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Orelabrutinib, rituximab and high—dose methotrexate for newly
diagnosed primary central nervous system lymphoma: a retrospective
analysis on efficacy and safety™

WEN Shujuan, ZHU Lin, WU Mei, LI Shan”
(Department of Lymphoma, Cancer Hospital of Xinjiang Medical University, Urumgi, 830000, Xinjiang, China)

Abstract: Objective To retrospectively analyze the clinical efficacy and safety of the combination of orelabrutinib,
rituximab and high—dose methotrexate (RMO) regimen in the treatment of newly diagnosed primary central nervous system
lymphoma (PCNSL) patients. Methods The data of PCNSL patients treated in our hospital between January 2021 and
January 2023 were analyzed retrospectively. All patients received 6 cycles of RMO regimen (rituximab 375 mg+-m™, iv, d1;
orelabrutinib 150 mg, qd, po,d1~21; methotrexate 3.5 g-m™, iv, d2; 3 weeks per cycle) as the induction therapy. Efficacy
was assessed by MRI/PET every 2 cycles. After 6 cycles of RMO induction therapy, patients who achieved CR/CRu/PR by
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MRI and PET received autologous peripheral blood hematopoietic stem cell transplantation as consolidation therapy.
Orelabrutinib monotherapy was prescribed as maintenance therapy until the disease progresses. The primary endpoint was
the safety and efficacy of this regimen in newly diagnosed PCNSL patients. Results A total of 12 patients were enrolled in
this study. The median age of the 12 patients was 58 (45~74) years old. All the patients were pathologically diagnosed as
CD20-positive diffuse large B—cell lymphoma (DLBCL). After 4 cycles of RMO therapy, the efficacy was evaluated as
complete response (CR) in 4 cases, partial response (PR) in 7 cases, and progressive disease (PD) in 1 case. The objective
response rate (ORR) was 91.7%, and the CR rate was 33.3%. After 6 cycles of treatment, the efficacy was evaluated as 8
cases of CR, 2 cases of PR, and 2 cases of PD. The ORR was 83.3%, and the CR rate was 66.6%. The median progression—
free survival (mPFS) and the median overall survival (mOS) were not achieved. The 6—month PFS rate was 83.3%, the 6—
month OS rate was 100%, the 12-month PFS rate was 64.8%, and the 12-month OS rate was 80.8%. Eight patients
underwent gene mutation testing, including 7 cases of MCD type and 1 case of A53 type. After receiving this regimen, the
ORR and CR rate of 7 patients with MCD type were 100% and 85.7%, respectively. The main adverse events of RMO
regimen was fatigue (25%), and only one patient had >3 grade adverse reaction. The most common hematologic toxicity was

leukopenia (16.7%), and none of the patients experienced atrial fibrillation and renal failure. Conclusion The RMO

regimen is a safe and effective treatment option for newly diagnosed PCNSL patients.

Keywords: Orelabrutinib; Primary central nervous system lymphoma; Efficacy; Safety

=
][

JE AR ZE R GTIREURE (primary central nervous
system lymphoma, PCNSL) & —# 5 L H BLA (=281
Bk L L AP AR RE AT IR IR . 249 95% 1Y PCNSL g 1
A Ry v 18 K B 4 A Ak I 9 (diffuse large B—cell
lymphoma, DLBCL) , # % ik CD20. CD19, CD22,
CD79a %5 bR W AR A= T XM 28 3R 4t (central
nervous system, CNS) , & 2 M i A4 | R Sl H0ifE
PCNSL 2y & th KA 28 R GE IR 1K) 3% , i bk L 25 51 itk
CLRE Y 4% ~6% , SR F B4R FIHEH . Bz
PCNSL & # W R 2236 97 , 47 & 2E A7 ] (median
overall survival,mOS){¥ 1.5~3.3 /> A%, DA H
ZIERS (methotrexate, MTX) A AT SIRY T2 HAT
ANNIEFIRITIT R o IEAFERATWIFERIE , PCNSL
B 4 i 57 & (B—cell receptor, BCR)5 518 1 5 5 & A=
GAE , fie i UL B AL 45 MY D88 F1 CD79B HY L RE Sk
b G AR A B T 24 1R WS (Bruton tyrosine
kinase, BTK)J& BCR {5 il i 4F # SCHE A7, BTK
A 500 A v T T 06 7 0 P O L A0 M I
(chronic lymphocytic leukemia, CLL)FIEE4H bk B2
(mantle cell lymphoma, MCL) ., A% JE (orelabruti—
nib) & —FiUEAG 5 B PR B AL BTK S5, T i
Aok L5 e, ZE PR T Sk B R 2 WD . il
F—LERTFE R, BUA R JE fEAT ALY PCNSL HZ24x
AJEEC S [RHG  ABIF S SR AT R JE M R 2 ERL
(rituximab) & KFH MTX(RMO J5 Z) G706 R &
TR RGTVRTE R B AR IR I T —E 1Y e
IRECR  HGEIT .
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[ JEIE 43BF 2021 4F 1 7 —2023 45 1 3 5 B2 R
R B Jem iR 15 e 12 B 903 PCNSL AR BORE, BT
A B2 B ALETZ A (computed tomogra-
phy, CT)/IE L & 5 71 55 AL Wi )2 18 1 (positron
emission tomography—computed tomography, PET-
CT) . i % 35 3% B 15 (magnetic resonance imaging,
MRI) 37 A4 SE 1) 355 46 BT Pl T A g B 22 A A
2RI PR 22 R SR TR B AR R LR, Bk
ik CD20, £ H [l il R 98 °7: 23 (Chinese Society of
Clinical Oncology, CSCO ) &Mk 81297 T8 B 2021
LWIBRIET, BHZ RMO J7 BI0YT R #EAT UG
7o HEBRARME : 28 K A I 22 R GUIMR L 5 5 0 0L
b X P PR 5 R i A B 2 R B i B 5 BRAE 4 52 0
B R A AR O IR AN A
PE A9 5 (human immunodeficiency virus, HIV) &%
e g A ™ F R R 5 B IR 2 E R
Uy s A7 B A 22 EORS #OR S, IR ICRR YT . I
KRN 120185 Im KRR FZ L2 S D&
TINNUESU R4 7 N N 4 S TRl R S 0 5 G N T v
TR %
12 Fik

I R 45T BATER JE 150 mg 1l 1R/,
d1~21; FZH BT 375 mg- m R T, d 15 FP 20
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MEFRAES 38 )l MRUCT/PET—CT . JEAE 2 il Fr IR R}
K6 A PEAG 7 3%, 43 0 56 42 2% i (complete response,
CR)/AIE 52 1) 58 42 2% f#% (unconfirmed complete re-
sponse, CRu) \%Kﬁ}%ﬁﬁi(partial response, PR) R
fa % (stable disease, SD) Fll % 9% #F & (progressive
disease, PD) . %% WL ZZfif# % (objective response rate,
ORR)ZE L4 PR CR Al CRu 35 LU . S R
[&] (duration of response, DOR) % S A S — R L5
B 52N 2 i J A Ao D PR S B B T
14 ARRM

HRAE RS AG A A A A AE | 5256 28 A6 A AR R
S REVEAR IR I 5 SR e Ak o SRR R g4
A 15 A5 #E (Common Terminology Criteria for Adverse
Events, CTCAE)5.0 R0 AN B BEAT9E43
L5 P&

i AL IR AT W BEDT , JF D SR BEDTAS R, LISE
ToBE R VTN A SR BV H 910 2023 4F7 A
10 H . BAAFH (overall survival, OS) Sk £ 35 M
12 28 [T ] Jit RTAE T 8 B ) A YR B 5 10 1], TG
J A4 A7 (progression—free survival, PFS) A (3 M
W2 BRI SE T ORI T IR A ]

1.6 HZitZEFHiE

WFFE A i T SPSS 27.0 FAHEA T4 12 53T
T2 R B8 A A8 s o 22 B 2 B0R
P4 4313 #E (interquartile range, IQR) %7K , 43 28 %% )
HER(%)F£xr, *H Kaplan—Meier Al 11 PFS 1
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Tab. 1 Clinical characteristics and efficacy of the patients

Il RAFAE B (5 He/% )
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2 A Y5 GCB 1(8.3)
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LDH B 10(83.3)
T 2(16.7)

I e £ IEH 7(58.3)
Tt 5(41.7)

TR AR b 5(41.7)
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IELSG M5 644 /& 0~1 7(58.3)
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6 JAI S YT AL CR 8(66.6)
PR 2(16.7)

PD 2(16.7)

BT = 2(16.7)
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R = 5(41.7)
w 7(58.3)

YRR = 8(66.7)
w 4(33.3)
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Fig. 2 Waterfall plot of therapeutic effect of RMO regimen
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KRR 1% 2% 3% s

(/%)
ML 2P
1 20 > 1 1 2(16.7)
Hh R AN At D 1 1(8.3)
ML 1 1(8.3)
e i ¥ 2 2

P57 1 1 1 3(25.0)
PR 2 2(16.7)
AT 1 1(8.3)
NG B 1 1(8.3)
£ 1 1(8.3)

Al 86 BTK A 551, 5 oAb 3% A (£2 45 Tec A EGFR X
TSGR ) AR L, % BTK LA i 358 15 1 R o i 5 YA/
WL R TG E AR R A R BN, A e
2 h, o SR A R JE T 2k JEE R (20.10+14.70)
ng'mL’]“3J BB E T O R e 1 0.77 ng-mLfWSJo
AWFFEEE R BN, PCNSL 4 2o i 4 4 JE 3 RMO Jy
FIRITIE .46 CR.7 6 PR .15 PD; Bl A IR T IR
A LHEFIRYT S5 T, A 8 45 CR .2 ] PR .2 4] PD,
CR R} 66.6%, ORR 4 83.3%, 6 I A PFS K Ny
83.3%, 61~ F 0S Zk 100% , 57 35 W1 55 v T BE 13 4
T (14 07 FH PR SRS | BT AR B R 2 R AR
JT ) B (CR % 30%, ORR 74%)"%, 55— L)L A
A Je R L il B B 7 ZR IR T W) iA PCNSL AR 1Y)
[ Jo5t P A9F 5% A HH AR LSS 2R, ORR K 100%, 6 > H
PFS 34 100%, 6 4~ H 0S K 100%"7 . AW 57 45
R, RMO 7 27677 PCNSL BB #Z 7 Refi b) , AN |

—34 -

Kaplan—Meier survival curves
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