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Abstract: Objective To compare the impact of different central nervous system (CNS) prophylaxis regimens and the
timing of prophylaxis on the outcome of patients with first—treatment for diffuse large B—cell lymphoma (DLBCL). Methods
A retrospective case series was conducted on patients diagnosed with primary DLBCL at the Hunan Cancer Hospital be-
tween November 2009 and February 2022. The patients were divided into two groups: a CNS prophylaxis group and a non—
prophylaxis group. The CNS prophylaxis group was then divided into three groups according to their prophylaxis regimens:
IT-MTX, IV HD-MTX and IT-MTX plus IV HD-MTX. The CNS relapse—free survival (CRFS) of the prophylaxis group
and the non—prophylaxis group was evaluated. Furthermore, the impact of varying prophylaxis regimens on overall survival
(0S) and progression—free survival (PFS) rates was analysed, and the influence of different injection timing of HD-MTX on
0S8 and PFS rates of patients was compared. Additionally, the effect of different injection timing of MTX on patients’ OS
and PFS rates was investigated. OS, PFS and CRFS in the population of patients rated at intermediate to high risk of CNS re-
plase based on the CNS-IPI score were also analyzed. Results A total of 301 patients diagnosed with primary DLBCL were
treated in the study. Among these patients, 152 (50.50%) underwent CNS prophylaxis, while 149 (49.50%) did not. The me-
dian follow—up duration was 66.90 (1.40~166.73) months, with an overall patient 5—year OS rate of 39.87% and a 5—year
PFS rate of 31.89%. The 5—year OS and PFS rates were 59.50% and 61.89% respectively in the CNS prevention group, and
63.05% and 67.08% respectively in the non—prevention group. There was no statistically significant difference in total OS
and total PFS between the two groups (P=0.615, P=0.821). However, a significant difference was found in CRFS between
the two groups (HR=0.205, 95% CI: 0.099~0.425, P<0.000 1). In the CNS prophylaxis group, the number of patients was re-
corded as follows: 83 in the IT-MTX group, 46 in the IV HD-MTX group and 23 in the IT-MTX combined with IV HD-
MTX group. No statistically significant difference was observed in either OS (P=0.557) or PFS (P=0.455) between the three
groups. The analysis of the timing of HD-MTX injection revealed that the 5-year OS and PFS rates were 74.54% and
79.39% for patients in the chemo—interval administration group, and 55.05% and 46.63% for patients in the post—chemo
administration group. The OS (P=0.012) and PFS (P=0.006) in the chemo—interval administration group were superior to
those in the post—chemo administration group. According to the CNS—IPI score, there were 136 cases of intermediate—high
risk patients, of which 76 cases (55.88%) had CNS prophylaxis and 60 cases (44.12%) did not have CNS prophylaxis. The
median OS for the former group was 71.33 months, with a 5—year OS rate of 53.95%, while the latter group exhibited a me-
dian OS of 52.73 months and a 5—year OS rate of 46.46%. A statistical analysis revealed no significant differences between
the two groups(P=0.851). The 5—year PFS rates of the two groups were 60.25% and 44.79%, respectively, and there was a
significant difference (P=0.015). There were 15 cases of CNS relapse in the group without CNS prophylaxis but no CNS re-
currence in the group with CNS prophylaxis, and there was a significant difference in CRFS between the two groups (P<
0.000 1). Conclusion There was no significant difference in the survival impact of the three prophylactic strategies exam-
ined in patients with DLBCL, but HD-MTX administered between chemotherapy cycles prolonged the PFS of paients along
with a modest survival benefit compared with post—chemotherapy administration, although no significant increase in surviv-
al was observed. CNS prophylaxis with HD-MTX in DLBCL patients at intermediate to high risk of CNS replase has been
shown to significantly reduce the risk of CNS replase and prolong the PFS of patients.

Keywords: Diffuse large B—cell lymphoma; CNS prophylaxis; HD-MTX; Chemotherapy interval administration
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1.1 f=eIEER

WSCAE TR A4 g B B 2009 4F 11 H 222022482
W12 4] DLBCL 835, HEBR AT 5L R8Ik 9 (R4
9k ELIR Ak L HIV BHAE R & CNS B DLBCL &
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SAST I ZIRYT o MR A TC R HT CNS T3 Bl 3 K
FBE Y TGS AR TR . CNS TRl 44 5 15 Bl
7 R — 20402 340 IT-MTX 4 .1V HD-MTX
ZH K IT-MTX BX 5 IV HD-MTX 4. K2 W H
B [ B 995 48 %X (international prognostic index, TPT)
AP EAN/ECE B RS2 A8 B CNS-IPI(the CNS
international prognostic index) Tl J5 15 Y X £8 35 E 47
WURE 20 2. seAh, SO FLAR B RE IR B A
DLBCL 35 CNS & & (1 18 A& BB, HoA A7 G =k
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Sof (RS A O A A 5 | MR IEE 25 ) th ik e S LA
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250 R-CHOP J7 58 sl A7 8 3 /4 V8 2 55 2 i A 48R
TR e+ BB+ R BE N+ 2 R LR T 5 (R-
DA-EPOCH/R-EPOCH /7% ). R-CHOP J5 % : Fi| %
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100 mg,d1~5,21 d 141957, R-EPOCH J5 % . #l
ZH P 375 mgem, dO; AR FEIHF 50 mgem ™, d1~
4; KBFEHY 0.8 mg-m? B K HH 0.4 mg-m™,dl~

4; 2R 10 mg-m B8R FE AL 15 mg-m™?, d1~4,
DL B 3 Rl A o7 25 W) 17 22 i DK T 96 hs PRk 19 i
750 mg-m,d5; ¥ JEAS 60 mg-m™2,d1~5,21 dH 14>
SRR 2 TR G A CT IR I3, 4 TP R R B
2 PET-CTH#EAT I ROFAl . iy r 80T A 55
S84 O i (complete response, CR) Y & HILENA
7 2R TR RO 8 20 S 2 i# (partial re-
sponse, PR) B FRILENGYT 4 7. — AT
6~8 TR LT

P32 IT-MTX W) 8 E AT 5 2 NEHE 2 2218
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RN . AR =T5 2 HARR I O — Wi 2 A iR
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2.5g:m7,
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2.1 EBAREREZBFEEFBERARCNSEZNH

AHF5E A ZH W94 DLBCL #3301 4], Hrb 5
159 1], 2z 142451, FP (i 4E 0% R 56 %7, 1524611 (50.50% )
FBE 32 CNS Ty , 149 £ (49.50% ) A 4% % CNS Fi
Bii o axBAFI A s K I Y (germinal center B—
cell like, GCB) 87 77 141 (25.58%) , non-GCB &
172 %1 (57.14%) , Ann Arbor 73 31 1M ~ IV 1] 182 %
(60.47%) , FLR i Z il (1actate dehydrogenase, LDH)
TSI B 156 491 (51.83% ) , IPTTE43 0 v s £ Y
% 18211 (60.47% ) , CNS=TPLPE4Y y vh 25 1 1 58
H 136/151(45.18%) , 135 15 (44.85% ) .35 22 S 21~ LA
gAML 222 11 (73.75%) 5. 3% % ] R—-CHOP J7
NN — ALY I %, 79 B (26.25%) R

R-EPOCH/R-DA-EPOCH J5 &/ —Lfb)7 % .
AN ASHE ST B B2 1) CNS B2 & iy KU #5537
FENE B FR(12.29%) 52 31(10.63%) T IE
(8.64%) FLIE(6.64%) . N3 1 s AR An] 4
Jif Sk Y843 ) LDH K- (IPTRESY . CNS—IPIF 43 4%
A B R A B AE CNS T B 21 -5 2 T 15 4 1) £ 22
SIS X (P>0.05) . 4= BAFI Fp AL Fit 17 Aisf ]
4 66.90 41 H (V5 : 1.40~166.73 4 H ) , 4= BA5 5 4F
0S %4 39.87%, 5 4F- PFS %41 31.89%. CNS i pjj 41
54F 0S %(59.50% vs. 63.05% ) Fl PFS % (61.98% vs.
67.08%) 5 AT LHAR LY , 22 T80T+ 8 L (HR=
1.096, 95% CI: 0.745~1.612, P=0.615; HR=1.048,
95% CI:0.696~1.580,P=0.821) (| 1A-B) .

LLAk , AHIE5E BB A 29 i s & 4E CNS &
K, Horp 3 4237 CNS HlBh 1) F 3, 26 Bl R K437

F EARBE AR R KA IE (5] (%)]

Tab. 1 Baseline characteristics of the whole study population [n(%)]

FHE Bi%L (n=301) 4 (n=152) AT (n=149) P
RIS >0.05
<60 % 199(66.11) 107(70.39) 92(61.74)
>60 % 102(33.89) 45(29.61) 57(38.26)
el >0.05
i 159(52.82) 83(54.61) 76(51.01)
& 142(47.18) 69(45.39) 73(48.99)
21 e SF Y 4y 4 >0.05
GCB 77(25.58) 41(26.97) 36(24.16)
non-GCB 172(57.14) 86(56.58) 86(57.72)
JiPN 52(17.28) 25(16.45) 27(18.12)
Ann Arbor 431 <0.05
I ~1 5 117(38.87) 49(32.24) 68(45.64)
I ~1vV 182(60.47) 103(67.76) 79(53.02)
UIES 2(0.66) 0(0.00) 2(1.34)
LDH /K- >0.05
T B AR 144(47.84) 71(46.71) 73(48.99)
ThiE 156(51.83) 81(53.29) 75(50.34)
JiPN 1(0.33) 0(0.00) 1(0.67)
P13V 53 >0.05
i /& (0~143) 112(37.21) 54(35.53) 58(38.93)
hfE(2~343) 128(42.52) 69(45.39) 59(39.60)
TG (4~541) 54(17.94) 28(18.42) 26(17.45)
UIES 7(2.33) 1(0.66) 6(4.03)
CNS-IPIPE) >0.05
% /& (0~143) 152(50.50) 72(47.37) 80(53.69)
G (2~343) 111(36.88) 62(40.79) 49(32.89)
G (4~643) 25(8.31) 14(9.21) 11(7.38)
UIES 13(4.32) 4(2.63) 9(6.04)
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gk
FHE %L (n=301) T4 (n=152) AT (n=149) P

ZEAMERA B R <0.01
0~1 156(51.83) 69(45.39) 87(58.39)
>1 135(44.85) 81(53.29) 54(36.24)

UIES 10(3.32) 2(1.32) 8(5.37)

—RiFEFIT IR <0.001
R-CHOP 222(73.75) 92(60.53) 130(87.25)
R-EPOCH/R-DA-EPOCH 79(26.25) 60(39.47) 19(12.75)

2551 B KB >0.05
B 59(19.60) 31(20.39) 28(18.79)

(ERii 18(5.98) 12(7.89) 6(4.03)
(A= 37(12.29) 19(12.50) 18(12.08)
£S5 32(10.63) 21(13.82) 11(7.38)
BN 20(6.64) 14(9.21) 6(4.03)
BRI B 3(1.00) 3(1.97) 0(0.00)
JHE 26(8.64) 14(9.21) 12(8.05)
Jiti 17(5.65) 7(4.61) 10(6.71)
HRHE 7(2.33) 4(2.63) 3(2.01)

A B {8}
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]

D People in the intermediate-high risk group People in the intermediate-high risk group People in the intermediate-high risk group

100 {4

100 e 100 } CNS prophylaxis

— Without CNS prophylaxis

= CNS prophylaxis
—+ Without CNS prophylaxis

CNS prophylaxis
—— Without CNS prophylaxis

50 F

Overall survival/%

Progression-free survival/%
o
=)

50 Y
L. 3
P=0.015 ‘ 1 ;: P<0.000 1
HR(95% C)=0.953(0.575~1.578) HR(95% C1)=0.526(0.313~0.884) z HR(95% CIy=0.091(0.031~0.263)
G i i d A n a ; X
0 40 80 120 0 50 100 150 0 40 80 120

Time/Months

7 (A)CNS B 41 55 A F b5 41 08 He s (B)CNS i 5 4 5 4 T 5 41 PFS P35 (C)CNS Hi By 41 55 & F 7 41 CRFS I 485 (D)CNS B & 8 f

B CNSH W5 4 5 K HU I 4 0S 85 (E)CNS LK o % /B & CNS T I 41 5 R B by 41 PFS L85 (F)CNS £ & F # & % CNS Tl 41 5 R
7 41 CRFS Ha 42

Note: (A) Comparison of OS between CNS prophylaxis and non—prophylaxis groups; (B) Comparison of PFS between CNS prophylaxis and non—pro-

Time/Months Time/Months

phylaxis groups; (C) Comparison of CRFS between CNS prophylaxis and non—prophylaxis groups; (D) Comparison of OS between CNS prophylaxis and
non—prophylaxis groups in the patients with intermediate—high risk of CNS relapse; (E) Comparison of PFS between CNS prophylaxis and non—prophy-
laxis groups in the patients with intermediate—high risk of CNS relapse; (F) Comparison of CRFS between CNS prophylaxis and non—prophylaxis groups
in the patients with intermediate—high risk of CNS relapse.

B1 ke AR K CNS & KX % 7% f& DLBCL A CNS H F7 41 5 & T i 41 #9 0S \PFS .CRFS th %

Fig. 1 Comparison of OS, PFS and CRFS between CNS prophylaxis and non—prophylaxis groups in the whole study population and

the group with intermediate—high risk of CNS relapse

CNS i i 22 35 5 7 & 4= CNS B & Ry B & v, 21 )
(72.41%) M PRS7 A% CNS & %, 8 41 (27.59% ) A -
CNS B &g 2ot E Kk, L& RFHAH 17 6
(58.62% ) J& =TI S5, 12161 (41.38% ) [l B A= AL ik
S P B M R, oA R BB ARE A0 i B A R . CRFS

I3 AT 45 R, CNS B 41 5 o 1 By 41 2 [4] 79
CRFS 17 £ & # # 5 (HR=0.205, 95% CI: 0.099~
0.425,P<0.000 1) (K 1C) . %5527, CNS Tl
B7 AT B 8 B AR CNS &2 & 1 KU , (HXF OS J2 PFS TG
HH 8 R
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22 CNSEEZHERNKEEBEIGRIFIE.EFERL
ECNSEX S

H3E CNS-TPIEE % DLBCL Hu & #E A7 XU 702
g A CNS & K b f6 4 3 136 61, Hov 76 44

(55.88% ) 4% CNS il , 60 151] (44.12% ) A% 5% CNS
R (%2), hEfadl & 569, &k 67
), AR R 59 %5, 4 IR U553 71 J7 T non—-GCB
1 84 5] (61.76%) . GCB %1 31 ] (22.79%) , Ann Ar-

%2 CNSHA ¥ &G DLBCLARZM L &S (4] (%))
Tab. 2 Baseline characteristics of the DLBCL population with intermediate—high risk of CNS relapse [n(%)]

FHIE HI%C (n=136) B (n=76) ARG A (n=60) P

AE I >0.05
<60 % 73(53.68) 45(59.21) 28(46.67)
>60 % 63(46.32) 31(40.79) 32(53.33)

5] >0.05
3 69(50.74) 38(50.00) 31(51.67)

& 67(49.26) 38(50.00) 29(48.33)

A1 ok P 4370 >0.05
GCB 31(22.79) 18(23.68) 13(21.67)
non-GCB 84(61.76) 47(61.84) 37(61.67)
UIEN 21(15.44) 11(14.47) 10(16.67)

Ann Arbor 731 >0.05

[~ 3(2.21) 2(2.63) 1(1.67)

I ~1V 45 133(97.79) 74(97.37) 59(98.33)

LDH /K3 >0.05
1E 5 SR AR 18(13.24) 11(14.47) 7(11.67)

i 118(86.76) 65(85.53) 53(88.33)

IPIIF4) >0.05

K& (0~143) 0(0.00) 0(0.00) 0(0.00)
W5 (2~343) 82(60.29) 48(63.16) 34(56.67)
FfE(4~543) 54(39.71) 28(36.84) 26(43.33)

LIPS 0(0.00) 0(0.00) 0(0.00)

CNS-IPI ) >0.05
5 (2~343) 111(81.62) 62(81.58) 49(81.67)

15 (4~643) 25(18.38) 14(18.42) 11(18.33)
UIES 0(0.00) 0(0.00) 0(0.00)

AN R B <0.05
0~1 25(18.38) 9(11.84) 16(26.67)
>1 109(80.15) 67(88.16) 42(70.00)

LIPS 2(1.47) 0(0.00) 2(3.33)

—RIEFIT AR <0.001
R-CHOP 95(69.85) 44(57.89) 51(85.00)
R-EPOCH/R-DA-EPOCH 41(30.15) 32(42.11) 9(15.00)

Tiph 7= <0.001
7o 55(40.44) 0(0.00) 55(91.67)

A P 36(26.47) 36(47.37) 0(0.00)
[diieER ) 30(22.06) 28(36.84) 2(3.33)
WEEA 12(8.82) 12(15.79) 0(0.00)
LIPS 3(2.21) 0(0.00) 3(5.00)

TS HIL <0.001
" 57(41.91) 0(0.00) 57(95.00)
i—-HD-MTX 36(26.47) 36(47.37) 0(0.00)

EOT HD-MTX 40(29.41) 40(52.63) 0(0.00)
JIPN 3(2.21) 0(0.00) 3(5.00)
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bor 4+ 41 T ~ IV 3 133 1] (97.79%) . 1 ~ 11 1 3 #i
(2.21%) , LDH 7K V- J} i3 # 118 41 (86.76%) , B2 )& 2
A B LA 85 AN 109 41 (80.15%) , — 24k y7 7
2K I R-CHOP # 95 1511 (69.85% ) . >% Fil R~-EPOCH/
R-DA-EPOCH # 41 4] (30.15%) , H. CNS i i 41 5
R T B 2 RR AR AT MR 4 K U 43 B | Ann
Arbor 43 \LDH 7K F- IPI$F- 43 . CNS—IPI 43 25 Il
PRJEARFEAE 7l 22 7 ¥ X R IF % B X (P>
0.05)(%£2),

TE CNS & & wh i fa RS B, CNS T Bl 4 vh
37 OS 1 5 4 0S #4351 8 71.33 4~ H .53.95% ; A Fil
B 2073 590 52,734 .46.46%., T 0S HL#, 25 5%
Togi it L (P=0.851) (K1 1D) . CNS B 4119 5
AF PFS % 8 3% 5 TR W B 4 (60.25% vs. 44.79%) ,
%34 G L (HR=0.526,95% C1:0.313~0.884, P
=0.015) (K 1E) . AFBEHA 156835 H L CNS &2

&, BG40 JG CNS & & , Wi 4[] CRFS 22 5% . 3% (HR=
0.091,95% CI:0.031~0.263,P<0.000 1) (& 1F), LA
R REEIR X CNS & v i £ £ 3 52t CNS Fi By
A H I 2 K R 1 PRSI HE NS 58 R XU -

2.3 A[E CNS By KRBT DLBCL 2& £ FE R

WA A [F] CNS T B 5 28 2 52 CN'S i B 11 £
F (n=152) 4%} IT-MTX 4 (n=46) . IV HD-MTX 4
(n=83) X IT-MTX Bt & IV HD-MTX £ (n=23) . =
2 HBCE AR ) A0k IR 43 Y Ann Arbor 43
1] \LDH /K IPIF 43 . CNS=IPLIT-43 . 45 4P fir 2
SR 2B IT 7 S A I KRR T T Y 25 3 0
Geita B L (P>0.05) (K3), —HEEHM 0S(P=
0.557) J PFS(P=0.455) ¥ B 2= % (K 2). LI L
S5 0RWT, = Fh CNS Fl iy S ug X DLBCL £ & E A7 1%
150 R 5 ) DG A 8 X0

A3 CNSTAB AR89 LAAE [#](%)]
Tab. 3 Baseline characteristics of the CNS prophylaxis population [n(%)]

IT-MTX 864 1V HD-

REAE MR (n=152) IV HD-MTX(n=83)  IT-MTX(n=46)
MTX 41 (n=23)
AR >0.05
<60 % 107(70.39) 57(68.67) 34(73.91) 16(69.57)
>60 % 45(29.61) 26(31.33) 12(26.09) 7(30.43)
el >0.05
E 83(54.61) 50(60.24) 20(43.48) 13(56.52)
I 69(45.39) 33(39.76) 26(56.52) 10(43.48)
2 if A 5 >0.05
GCB 41(26.97) 23(27.71) 11(23.91) 7(30.43)
non-GCB 86(56.58) 47(56.63) 26(56.52) 13(56.52)
) 2 25(16.45) 13(15.66) 9(19.57) 3(13.04)
Ann Arbor 43 >0.05
I~ 114 49(32.24) 33(39.76) 10(21.74) 6(26.09)
M ~1v 3 103(67.76) 50(60.24) 36(78.26) 17(73.91)
LDH K- >0.05
I SR 71(46.71) 44(53.01) 16(34.78) 11(47.83)
T 81(53.29) 39(46.99) 30(65.22) 12(52.17)
IPT T 53 >0.05
f&fE(0~143) 54(35.53) 36(43.37) 11(23.91) 7(30.43)
g (2~34)) 69(45.39) 35(42.17) 22(47.83) 12(52.17)
R fE(4~54) 28(18.42) 11(13.25) 13(28.26) 4(17.39)
UIES 1(0.66) 1(1.20) 0(0.00) 0(0.00)
CNS-IPI¥F4) >0.05
K& (0~143) 72(47.37) 45(54.22) 17(36.96) 10(43.48)
g (2~34%) 62(40.79) 30(36.14) 21(45.65) 11(47.83)
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IT-MTX B4 1V HD-
FEAE BB (n=152) IV HD-MTX(n=83)  IT-MTX(n=46) " P
MTX 2 (n=23)
FfE(4~643) 14(9.21) 6(7.23) 7(15.22) 1(4.35)
IES 4(2.63) 2(2.41) 1(2.17) 1(4.35)

2B AN B >0.05
0~1 69(45.39) 44(53.01) 16(34.78) 9(39.13)
>1 81(53.29) 38(45.78) 29(63.04) 14(60.87)

IES 3(1.97) 1(1.20) 1(2.17) 1(4.35)

— BT R >0.05
R-CHOP 92(60.53) 52(62.65) 27(58.70) 13(56.52)
R-EPOCH/R-DA-EPOCH 60(39.47) 31(37.35) 19(41.30) 10(43.48)

A B
-~ IV HD-MTX © - [V HD-MTX

- - IT-MTX =3 IT-MTX
100 ~ IEMTXHV HD-MTX £ 100, ~ IT-MTX+V HD-MTX
<
Z 50 £ 50
E £
2 P=0.557 g P=0.455
O O 1 I 1 '] ED 1 1 1 1

0 40 80 120 160 £ 0 40 80 120 160

Time/Months Time/Months

E:(A) Z Ak CNS T 7 77 R OS W45 (B) = A CNS Fi By 77 X PFS b 3.

Note: (A) Comparison of the OS between the three CNS prophylaxis methods; (B) Comparison of the PFS between the three CNS prophylaxis methods.
B2 =#F CNSTHE7 77 X 4 OS.PFS &

Fig. 2 Comparison of OS and PFS between the three CNS prophylaxis methods

2.4 HD-MTXAN AR DLBCL EBEEFHEM 48 & 1 54 0S R X PFS % i & T EOT HD-

M8 HD-MTX (A ABHHL, A28 352 IV MTX 2H (0S:74.54% vs. 55.05% , HR=0.423,95% CI ;
HD-MTXJAY7 1 106 9] 835 7 ARSI BRI 45 2540 0.217~0.824, P=0.012; PFS: 79.39% vs. 46.63% , HR=
(i-HD-MTX 4 ) K Ak )7 )5 45 25 43 (EOT HD-MTX  0.369, 95% CI: 0.182~0.752, P=0.006) ( & 3) . I
), Hoh i—-HD-MTX 41 48 9] (45.28%) , EOT HD- 3R 45 5 & W7, 78 R-CHOP {k J7 J& 1] 18] 8k 39 %
MTX 4H 58 4] (54.72%) , BI 4 JE L8 I PRAFAE A 7T HD-MTX #E47 CNS Hifj , n] 2 %  3% DLBCL & 1)
Ferk (1 P>0.05) (364) . HEAE4 0T R, i-HD-MTX KA AELS R, AR s 1 R el A2 & KUK

F 4 HARHIEHD-MTX ABEG L & B4 (4] (%))]
Tab. 4 Baseline characteristics of the group with IV HD-MTX [n(%)]

FEIE % (n=106) i—HD-MTX (n=48)  EOT HD-MTX (n=58) P
A >0.05
<60 % 73(68.87) 36(75.00) 37(63.79)
>60 % 33(31.13) 12(25.00) 21(36.21)
531 >0.05
5 63(59.43) 29(60.42) 34(58.62)
‘8 43(40.57) 19(39.58) 24(41.38)
4t e ke T >0.05
GCB 30(28.30) 13(27.08) 17(29.31)
non-GCB 60(56.60) 24(50.00) 36(62.07)
VIS 16(15.09) 11(22.92) 5(8.62)
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k4
FRAE % (n=106) i—HD-MTX (n=48)  EOT HD-MTX (n=58) P
Ann Arbor 431 >0.05
[~ 39(36.79) 16(33.33) 23(39.66)
M~IVHA 67(63.21) 32(66.67) 35(60.34)
LDH 7K >0.05
1E 5 BUR AL 55(51.89) 23(47.92) 32(55.17)
Tt 51(48.11) 25(52.08) 26(44.83)
IPI P4y >0.05
I 1E (0~143) 43(40.57) 18(37.50) 25(43.10)
thg(2~3 %) 4744.34) 23(47.92) 24(41.38)
B fE (4~543) 15(14.15) 6(12.50) 9(15.52)
UIES 1(0.94) 1(2.08) 0(0.00)
CNS-IPI 343 >0.05
I 1E (0~143) 55(51.89) 25(52.08) 30(51.72)
thg(2~3 %) 41(38.68) 19(39.58) 22(37.93)
Bt (4~643) 7(6.60) 1(2.08) 6(10.34)
UIES 3(2.83) 3(6.25) 0(0.00)
LEANIAL B KR >0.05
0~1 53(50.00) 25(52.08) 28(48.28)
>1 52(49.06) 22(45.83) 30(51.72)
LIES 1(0.94) 1(2.08) 0(0.00)
= R IE S >0.05
R-CHOP 65(61.32) 28(58.33) 37(63.79)
R-EPOCH/R-DA-EPOCH 41(38.68) 20(41.67) 21(36.21)
A B
~ 1-HD-MTX © — i-HD-MTX
o 100 - EOT HD-MTX = 100 }-. - EOT HD-MTX
< s E
g o R o
Z 50 “-LLL & 50
E] g
2 P=0.012 " k7 P=0.006
o 0 HR(95% CI)=0.423(0.217 to 0.824) g HR(95% CI)=0.369(0.182t0 0.752)
0 40 80 120 160 E 0 40 80 120 160

Time/Months Time/Months
7 (A)HD-MTX F [l & 41 8 AL A 4 8 0S H % 5 (B)HD-MTX 7 ] i 4F 6F 4L & 4 49 PFS th 4,

Note: (A) Comparison of the OS of patients with different injection timing of HD-MTX; (B) Comparison of the PFS of patients with different injec-
tion timing of HD-MTX.

K3 HD-MTX T [ 4f B AL & 2 ) OS \PFS H. 8
Fig. 3 Comparison of the OS and PFS of patients with different injection timing of HD-MTX

25 FEEmEZESSH M ST )5 I & (HR=1.041,95% CI:1.021~1.061, P<
Cox [A TR BA I E 5 /0T 45 S Wos L4588 . 0.001; HR=33.094, 95% CI: 1.541~6.215, P=0.001)
Ann Arbor 78 \LDHZKF (IPIPF4 CNS-IPIF4r 45 (K14B) . BLAh, X fis CNS & & XU AHESET T IR
AN B JHD-MTX 4 ARHHILY A5 35 OS 1Y R 5HT AR IREE SR BB R 5 fR
fERIRR (¥ P<0.1) (1 4A) . #—2F Cox ZHE MM OSHIFER 2 (P<0.1) (E]5), i ¥ HD-MTX /A
G5 R MR AEIR & Ann Arbor /- WUESZ M R OS Y BHHLEA S HA PR R AEAE M, R A Rl A
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aracteristics otal o value
Ch: isti Total(N HR (95% CI) P val
/\ Py T.037(1.0T8 - 1.036) (] 0.00T
258 Y
&Cﬂl’\ 134 Reference !
g,n 124 1.082 (0.734 - 1.593) e 0.691
male 258 X 1
65 Reference !
Ccll ol ungm 145 1.374 (0.843 - 2.238) Lo 0.202
GCB 8 1.275 (0.701 - 2.318) L 0.427
nm—GCB %g% :
Ann Arhor <m§,c 134 2, 62! l 665 4 128) : —— < 0.001
111 2 3.308 (0.447 - 24.464) —_— 0.241
LB e :
normal 135 1.675 S)LIZZ-ZA :-o—- 0.012
Elevated 1 4143 (0.566 - 30.308) _— 0.161
IPI score 258 R i
Low (0~ 1) 98 Reference :
Intermediate (2~ 3) 104 2.471 (1.533 - 3.981 [ < 0.001
High (4~ 5) 49 2.248 (1.264 - 3.998) |—— 0.006
censored 7 2.591 (0.897 - 7.482 —— 0.078
CNS-IPI score 258 i
Low (0~ 129 Reference :
Il)lc{!ll?&]di;(l%’ ( 26)— 3) gg %';ZZ (1) 618 % 790) | —— <0(L4(3X§1
igh (4~ to— X
censored B 13 1.051 (0.375 - 2. -—+—- 0.924
Number of extranodal site 258 .
0~1 132 Reference :
>1 17 1. (0.997 - 2.169) re— 0.052
censored & 0.281 (0.039 - 2.039) -— 0.209
Chemallicapy 258 X !
19 Reference ;
R-EP OLH/R DA-EPOCH 62 0.903 (0.568 - 1.436) b o 0.666
Injection Method 258 :
Nothing 21 Reference .
Intravenous injection 41 1.216 (0.704 - 2.100) o 0.482
Intrathecal injection 71 1.115 (0.707 - 1.759) . 0.64
Both 20 0.844 (0.381 - 1.871 - 0.676
. censored 5 1.090 (0.264 - 4.496) —_— 0.905
Tlmir%ofinjcclim 258 '
) olhinF 165 Reference '
i-HD-MTX 37 0.530 (0.264 - 1.064, o 0.074
EOT HD-MTX 50 1.318 (0.836 - 2.075 ro— 0.234
censored 6 1.361 (0.427 - 4.335 3 0.602
00 25 s 75 100
Tharacteristics Gral(N) o CTYMultivariate analysis Pvalue Multivariate analysis
Taracteristics Total( value Mullivaniate analysis
— Age 5% 03T~ T [ —
<60 years 258 !
> 60years 134 !
gender 124 !
male 258 !
female 65 !
Cell oforigin 145 !
GCB, 48 !
non-GCB 258 '
censored 102 Reference !
Ann Arbor stage 154 3094 (1541 -6215) & 0001
111 2 6204 (0416-92454) é 0185
n-v 258 \
LDH 122 Rcm-.ncc !
normal 135 1023 (0.584-1.792) t 0937
Elevated 1 1430(0.120- 17 122) 0777
1Pl score 258 !
Low(0~1) 98 !
Intermediate (2~3) 104 1.127(0.497-2553) 0775
High (4~5) 49 1137(0378 -3421) 0819
censored 7 132988184272 (0.000 - Inf) S — 0996
CNS-IPI score 258 !
Low(0~1) 129 Reference !
Intermediate (2~3) 93 0998 (0473 - 2.105) 0996
High(4~6) 23 0371(0.112-1232) 0.106
o 13 0000 (0.000 - Inf) 0996
Numberofextranodal site 258
0~1 132 Reference i
>1 17 0986 (0583 - 1.668) 0958
censored 9 0.194(0018-2.148) ; 0181
Chemotherapy 258 i
R-CHOP 196 i
R-EPOCH/R-DA-EPOCH 62 i
Injection Method 258 i
Nothing 121 h
Intravenous injection 41 i
Intrathecal injection 7 p
Both 20 i
5
Timingofinjection 258 :
i 165 Reference i
i-HD-MTX 37 0525(0256-1.078) 9 0079
EOT HD-MTX 50 1201 (0749 - 1927) ? 0448
censored 6 2474(0.725 - 8446) e 0.148
.

0c100 56106

7 (A)CNS T By 72 B (B 55 A 3% oF 09 22 T8 5% 1 V3 0 47 5 (B)CNS T I 2 B (RO R AR P 8 & [ 3 BB V3 47
Note: (A) Univariate analysis of the CNS prophylaxis in the whole study population; (B) Multivariable analysis of the CNS prophylaxis in the whole

107

study population.
K4 CNSTRIF £ R K AL E R K S H KB

Fig. 4  Univariate and multivariable analysis of the CNS prophylaxis in the whole study population

SRR PR AR HEAR — B, P4 [E]EL OS BB PFS

3 \‘ \A i
Wi KEMGE 222 7 (P=0.615.P=0.821) , {H % 4H [a]

H A, )4 50%~60% 1) DLBCL i 35 Al 38 & —
LA T SR A, H 30%~40% 5 R IMETR
£ DLBCL £ & 016 97 16 I 47 >F 78 B A% & K i
JEHR SR, CNS & & 1Y DLBCL B 3 5 9l HEBR 75
B2 RN A BT VRS 2 A, TR R 5 £ DLBCL
BH L HCONSE kR EE 035 28%" . HHEICNS &
&1 DLBCL 3 W OS2 64~ A . SCRik4i
iﬁ@ﬁ,,ﬁqﬂmﬁwsakm&mDLBCL%E%
JEH R e A, N SR AR R PR A
DLBCL 35 1) CNS il Bij 143 Wb %8 o A5 [l Josi 4
ST T AREE 2009 4F 11 H 2 202242 H YA 301 4]
DLBCL 35 7k, 45 5 B /n CNS 1B 45 R 1 iy 41
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AL 3B K CNSE Ko A A& fE CNS B &
DLBCL A H#f v, 11 B 20 5 o 11 B 20 K8 35 19 PFS &
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R-EPOCH/R-DA-EPOCH 33
cthod 116

Characterist Total(N) HR (95% CI) P val

Age 116 :

> 60 years 55 Reference I
<60 year: 61 0.966 (0.583 — 1.598) —— 0.892

gender 116 !

male 56 Reference :
female 60 1.124 (0.679 — 1.861) —_—— 065

Cell of origin 116 1

n-GCB 71 Reference :
GCB 26 0.566 (0.273 - 1.172) —-— 0.125
nsored 19 1.196 (0.647 - 2.214) —r——— 0.568

Ann Arbor stag 116 !

-1V 13 Reference :
11 3 0.552 (0.076 — 4.007) ———————————— 0557

LDH 116 1

rmal 14 Reference !
Elevated 102 0.757 (0.360 — 1.595) -—o:— 0.465

1P1 score 116 |

Intermediate (2 ~ 3) 67 Reference 1
High (4~5) 49 0.769 (0.456 - 1.299) —-l 0.326

CONS-IPI score 116 :

Intermediate (2 ~ 3) 93 Reference i
High (4~6) 23 0.561 (0267~ 1.181) P — 0.128

Number of extranodal site 116 !

0~1 21 Reference ;
>1 94 0.536 (0.299 - 0.963) —o— 0.037
censored 1 1,566 (0.205 — 11.974) —_————————— 0665

Chemotherapy 116 ,

R-CHOP 83 Reference '
0.993 (0.566 — 1.744) —— 0.982

1

1

1

——
——
—o——
1
T t T

Reference
0.953 (0.493 - 1.842)
0.939 (0.513 - 1.718)
0.323 (0.077 - 1.358)
0.751 (0.102 - 5.539)

0.885
0.838
0.123
0.779

K5 CNST P CNSE & & /& DLBCL & 3 v iy 32 [ & [ 3 447

Fig. 5 Univariate analysis of the CNS prophylaxis in the DLBCL patients with intermediate—high risk of CNS relapse

IRIT IR HT , CNS & & 22 K A AE SO e 5 T
T B 5 W 2 — SRR T T IR P8 T G R e
A B A 26 PRy iR Bk % CNS & &
TR ASE A ] NG SIS IT-MTX A Sk CNS Fil 5 T B %k
M2 3| e, R4 HD-MTX E 4% 2 F§ T DLBCL
1 CNS T , {5 IT-MTX 5 HD-MTX 7£ DLBCL
S CNS 7 H 7 8L 6 e . FER 2
BHOARTFIAR, S RHFEAE TV HD-MTX 25 SIE Y R 3
FEMAR, IT-MTX J2&: 75 AT/ CNS 1 B i A S ms , B
AR AR P — T g A6 21 A4
1 162 ] DLBCL 35 1 [P F 55 i 7w, IT-MTX
5 HD-MTX 7E CNS Fil B R R RIS iH2e 2 R
AW I T %458, H 5% 058 A R 02, AwF
FEAALKE LT IT-MTX J IV HD-MTX JA 47 % DLB-
CL 835 CNS B B9 7 2L, WA T IT-MTX BX A5 IV
HD-MTX G Y7 [ 83 o X B = i B 7 =X 1 97 3%
KL, =4 AR OS K PFS A B H B g 22 5%,
PR R[] CNS 101 5 5 W %+ DLBCL £ 3% A= 77 45 =) ()
SN ELAT S0P, X 5 — Tk H SKMCH i iE £ 48
JE B4 [l B P AT 5 25 A — 3 T AL TR R A
1Y 22 5 M CNS B RAEABICR IR, Y HT 8O v A 2 DA
PEAG A R LB J7 22 %5 CNS 2 & f 4 S 0 Ve
R TG — 2 RAEA G JE K Bl 1 R 9] 0 3 57 A
HEALPPAG IR 2R | DAtE— 20 ) B = Fl CN'S T3 57 5 W& 119
Il R 3R 25 25 57

LI 5T 3 B2 eI R A AR T 45 24
WAL P45 R 5 4524 , HD-MTX %} 5 /& DLBCL # 3#%
() CNS T By 447 £ Ak o AL 4F Sk A R 78 [ Jis 44 e
2, HD-MTX £ [ AIE CNS & & XU 77 1l TG B i
25 AT M R G DLBCL 8235 CNS F B 19 07 =
Z— HD-MTX ()45 25 MU AF S il A W98 S0
TE R-CHOP fb.97 il 9 N i#E 47 HD-MTX i 97 LA SE 3
HLHI CNS TR AR WF 5 s Ay 7 (R 8O S5 407
SERF A 2y WIR T 2 CNS B & RG24 22 7
HAF M Z , CNS 5 & K KU 7R 4 B i 14
il PRIXE , 1 It #E R—-CHOP & Y7 Hifi 8 HD-MTX 1) 5
FEA ABIAL——REZE 57 510 CNS i i , Bk
IR YT H BT S B0 4 B 3 i R M——A)5 2 1If6 PR 52
e P 7 LR 1Y) S B ), ARG R IR, 5 EOT
HD-MTX Z1 A5 [t , i-HD-MTX £ 2 % 0S }z PFS
K, HW 0 2574 %002 8 X (P=0.012, P=
0.006) , i I A0, 41 % CNS &2 % 5 KU 19 DLBCL
B R HD-MTX #E47 CNS HiBi v] fig 547 F)
THEK DLBCL (B WA A7 0], S 2 s i e sl 52 o
SR, — T Xt 1 384 {5 S8 5 (1) R [l Josi P ot 9 5 S
7R ,i-HD-MTX 5 EOT HD-MTX 4H f) PFS & 0S 3f:
TG E 2 S MR, i-HD-MTX J7 2 5 5 | 8 )5 2L 1
PEALIT (9 SER | Xt EOT HD-MTX #] fE & DLBCL
B CNS Ty iy AR e B2 . PR 450 5 A
TG RAFAE 22 5, X AT GBS FH TP 37 6] 7T BB 32 i ik
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R R T EER RS2 R,
X R W HD-MTX A [F] 25 25 isF L% DLBCL £ 4% CNS
TR (I RCRAT T 2 — AR, 75 o £ B AL A
B A 5 SR E AL T R SRt E

AW 5E 6 B 43 MF T AN [6) CNS T B 3R s 2
HD-MTX 73 5F i HL %) DLBCL H % 2 7 1 52 0,
CNS il Bji 7 DLBCL H A £ FH 4 14 0 5 545080 =2
o AW RBPERF 5T , 2 A AS i S CNS B k5K
R BR M, H TR R RS CNS & & KU
DLBCL i35 CNS & & SR A S 4 2R .

HEAHRE TG 7 RS #0 m  E RR 3 a AR
B 3 TR0 24 ) AN TR B, DLBCL B8 % CNS i 19 .0
0 HD-MTX 1~ T [ 87 284 245 49 1 i s o 0 1, G
Hh i B 24 ) A 458 Ol T B e 5 AT 6 T K R K il
(Brutons tyrosine kinase , BTK) #Ifl i 7> . A AR B
Fe AR A B e R R0, B AT 2 37 ik R e 8 R L
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