 ay, PFS=9.5
ay

Younes A, J Clin Oncol 2012;30:2183-2189.
Gopal AK, Blood 2015;125:1236-1243.
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Brentixumab’in Transplant
oncesi etkinligi veya uygunlugu

17.08.17 HOD-Girne Relaps HL-reindiksiyon, Berksoy Sahin
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Allo/Oto Transplant Oncesi Brentixumab ile
konsolidasyon

e Retrospektif i —
peid L T
calismada; \ N

* PFS 18.8 vs 8.7 ay
p<.0001

Survival Probability
o o
3 o]
3
i

1
1
. 02
* Brentixumab - e
§ transplant
.o . 00 2: Transplant
transplant oncesi  ;: = 2 :
. e ) 0 6 12 18 24 30
uygun bir kdpru —
No. of Subjects  Event Censored Median Survival ($5%Cl)

te d avi O I a bi I i r r:r::\r::l:ﬁtbm gjt 7:1'712‘(3%?) 235"32"(536 )) 81‘;!(36(‘?5; :13}3))

Aurore Perrot, Haematologica. 2016 Apr; 101(4): 466—473.
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Brentuximab Vedotin + ESHAP (BRESHAP)
R/R cHL’da Faz I/ll Calisma

BRESHAP
ESHAP*
i ;f;i?j@dcoHrL Q21-28 Days x 3 Brentuximab post-ASCT
N=66) Brentuximab Vedotin —_ ASCT/BEAM —_ From Day +28 to +56
( 0.9,1.2, or 1.8 mg/kg 3 doses, every 21 days

Day 1 each cycle and
21 days post 3rd ESHAP
(n=9-18)

*ESHAP: etoposide 40 mg/m?2, 2-hr infusion Days 1-4; methylprednisone 200 mg/day Days 1-4; cytarabine 2 g/m?, 2-hr
infusion, 1 dose Day 5; cisplatin 25 mg/m2, continuous infusion Days 1-4; G-CSF support.

. Autologous PBSC collection before cycles 2, 3 of ESHAP; CD34+ quantification: 2 x 106/kg CD34+ cells
. Neutropenia prophylaxis: mandatory G-CSF from Day +7, peg-filgrastim recommended

. Phase Il: up to 66 pts

. Primary objectives: phase I, MTD; phase I, ORR/CR after BRESHAP salvage therapy before ASCT

. Secondary objectives: toxicity and stem cell mobilization capacity after BRESHAP; and TRM, TTF, PFS, and OS after
BRESHAP, chemotherapy, ASCT, and brentuximab vedotin

Garcia-Sanz R, et al. ASH 2015. Abstract 582.



BRESHAP: R/R cHL'da Faz I/ll Calisma

 Tum hastalarda * Post-Txp: %80 metabolik
>2-10e6/Kg CD34+ CR
hiicre toplandi e 1y-PFS: %87, 1y-0S: %90

* Harvesting= 1 kez /47 « BRESHAP transplant dncesi

nastada, 2 kez /13 indlksiyonda oldukga etkili
nastada, 3 kez /2 goziikmekte
nastada

* Pre-transplant
ORR=%96 (%70CR)

Garcia-Sanz R, et al. Blood 2016: 128:1109;

17.08.17 HOD-Girne Relaps HL-reindiiksiyon, Berksoy Sahin 24



PET ile adapte edilmis Pre Transplant
BV=>ICE: Fazll Calisma

. PET-adapted therapy with brentuximab vedotin and augICE
* 2 kur BV

Cohorta 3cycles 20pts

— PET negatif : SC toplama  Cofort2 Weeldy BVx 2aycles 457t

ve ASCT
— PET pozitif : ICE T s
: - > | HDT/ASCT
e 2 kir BV ile pre- ?
transplant %26 CR B
+ 2y05=%95, 2yPFS=%80
Moskowitz AJ, Lancet Oncol. 2015 Mar;16(3):284-92. Moskowitz, AJ, et al. Blood 2017
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Pre Transplant BV + Bendamustin

Table 2. Stem cell mobilization and collection

* Brentuximab N =33
VEd Otin 18 mg/kg Median number of apheresis sessions, (range) 2 (1-5)
on day 1 Wlth Median CD34+ cell yield (x 106 cells/kg), (range) | 4.0 (1.7-11.8)

* Benda mUStine 90 >2 x 10° cells collected, n 32*
m g / m 2 on d ays 1 *Patient with 1.7 x 10° cells collected was able to undergo transelant with engraftment.
and 2 of a 3-week Table 1. Best response on combination therapy
cycle forup to 6 N = 48
cycles. n (%) 95% CI

Best clinical response*
CR 40 (83) 69.8, 92.5
PR 6 (13)
SD 1(2)
PD 1(2)
LaCasce A, ASH Annual Meeting ORR (CR + PR) 46 (96) 358 995
Abstracts 2014:293 m———
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Brentixumab+Ipilimumab

Combination Approaches
Brentuximab Vedotin + Ipilimumab

» Patients with relapse/refractory HL (n=12) were
treated with brentuximab vedotin + ipilimumab

* ORR: 67%

* CR:42%

* Clinical benefit: 83%

* Most common AEs: diarrhea, rash, and peripheral
sensory neuropathy

Diefenbach CS, et al. ASH 2015. Abstract 585.

17.08.17 HOD-Girne Relaps HL-reindiksiyon, Berksoy Sahin
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Brentixumab + Nivolumab

85% objective response rate with 63% complete

SPD change from baseline

100 - -
80+ ("“ ol d}“ 0 ‘{ CR)
" - Comp _f%,—::j DNSH Q, }-
45 Deauville < 2 29 (49)
g 40 - " SD = " A
&5 20+ e D
S o
& o
E-ZO- I I
o
W 40 4 C i = U
.60-4 g - ,'. i
Deauville 4
-80-
-100 4

Individual Patients (n=59)

Herrera, et al. Lugano 2017
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Brentixumab’li Yeni Re-indiiksiyon
Rejimleri

e BV

Benda-GV

*BV-ESHAP
*Benda-BV
*BV-ICE
*BV-DHAP

BV >
Sequential ICE

BV - Sequential
Salvage therapy

*BV-Nivo

17.08.17

59

66

54

16

12

65

37

62

Primary | PETnegative [ ASCT %
Ref pre-ASCT

26

27

10

31

13

34
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40

27

11

34

24

28

70%

74%

69%

90

83%

73%

63%

92

74

75

100

na

PFS Reference
ITT

63% at 2
yrs

Too soon

63% at 2
years

Too soon
Too soon

82% at 3
yrs

72% at
18 mo

na

Santoro JCO
2016

Garcia-Sanz
ASH 2016

LaCasce
ASH 2015

Cassaday
ASH 2016

Hagenbeek
ISHL 2016

Moskowitz
Blood 2017

Chen BBMT
2015

Herrera,
Lugano 2017
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HDT/ASCR sonrasi konsolidasyonda BV
AETHERA Calismasi

e 329 H, yuksek risk’li grupta randomize C
— Refrakter, erken relaps, ekstranodal gec relaps
— BV konsolidasyonu (vs Plsb) ile PFS tum risk
gruplarinda uzamis
* PFS:42.9 vs 24.1 ay, 2yPFS=%63 vs %51, p=.0013
* 0S: NS, p=.6204
* Tolerans iyi:
— En stk YE: PNP=%56, USYE=%26, N.peni=%35, halsizlik %24
* Primer refrakter hastada BV ASCT sonrasi 1 vil
idame seklinde dnerilmekte ama oncesi BV

alanda durum belli degil

Moskowitz CH, The Lancet 2015;385:1853-1862.
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Sonuc¢ olarak Brentuximab

* ASCT sonrasl, Relaps /refrakter HL hastalarinda standart
tedavi

— Post-Transplant idame Brentixumab almis hastalardaki
progresyonda etkinligi belirsizdir

— Nivolumab sonrasi progresyondaki etkinligi belirsizdir
* Transplant mimkin olmayan

* Yasl, komorbid’leri olan hastalarda standart onerilmekte

* Pre-Transplant re-indiksiyonda, Brentixumab CR’|
artirirken SC-toplamaya olumsuz etki etmemekte

17.08.17 HOD-Girne Relaps HL-reindiiksiyon, Berksoy Sahin 31



17.08.17 HOD-Girne

Immunoterapi

PD1 /PDL1 Iinhibitorleri

e Nivolumab
e Pemrolizumab

CAR T-cell

Relaps HL-reindiksiyon, Berksoy Sahin
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PD-L1 ve PD-L2 ekspresyonun
Hodgkin Lenfoma’da Regililasyonu

Hodgkin and Reed Sternberg (HRS) Cells

* EBV

EBV 9p24.1 CIITA-BX648577 B2MG
Infection‘ Gene amrplification Gene fusion mutations

* 9p24.1 gen |
amplifikasyonu \ / \. \ \
/JAKZ u |
MHC-II MHC-I
e MHCIlvell PDL1IZxxx ¢ " ¢ AR

ekspresyon CD30

degisiklikleri Mf_ A1/ Ll

| Tells | | TCells | o

Semin Hematol. 2016 Jul; 53(3): 186—189.
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ASCT ve Brentixumab sonrasi PD1
inhibitorleri

Pembrolizumab Nivolumab

Patients 69 8o -

Age 34 (19-64)  37(28-48) -
Prior Tx 4(2-12) 4 (3-15)
Prior BV 100% 100%

Prior auto-SCT 100% 100%

ORR 72% 66% -
CR(IR) 22% 9% :

BEEEEEEEN
Fimpenan " .
Jjep
B s
-1 g L

i
CR 22% 22% ;
(doc) : @
PR 51% 58% ) Progemen b il

o . 995\135-19-?531

SD 13% 23% _ s s
POD 6% 8% T : ‘
Chen, et al, JCO 2017 Younes et al, Lancet Oncol 2016

17.08.17 HOD-Girne Relaps HL-reindiiksiyon, Berksoy Sahin 34



Allojeneik Nakil Sonrasi
Anti PD1 ve GVHD
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R/R Hl'de CD30 eksprese eden
CAR T-Cell Faz | Calisma

D 07 0o 04 D47 Dr14 De21 Dr28 : Yogun tEdaVI gOrmU§ 18 H

, cocrs ® DOZ: 1.56 x 107 CAR-(+) T
" RECCERE -+ . o
54 2 e Toksisite: 2/18 Gr 3
Bnﬂmn cooe o Etkinlik: 7/18 (%39)
e s

hastada PR, 6/18 SD

Savoldo B, Blood. 2007;110:2620-2630

Bu tedavi guvenli, aktif ve uygulanabilir goziikmekte
Wang CM, Clin Cancer Res. 2017 Mar 1;23(5):1156-1166
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Relaps Hastalikta Sistemik Tedavi
(Transplantsiz) -NCCN onerileri

e TUm hastalarda e 2. basamak Sistemik Tedavi
bazi relaps hastalikta

— 2. basamak tedavi
onerilmekte L218

+ISRT+ ASCT;
* Bazi calismalarda: sadece

— Biyopsi
_ minimal reziduel hastalikta
— Re-Staging onerilmekte L219
* PET —Deaville * Secilmis hastalarda
kriterlerine gore ek _ iyi faktorleri olan,
tedaviler 6nerilebilir — uzun DF interval

Sweetenham JW, Bone Marrow Transplant 1997;20:745-752.
Bierman PJ, Ann Oncol 1996;7:151-156.
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2. Basamak Radyoterapi

RT: Secilmis hastada etkili Hangi hastalarda RT?

olabilir * lyi PS, Erken Evre relaps,
— S5y-FFTF=%28, 5y-05=%51 B semptom yoksa;
 Ozellikle de
RT+KT (ICE+IFRT): pre- — basta favorable erken
HDT/ASCR evre,
— ORR=%88, EFR=%68 — sadece KT almis ve
— relaps 6nceki hastalik
yerinde ise
Josting A, . J Clin Oncol 2005;23:1522-1529. Moskowitz CH, Blood 2001;97:616-623.
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Sonug

* Relaps / refrakter HL'da standart tedavi YDT+ASCT
olmasina karsin; PET adapte stratejilerle;

* Re-induksiyonda daha etkili tedaviler
olusturulabilir

— Ozellikle Brentixumab’li kemoterapi kombinasyonlari
(komine veya ardisik) umut vermektedir

* ASCT / Brentixumab sonrasi, elde edilen yiksek
CR ile PD1-inhibitorlerinin oniumuzdeki donemde
re-induksiyon tedavilerine eklenmesi beklenebilir
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