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Profiling of Circulating Tumor DNA for Noninvasive Disease Detection, Risk Stratification,
and MRD Monitoring in Patients with CNS Lymphoma

Plenary Scientific Session

Jurik Andreas Mutter’”, Stefan Alig, MD?", Eliza Maria Lauer ve ark.

Amac
Dolasan tm DNA sl ile

e Hastalik siniflandirmasi
* MRD saptanmasi
 Klinik ciktilarin erken tespiti



Profiling of Circulating Tumor DNA for Noninvasive Disease Detection, Risk Stratification,
and MRD Monitoring in Patients with CNS Lymphoma

* Yontem
92 MSS lenfomasi ve 44 diger beyin kanseri ve inflamatuar hastalik

85 biyopsi ,131 plazma 6rnegi, 62 BOS 6rnegi=» Derin sekanslama
794 genetik bolge hedeflenmis
ctDNA konsantrasyonlari, timor yukunuin radyolojik élcumleriyle iliskilendirilmis

Farkh klinik zaman noktalarinda klinik sonuclarla iliskiler acisindan test edilmis

Yapay zeka ile MSS lenfomasi ve diger tmleri non invaziv olarak ayirma icin yeni bir siniflama
Plazma ve BOS'taki mutasyonel yapilarina bakarak



Profiling of Circulating Tumor DNA for Noninvasive Disease Detection, Risk Stratification,

and MRD Monitoring in Patients with CNS Lymphoma
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Dolasan DNA konsantrasyonlari

Plazmada %0.0004 - 5.94 allel frekansi (medyan: %0.01)
BOS’ta %0.0049 - %50.47 (medyan: %0.62)

DBBHL ya gore 200 kat az



o
Q
:

100
e o° O T $ . @ 100 -
o e B o
10- '8 -
| '- g -
= . * & 3 é 10-
SR o
2 =
= d AL
] n= 60
" r=0.53 0.1-
0.01+ p < 0.0001 @
: . . . . . . . ND -
0001 001 O0A1 1 i0 100 1000 10000
Plasma ctDNA concentration (hGE/mL) CiDNA llJ-OSi tive GtDNA rluegative
n =60 =15

MR ile 6lcllen timor hacimleri (TRTV) ile dolasan DNA konsantrasyonlari arasinda anlamli bir korelasyon var
Klinik risk skorlari (yani, MSKCC skoru) veya es zamanli steroid tedavisi ile bir iliski yok.
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indiiksiyon tedavisi sirasinda dolasan DNA pozitifligi, hem PFS hem de OS ile iliskiliydi



* MSS lenfomasi ve Lenfoma disi hastalarin validasyonu icin Yapay zeka
ile 207 6rnek degerlendiriliyor
e MSS lenfomasinin noninvaziv tanisi icin ylksek 6zgullik (%100) ve pozitif
prediktif deger (%100) tespit ediliyor
* Duyarhllik BOS icin %57, Plazma icin %21

* MSS lenfoma hastalarinin 6nemli bir alt grubunun invaziv cerrahi
biyopsilerden vazgecebilecegini distindurmektedir.



SONUC
Dolasan DNA Tm yuki, Risk siniflama, Non invaziv tanida anlamli
Gelecekte onemli roll olacak



Tisagenlecleucel Demonstrates Safety, Efficacy and CNS Trafficking in Primary CNS Lymphoma
Sozel

Matthew J. Frigault, MD', Jorg Dietrich, MD PhD?", Kathleen M.E. Gallagher PhD ve ark.

AMAC
CAR-T calismalarinda MSS tutulumu hastalar dislanmistir
PMSS lenfomali hastalarda toksisite ve etkinligi gostermek



Yontem
PMID: 31320380 calismasindaki yanitlara dayanarak

R/R PMSS hastalari

-5, -4 ve -3. glinlerinde standart bir fludarabin (25 mg/m?2) ve siklofosfamid
(250 mg/m?2 % rejimi ve 0.6-6.0 x 108 tisagenlecleucel CAR+ T-hlcresi dozu

verildi.
BTk kullanan hastalara 3 ay daha izin verildi
Birincil sonlanim noktasi=» Yan etki (SSS ve NT)

Ikincil sonlanim=>»ORR ve CR

Arastirma sonlanim nokatasi=® tisagenlecleucel'in uzun vadeli etkinligi,
genislemesi, kaliciligi ve fenotipi, kanin sitokin profili ve CAR-T hucrelerlnm

BOS ve MSS gecisi
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Figure 1. Swimmer plot of evaluable patients following tisagenlecleucel infusion and associated
CRS/ICANS. PD = Progressive disease. PR = Partial response. SD = Stable disease. *Continued ibrutinib
use through month 3.

Ortanca yas 67 (aralik, 34-81)
Onceki tedavi ortanca 4
2 hasta OKHN
TEDDI-R=>» 3 hasta
ViPOR=> 3 hasta
ibrutinib monoterapi = 5 hasta
6 hasta Derece 1 SSS gelisti (medyan 4. giin)
5 hastada NT =» 1 hasta derece 3
7,43 aylik medyan takip
6 hasta hayatta
4 hasta yanit devam
MSS de CART penetrasyonu gosterildi
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« SONUC

Tisagenlecleucel, onemli 6lcide karsilanmamis ihtiyaci olan oldukca
direncli bir hasta grubunda glvenli ve etkili.

Hastalarin cogu, yanith

Yanitl hastalarda Tisagenlecleucel BOS ve Kanda ekspansiyonu
gosterildi



181 High-Dose Methotrexate Is Not Associated with Reduction in CNS Relapse in Patients
with Aggressive B-Cell Lymphoma: An International Retrospective Study of 2300 High-Risk

Sozel

Katharine Louise Lewis, BMBS, FRCPath, MRCPath'<, Lasse H. Jakobsen, MSc, PhD?", Diego
Villa, MD, MPH, FRCPC ve ark.

AMAC

MSS nulksu ciddi problem
CNS-IPI 4-6 olan hastalar en yuksek risk altindadir (2 yilda %10,2)

HD-MTX, riski azaltmak icin yaygin olarak kullanilmaktadir ancak bu
uygulamayi destekleyen veriler sinirhdir



* CNS-IPI 4-6
* Yuksek dereceli B hicreli lenfoma
* Meme ve testis tutulumu

* HD-MTX, herhangi bir dozda en az bir intravendz MTX dongusu olarak
tanimlandi



Factor

All-pts (n=2300)

CR-pts (n=1455)

m [%5) Mo HD-MMTX HD-MATX Mo HD-BATX HD-MTX
(n=1890) (n=410) (mM=1171) (n=284)
Diagnosis
-DLBCL 1768 (93.5) 370 (90.2]) 1103 (94.2) 257 (90.5)
~-HGBL with {MYC plus 122 (6.5) 40 (9,.8) 68 [5.8) 27 (9.5)
BCL2/BCLE)*
Age, median (range) 68 [18-80) 65 (19-B0) &2 (18-80) 65 (19-80)
Age group, n{5)
-18-60 years 353 (18.7) 125 (30.5) 219 [1B.7] B0 [(28.2)
-61-80 years 1537 [B81.3) 285 (69.5]) 952 [81.3) 204 (71.8)
Sex, n{%)

-Male 2992 [52.5) 246 (60.0]) SE& (50.2) 167 (58.8)

-Female BOE [(47.5) 164 (40.0) SE3 [49.8) 117 (41.2)
Stage, n(%})
-1-1 71 (3.8) 13 (3.2) 61 [5.2) 10 (3.5)

-I-1w 1819 (36.2) 397 (96.8) 1110 (94.8) 274 [96.5)

ECOG, n(%:)
“0=1 679 [36.1) 245 (60.2) 4E6 [41.8) 179 (63.5)
2-4 1202 (63.9) 162 (39.8) G678 [58.2) 103 [36.5)
B-symptams, n{%) 1007 [S54.1) 219 (53.9) 560 [(48.4) 136 (48.4)
LDH elevated %) 1548 [(B7.9) 351 (86.5) 989 (84.8) 236 (B3.7)
Extranodal sites, n{%)
-0-1 465 (24.6) 67 (16.3) 298 [25.4) 45 [(15.8)
=22 1425 (75.4) 343 (B3.7) B73 [74.6] 239 (84.2)
Specific extranodal sites,

n[%)

-Remal 287 (15.2) 106 (25.5) 179 [(15.3] 69 (24.3)
=Adrenal 111 ({5.9) 44 10.7) 62 [5.3) 35 (12.3)

~Testicular 41 [4.1) 26 (10.8) 25 [4.3) 19 [(11.4)
CH5-IP1, n(%)
-0-3 169 (8.9) 58 (14.1) 139 (11.9) 42 (14.8)
-4 1057 [(56.4) 234 (57.5) 681 [58.3]) 160 (56.7)
=5 554 (29.6) 96 (23.6) 297 (25.5) 71 (25.2)
-6 93 (5.0) 18 (4.4) S0 [4.3) 9(3.2)
Treatment, ni{3)
-R-CHOP like=* 1780 (94.2) 378 (92.2) 1100 [93.9) 259 (91.2)
-DA-EPOCH-R 110 [5.8) 32 (7.8) 71 (6.1) 25 (8.8)
CNS prophylaxis, n(%)

-Namne 1455 (77.0) - B73 [(74.8] -
“HD-MTX - 265 (64.56) - 170 (59.9)
-IT-MTX 435 (23.0) - 298 [25.4) -

AT+ HD-MTH - 145 (35.4) . 114 (40.1)

5.5 yil (0.0-18.7yil ) takip
201/2300 ve 84/1455 MSS olayi

TUM hastalar
CNS IPI 4-6=» 2025/2300(%89,2)
%93,8 i RCHOP benzeri

32/410 (8,8. ayda) ve 169/1890
(6,7. ayda) hastada MSS olayi

CR hastalar
CNS IPI 4-6=>» 1267/1455(%87)
%93,3 i RCHOP benzeri

16/284 (11. ayda) ve 68/1171
(10,3. ayda) hastada MSS olayi
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« HD MTX cok yuksek riskli hastalarda da etkisiz

CNS IPI 5 (n=368)
CNS-IPI 6 (n=59)
CNS- IPI 6+ testis, bobrek/adrenal tutulum



« SONUC

Simdiye kadar ki en buyuk calisma
MSS relapsi diger calismalar ile benzer %9

Randomize olmayan ve geriye donuk tasarimin sinirlamalarina ragmen,
HD-MTX'in yuksek riskli hastalarda MSS nuksiu oranlarinda klinik olarak
anlamli bir azalma ile iliskili olmasi olasi gébrinmemektedir.



Early Integration of High Dose Methotrexate to Frontline DLBCL Therapy Does Not Impact
CNS Relapse Compared to End of Treatment Delivery: A Multicentre International Analysis of
1384 Patients

Sozel

Matthew R Wilson’, Toby A. Eyre?", Amy A Kirkwood, MSc®®, Nicole Wong Doo ve ark.

AMAC

HDMTX = Etkinlik?, optimum doz? Ne zaman verilecek?

Genellikle once verilmekte

Wilson ve ark.(2020), aralarda verilen tedavi vs tedavi sonu verilen tedavi
Artan toksisite ve R-CHOP gecikmeleri ile iliskili

Hipotez olusturmasina ragmen, calisma boyutu, EOT'nin CNS relaps
riski acisindan daha dustk olup olmadigini belirlemek icin yetersizdi.



* 47 merkez

* Retrospektif

* HDMTX+IT MTX alan hastalar da dahil edildi

* Yogun KT alanlar dislandi (R-DA-EPOCH)

* Araya eklenen HDMTX =» Son tedaviden once alinan tedavi

* EOT kolundaki olasi 6limsuzltk yanhhigini azaltmak icin, 6 ayda sag ve
progresyon gostermeyen hastalar icin bir landmark analizi yapildi



Table 1: Baseline characteristics

*Factors analysed in MVA for risk of CNS relapse

Ortanca takip suresi 37,9 ay

All Intercalated End of p-value
treatment
N=1384 N=750 N=634

Age* 62.5(17 - 88) 62.0 (17 - 88) 63.0 (18 - 86) 0.073
Male sex (%)* 842 (60.8) 450 (60.0) 392 (61.8) 0.49
Advanced stage, N (%)* 1156 (83.5) 647 (86.3) 509 (80.3) 0.0028
Raised LDH baseline, N (%)* 943 (70.0) 534 (71.6) 409 (67.9) 0.15
ECOG 22, N (%)* 358 (25.9) 200 (26.7) 158 (25.0) 0.49
2+ Extra-nodal sites, N (%)* 798 (57.7) 445 (59.3) 353 (55.7) 0.17
Renal or adrenal, N (%)* 240 (17.3) 138 (18.4) 102 (16.1) 0.26
Testicular, N (%) 175 (12.7) 81 (10.8) 94 (14.9) 0.023
Double or triple hit, N (%) 66 (6.1) 34 (5.7) 32 (6.7) 0.46
[High CNS IPI (4-6), N (%) 600 (44.2) 337 (45.1) 263 (43.1) 0.087 |
IT prophylaxis, N (%) * 636 (46.1) 285 (38.1) 351 (55.6] <0.0001
22 es HD-MTX given, N (%)* 1199 (86.6 557 (87.9 642 (85.6 0.22
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Proporfion with CNS relapse

« 78 MSS nuksi (42 i-HDMTX, 36 EOT)

=]

41 parankimal, 16 parankimal + leptomeningeal, 21 leptomeningeal

----- Erd of treatrment HDMTX
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Coklu analizde bobrek/adrenal tutulum MSS relapsi ile ilisikli tek degisken HR 1,74 p=0,038

IT tedavi MSS niksini azaltmiyor
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CNS IPI (4-6) olan 600 hasta 3 yillik niiks 9.4% vs 8.6% ( i-HD-MTX vs EOT)
CNS IPl 4-6 + >3 ekstranodal tutulum /renal/adrenal/testis/meme (885 hasta)
3 yillik niiks (i-HDMTX %7.6 vs EOT %7.4, HR 0.94 (0.58-1.53))



I I L T

3 yil PFS %70,7 %76,7 0,098
3 yil OS %79,9 %87 0,0016

End of treatment HDMTX
Intercalated HODMTX

0 12 24 3 48 60 72 84 96 108 120 132
Time since landmark (months)

Tedavi gecikmesi ile iliskili tek faktér i-HDMTX tedavisi



Sonuc

* R-CHOP ile tedavi edilen hastalarin, EOT uygulamasinin i-HDMTX ile
karsilastirildiginda MSS nuks riskini artirdigina dair hicbir kanit yok

* i-HDMTX ile R-CHOP dongulerindeki gecikmeler artti

* Yuksek riskli grupta MSS nuksu riski degismedi ve daha 6nce
vayinlanmis calismalarla benzer

* HDMTX profilaksisinin kullanildigi durumlarda, tedavi R-
CHOP tamamlanana kadar ertelenebilir.



Radiotherapy (WBRT) or Autologous Stem-Cell Transplantation (ASCT) for Primary CNS Lymphoma in Patients 60
Years of Age and Younger: Long-Term Results of the Intergroup Anocef-Goelams Randomized Phase Il Precis
Study

SOZEL
Caroline Houillier, MD'", Luc Taillandier, MD, PhD?”*, Roch Houot, Pr, MD, PhD3%*, Olivier Chinot ve ark.

’.} Check for upd

Radlotherapy or Autologous Stem-Cell

= Transplantation for Primary CNS Lymphoma in

- Patients 60 Years of Age and Younger: Results of
 the Intergroup ANOCEF-GOELAMS Randomized
Phase Il PRECIS Study

Caroline Houillier, MD'; Luc Taillandier, PhD®; Sylvain Dureau, PharmD®; Thiery Lamy, MD, PhD® Mouna Laadhari, MD?

Olivier Chinot, MD, PhD"; Cecile Molugon-Chabrot, MD®; Fierre Soubeyran, MD, PhD”; Remy Gressin, MD?; Sylvain Choquet, MD';
Gandhi Damaj, MD, PhD? Antoine Thyss, MD'%; Julie Abraham, MD'; Vincent Delwail, MD'?; Emmanuel Gyan, MD, PhD'3;
Laurence Sanhes, MD'*; Jerome Cornillon, MD, PhD'5; Reda Garidi, MD'®; Alain Delmer, MD, PhD*"; Marie-Laure Tanguy, PharmD*?;
Ahmad Al Jijakli, MD'%; Pierre Morel, MD'?; Pascal Bourguard, MD®"; Marie-Piemre Moles, MD®'; Adrien Chauchet, MD®;

Thomas Gastinne, MD™; Jean-Marc Constans, MD, PhD"; Adriana Langer, MD?; Antoine Martin, MD, PhD**; Pafricia Moisson, MD?;
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Mathalie Cassoux, MD, PhD?; Valere Touitou, MD, PhD'; Damien Ricard, MD, PhD®; Kh& Hoang-Xuan, MD, PhDY; and

Carole Soussain, MD, PhD® on behalf of the Intergroupe GOELAMS-ANOCEF and the LOC Network for CNS Lymphoma

11o0do e UIs1.I0

J Clin Oncol 37:823-833. © 2019 by American Society of Clinical Oncology



Arm A Arm B
(WBRT) (IC-ASCT)
Characteristic (n=70) (n = 70)
Age, years, median (range) 54 .5 (22-60) 55 (Z25-60)
= B0 years a7 53
Sex
Female 21 (30) 18 (26)
Male 49 (70) 52 (74)
ECOG at inclusion
0-1 39 (56) 44 (63)
2.4 28 (40) 26 (37)
Missing values 3 (4)
Eye involvement
Positive or suspected 8 (11) 6 (8)
Megative 58 (83) 53 (V6)
Unknown 4 (6) 11 (16)
CSF involvement
Positive or suspected 10 (14) 10 (18)
Negative 43 (61) 43 (75)
Unknown 17 (24) 4 (7)
Histology
DLBCL 67 (96) 67 (96)
Other or unknown 3 (4) 3 (4)
Diagnostic assessment
Brain biopsy 66 (94) 64 (91)
CSF or vitreous cytology 4 (6) 6 (9)




4 yil OS % 64 vs %66
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2 yil EFS % 69 vs %87
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No. at risk
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Toksisite olum
WBRT=> 1
OKHT=>» 5

WBRT sonrasi bilissel fonk. bozulma

J Clin Oncol 37:823-833. © 2019 by American Society of Clinical

Oncology



* AMAC
Uzun donem verilerin incelenmesi

98.3 ay [min= 4,1 - max= 131.1]
2 kir R-MBVP (rituximab, methotrexate, VP16, BCNU, prednisone) arkasindan 2 kiir R-AraC

OKHN=> thiotepa (250 mg/m2/d D9; D8; D7), busulfan (8 mg/kg D6 through D4), and
cyclophosphamide (60 mg/kg/d D3; D2).



- 8-y EFS %75.9 vs %39.9 8-y RF5%94.1vs %47.6 8-y OS %63.4 vs 69.3%
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WBRT'den sonra niiks eden 24 hastadan 13'lG daha sonra kurtarma kemoterapisi ve
konsolidatif OKHN aldi ve 7 hasta son takipte hastaliksizdi.
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 WBRT sonrasi 6lim nedenleri (n =17)
PD (n=12)
Norotoksisite (n = 3),
Ikinci basamak ASCT (n = 2)
 ASCT'den sonra 6lum nedenleri (n = 14)
Tedaviye bagl 6lim (n = 5)
PD (n = 4)
Norotoksisite (n = 1),
Sec solid kanser (n = 3)

* Cok degiskenli analizde, OS igin bagimsiz prognostik faktor

ECOG, induksiyon sonundaki hastalik durumu ve tani anindaki
BOS'taki proteini



 SONUC
OKHN ile cok iyi hastalik kontrolQ
OKHN tedaviye bagli mortalite fazla

WBRT'den sonra ciddi bilissel dusus ve gec tedaviye bagli norotoksik
olimler gozlendi.

ASCT'den once kullanilan tiotepa-busulfan-siklofosfamid rejiminin
vogunlugu, PCNSL'li genc¢ hastalarin birinci basamak tedavisinde
ASCT'nin fayda/risk oranini iyilestirmek icin biraz azaltilmalidir.



A Phase Il Study of Ibrutinib Maintenance for Elderly Patients with Primary CNS Lymphoma Following
First-Line Treatment with High Dose Methotrexate -Based Chemotherapy

Poster
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AMAC

PMSS hastalarinin %70 yasl
Tedaviyi tolere edemiyor
OS < 2vyil, PFS 6-16 ay



* Faz I

* 30 hasta

* 60-85 yas

* HDMTX sonrasi CR veya PR olan hastalar
* 560 mg =» Progresyon veya intolerasyon



an

os

(-1

L]

Curmulative Survival

a0

Medyan takip 29 ay (8-49 ay)

p=0.048

p=0.02

=" «Carrol
=V ik ires g

2 yil OS %89 + 7.5

= %57 £13

» a5 &0 ¢ Ba s nos 120

Survival time (months)

= .".‘;:T:pﬂ
7 yil PFS %72,6 + 10.6
:":_ _________ /5311 3
T et
aroun

lenans

22 hasta calismaya alindi

2 hasta tarama sirasinda niiks nedeni ile dislandi
20 hasta 72 yas (61-80)=> %60’1 70 yas Uzeri
K/E=> 9/11

13 hasta ARAc, hasta OKIT olmus

Ibrutinibe baslama siiresi tanidan itibaren medyan 7,5 ay (4-
11,6 ay)

Ibrutinibe baslama siiresi son kt itibaren medyan 2,8 ay (1-
4ay)

ibrutinib alma stiresi medyan 17 (2-46) ay

9= CR
6=>CRU (2 si CR a donuyor)
5=>PR (4 Ui CR oluyor)

12 hasta tedavi durduruluyor

=>» 5 hasta niliks

=» 7 hasta yan etki( Kusma, malin melanom nuksu,
Notropenik ates, infeksiyon ( Pnémoni, beyin mucor absesi),
cilt hematomu, dokiinti

5 hasta niiks nedeni ile 6lim
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Ibrutinib in Combination with Rituximab and High-Dose Methotrexate in Newly Diagnosed Primary
Central Nervous System Lymphoma Patients

Poster
Yixian Guo, MD’", Xiaoxi Lan, MD’", Xiaoli Chang, MD ve ark.

e Faz 1

e Rituximab 375mg / m?2, MTX 3.5g/m?2 on 1. glin, ibrutinib 560mg 28 giinde 1 (4 Siklus
idiksiyon) (IMR)

« CR/CRu/PR=>» OKHN veya 2 kir daha IMR tedavi (Konsolidasyon)

« |brutinib veya lenalidomide monoterapi (idame)



Table 1. Characteristics of the Patients with I-RM

Table 2. Responses of the patients to I-RM

Characterstics n=16

Ages-yr

Median 61

Range 37-77
Sex-n.(%)

Male 8(50%)

Female 8(50%)
ECOG(Score)

Median 3

Range 1-4
KPS(Score)

Median 40

Range 20-70
Increased LDH-n.(%) 1(6%)
High CSF protein concentrations-n.(%)  12/14(85.7%)
Multiple lesions-n.(%) 8(50%)
Deep lesions-n.(%) 10(63%)
Hans algorithm--n.(%)

GCB 2(12.5%)

non-GCB 14(87.5%)
IELSG-n.(%)

Low risk 0

Intermediate risk 11/14(79%)

High risk 3/14(21%)
MSKCC-n.(%)

Low risk 4(25%)

Intermediate risk 0

High risk 12(75%)

Responses n.(%)
After Induction therapy (n=16)
Complete remission 8(50%)
Partial response 7(44%)
QOverall response 15(94%)
Stable disease 0
Progressive disease 1(6%)
After consolidation therapy (n=15)
Complete remission 12(80%)
Partial response 3(20%)
Overall response 15(100%)
Stable disease 0
Progressive disease 0
During maintenance therapy (n=15)
Continuous CR 13(87%)
Relapse 2(13%)

ECOG: Eastern Cooperative Oncology Group Performance Status;KPS: Karnofsky
performance score ; IELSG: International Extranodal Lymphoma Study Group.;

MSKCC score: Memorial Sloan-Kettering Cancer Center models .

Overall survival

3yl 88,9

Percent survival

0 10 2 k]

Time (mon)

Percent survival

o8

e
=

o4

1]

Progression-free survival

3 yil 86,5

10 0 £

Time{mon)

Medyan takip 24,5 ay (6-37)
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Impact of Choice of Platinum-Based Salvage Therapy on CNS Relapse in Patients with
Relapsed or Refractory Diffuse Large B-Cell Lymphoma

Poster
Michael ) Buege, PharmD’, Phuong Dao, PharmD’, Raymond G Dematteo, PharmD ve ark.

Memorial Sloan Kettering Cancer Center, New York, NY

« Standart kurtarma tedavisinde rituksimab, deksametazon ve sisplatin (R-DHAP) veya
oksaliplatin (R-DHAX) ile birlikte kullanilan yuksek doz sitarabin, kan-beyin bariyerini
gectigi bilinmektedir.

« ACABA bu tedaviler MMS nuksunu azaltir mi?



Table 1: Sample characteristics

included rituximab, n (%)
ine CNS
prophylaxis, n (%)
IT MTX alone
HD MTX alone
Both IT and HD MTX
Ara-C-containing

Refractory disease at

salvage™*, n (%)

19 (37)

71(24)

13 (68)

56 (19)

1(5)

5 (2)

3 (16)

6(2)

18 (35)

2 (11)

4 (6)

109 (36)

R-DHAP/R-DHAX | Other salvage Owverall
{n=51) regimens (n=2302) p-value
in = 251)
Wedian age, years (range) 59 (21-75) 62 (15-92) 61 (15-32) 0.08
Female, n (%) 24 (47) 102 (41) 126 (42) 0.4
IPI at diagnosis, median
(1QR) {n = 156) 2 (1-3.5) 2 (1-3) 2 (1-3) 0.7
CM5-IPI at diagnosis,
median (IQR) (n = 156) 2(1-4) 2(1-3) 2(1-3) 0.7
Cell of origin®, n (%)
GCB 31 (61) 60 (24) 91 (30) < 0.001
Non-GCB (16) 82 (33) 90 (30)
Other/unknown 12 (24) 105 (43) 121 {40)
Front-line treatment 43 (96) 210 (34) 258 (85) 0.03

Double-expressor® at R/R,
n (%) (n = 160)

17 (33)

68 (23)

Double- or triple-hit* at
Wl [l i -

Consolidation, n (%)

Autologous HCT

CAR-T

11 (22)

17 (33)

135 (54)

17 (6)

152 (50)

0.008

17 (33)

13 (5)

30 (10}

< 0.001

* Hans algorithm

** No response or relapse within 6 months of end of induction
T Immunochistochemistry staining positive for MYC and BCL2
¥ Rearrangements in MYC and either or both of BCL2 and/or BCLE

R-DHAP/R-DHAX, rituximab, dexamethasone, high-dose cytarabine, cisplatin/oxaliplating R/R, relapsed

or refractory; IQR, interguartile range; GCB, germinal center B-cell; IT MTX, intrathecal methotrexate;
HD MTX, high-dose methotrexate; Ara-C, cytarabine; HCT, hematopoietic cell transplantation; CAR-T,

chimeric antigen receptor T-cell therapy R—ICE’ R—GDP, R_GemOX

OKIT daha az
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Table 2: Clinical outcomes
R-DHAP/R-DHAX | Other salvage Overall
(n=51) regimens (n=302) | p-value

Overall response to

SE|'I.|'ﬂgE thE‘fEFI"'l'E, n {%} 175 [:‘rl] 209 IES] Figure 1: Cumulative incidence of CNS relapse

156 (62) 182 (60)

Other salvage

08
R-DHAP/R-DHAX

CNS relapse at any time
post-salvage initiation,
n %)

Brain parenchymal
Leptomeningeal

06

04

0.2

Cumulative proportion with CNS relapse

Median follow-up,

34 (17-52 68 |58-79 —
months (55% ClI) ( ) [ ] o0l =
Progression-free survival ¢ 0 100 150 200 50
& il 2.4 |:|:|-13]| 24 {1[}-3?} 13 [1{]—2?] Time (months)
from salvage initiation, .

= 1 — 1 - 1
months; median (95% Cl) (n=51) (n =244 (n=255]

Overall survival from R/R,

38 (0-81) 58 (25-92) | 54 (25-83)

§ According to clinical documentation, inclusive of consolidation if applicable

9 7 patients (all in non-R-DHAP/R-DHAX arm) excluded from PFS analysis due to inadequate
records for POD

CR, complete response; PR, partial response; 50, stable disease; POD, progression of disease;
Cl, confidence interval; PFS, progression-free survival
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* R-DHAP/R-DHAX vs diger tedavi farki yok

 DHL/THL hastalarinin daha fazla olmasina ragmen, R-DHAP/R-DHAX
grubunda MSS nuks sayisinin daha dustk olmasi ve beyin parankim
relapslarinin olmamasi, sitarabin tarafindan parankimal
penetrasyonun relaps paternini etkileyebilecegini distindurmektedir.

e Daha buyuk bir kohort calismalari gerek
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