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AFlER KRR (HD-MTX) XS MZEBMETVIX
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[FEEY By K7 E &84 (high-dose methotrexate, HD-MTX) Bt & F] 2 8 Bt (rituximab, R) 5 B HD-
MTX JEI7 W] K& 1 5 % M vh MR #8222 48 6k B2 983 (primary central nervous system lymphoma, PCNSL) #5819 ¥F 4 .

FiE W 20124 1 1 HE 2015 4E 12 A 31 H7EE B R 2K 42 1L = B 12 ) & PCNSL H 35 1 I IR %%
SR | ) BRSBTS 6 T8 %2 HD-MTX B R K& 8] HD-MTX I8 97 1 8 5 25477 8 95 19 42 77 70
Br. &R Hh 73 HlEENANI . HD-MTX + R 41 38 il , HD-MTX 4] 35 fiil . HD-MTX + R 41 & & 158 &
2% f# (complete response, CR) %y 84% , HD-MTX 4 i % i) CR %k 83% (P =10.878), HD-MTX + R 4 fi ¥
F4 HR 037 A= 47 B 8] Coverall survival, OS) 2 53 4~ H . HD-MTX 41 & # ) o 7 A= 47 B 18] 2 27 4~ H (P = 0. 047),

HD-MTX + R 4 & 2% i) v v 6 it %ﬁzﬁﬁ;ﬁ (progression-free survival, PFS) & 44 4~ H , HD-MTX 4 &£ # 1 i )i

T JREAAB N 17T A P=0.02), PHABEWHANA RN KAERZFTLEITFE L., &it HD-MTX +
R 415 HD-MTX 414t CR %*ﬁ{u,@%ﬁuﬁﬁ R A # T3k PCNSL #2519 OS #1 PFS, H Al R A 234 Jin A
R

[X@iE) FA PR RSMHER(PCNSL) s  FlZE8er; i BiE
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The therapeutic effect of high-dose methotrexate (HD-MTX) with rituximab

in newly diagnosed primary central nervous system lymphoma (PCNSL)

Dina Suolitiken, XU Xiao-ping”, CHEN Bo-bin, CHEN Tong, LI Pei, DING Tian-lin,
MA Yan, YUAN Yan, LIN Zhi-guang, WANG Qian

(Department of Hematology s Huashan Hospital  Fudan University s Shanghai 200040, China)

[Abstract] Objective To evaluate therapeutic effect of high-dose methotrexate( HD-MTX) combined
with rituximab (R) compared with HD-MTX in patients with newly diagnosed primary central nervous
system lymphomas(PCNSLs). Methods With a retrospective cohort, we collected the clinical data of
patients with newly diagnosed PCNSL at Huashan Hospital of Fudan University since 2012 January 1
to 2015 December 31. We analyzed the therapeutic effect and prognosis of the patients received HD-
MTX combined with R and HD-MTX. Results A total of 73 patients were identified, 38 received
HD-MTX + R, 35 received HD - MTX . Complete response (CR) rates was 84 % in the HD-MTX + R
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group and 83% in the HD-MTX group (P = 0. 878). Median overall survival (OS) was 53 months in
the HD-MTX + R group and 27 months in the HD-MTX group (P = 0. 047). Median progression-free
survival (PFS) was 44 months in the HD-MTX + R group and 17 months in the HD-MTX group (P =
0. 020). The differences of incidence of adverse between the two groups had no statistical significance.
Conclusions CR rate of HD-MTX + R and HD-MTX cohorts is similar, meanwhile addition of

rituximab to HD-MTX appears to improve OS and PFS without increasing adverse reactions in patients

with newly diagnosed PCNSL.

[Key words] primary central nervous system lymphoma (PCNSL) ;

prognosis

rituximab; therapeutic effect;
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Ji A P TR RK B 22 &R 48 i 2 R (primary central
nervous system lymphoma, PCNSL) & — ff 5 UL 119
zZEHN 4 2 A 4 W B 98 (non-Hodgkin lymphoma,
NHL) . A2 4% NHL 5 1%, 2008 4 WHO &
15 7 B 40 2 Ji 98 0 2 A 1 o PCNSL & R
75 Jay R T o A R 2 AR I R TR G R AR R A
50 52 5T B IR AT 22 . 9000 L | PCNSL
s B2 A R k18 R B4 M P I (diffuse
large B cell lymphoma, DLBCL)"™, 5 & 4 %
DLBCL #f Lt » Hiilin PR R 3 A7 A KR 2 57, Bls
W3 8 2 ok R A SOOI iR T PCNSL i, i
F 1) B A 1E BH Coverall survival, OS) 2 12 ~18 4>
H o AHZEBE & X PCNSL /Y IA R 2 & i & B4l
FAA] DL 33 o 1 i 5 B ( blood-brain barrier, BBB) 1
515 - FRT— A R e OS 7T LAGE B 3~4 4557,
PRAE NN B IR 97 90 % PCNSL BB 5 1Y 1 ik 5 & 2
LL oK ) & B & % Chigh-dose methotrexate, HD-
MTX) g HEfilt (49 77 58 o T 23 ) 3K G HE A 488 0] 245 ) M
EI7 259 A48 F Z 8 B 4T Crituximab, R) | B 4 i
T B 4 . PCNSL YA U7 i MTX B & 24
YRR 2 BT W 2 % BBB 1 3% 7 Fi %
RV B R IT R. — Bk RAESN CD20 |1y
g REHUR B T H AR X 4 BT R R B
BBB 2| 35 fixi ¥ 1 vk BEAR AL . {H PCNSL i & B AJ
AE BBB 1 5¢ B P52 B AR L T R 78 R 48 1% DLBCL
Rl DL R R FE B HiE S ok,
HD-MTX B4 RiGJ7 PCNSL J7 50 ry 0F 50 i R 15
BB

BEORE AT 1k

BEEA WL 201241 51 HE 2015 4£ 12
J31 H AT 52 5K 27 B T A L BE B 2R ) &
PCNSL i % BE Rk, H i) & mf Bl il il HD-MTX
A HD-MTX & R #4767 B9 8 & 3% 73 fi4T &
AWFTERAH bR E . B A ARUER b3k 1 1a] )
YHi2 2 PCNSL HIV B4 . W 6 3 Al % 5 2y
RE Ik 63 2599 5 A7 I M 1) 2L 22 2% 200 L~ i LR 92 it
PRIUESE s S BEAR CD20 3k FHAE s F AT ALY 7 %
AV R . B2 % 3 MU BT,
T BEARAS 2 1l TR 8 2 LS AR S0 10) 25 00 T
AR, Fr Ay B2 i AT e A AR
A1 B U N kRS AR, e 4R PET-CT, 1 38 MRI
/8 CT. frf B B HAE 2008 42 WHO il 3 Al
T B2 SR A AR E T I2 I L LR A S Sk
Hixt 7 NHL g ffi ] R f945 3 & 0L . 76 HD-MTX +
R AL 58 3 AL 7 Hi 2 247 £ B R % 3 (hepatitis
B virus, HBV) %5 & 9 09 & 00 , 25 & JF 2 18 5t R
(hepatitis B surfaceantigen, HBsAg) [ 1, N ¥& f#
R Y7 W8] ™ % MW 2R AR R s
HBsAg Fl/ 5 # .0 #i 1k (HBc antibody, HBcAb) i
PEL A I HBV-DNA 93 B2 #5000 =107,
PR K sl R R 3107 BRI = <107, FT
IR R4 HBV-DNA R <<10°, MZEfEH] R
IR IWII)  % W%8 HBV-DNA 3% £ K 2 B 5
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SEMLTAR AR ESHREAHZE 2
HEUE L FEAT [ B A S B 5. 73 1] B8 AR 4l i R
MALIT I7 €40 i 2 41, HD-MTX + R £ 38 {4 &
F 2 HD-MTX G R ST (0 Ik 4 25 7] &
MTX 3 g/m’.R 375 mg/m?) ; HD-MTX 41 35 {4 &
H 2 HD-MTX AL J7 7 58 (& Ik 45 25 57 & .
MTX 3 g/m*). MTX 7 3 h WHIESE . 4T
MTX 77 Ao 8 H KA (2 000~3 000 mL/d) Al
PRUGTRAL o Y& IR 55 A RO B b 250K T MTX &
M 1%, — M R JH 6~12 mg, q6h, LA . 1L
PSSR I, Ak 2k 4y T oK A Bk 3 K. AR R i
MTX Z5 9B %] .24 h.48 h 1 72 h i BCH bk I » #F
A7 25 e B e o AR dT R) BRI Dy 3 ] 40 AR B
AN BB 52 1 1 R BB, ) 3 LA ORI T & .

ORI ROTAN 2% [ B 5k TR AR 22 R
g B9 A& /F 4 (International Primary CNS
Lymphoma Collaborative Group, IPCG) ) PCNSL &
I7 R VT A 25 SRR HE L AL 58 4 % i (complete
response, CR) . #4342 it (partial response, PR) %
& & (progressive disease, PD) FlJ 15 #a & (stable
disease,SD) ., rfi & 205 3 UL EALYTFITY
. 3 AT )E . ik 8] CR A 85 4k 22 )5 7 2 UL A
BT 3~5 Ar e PR 4k 22 5007 S8 AL 0T B 4
37 7 %8, SD 5 PD SR E W 2007 . 6 DT RER
ig CR B H IR ST

AREEEM W07 BE P A R RO AR 58
] ] 2 a0 T 9 B di AR B SRR B AR E 4. 0 [
(Common Terminology Criteria Adverse Events
Version 4. 0,CTCAE v4. 0) #E47 ¥EAl . XF A2 %
BEUALST B BEAT N RSO B DA

SitFEAE AR PR TH B A 0 22 i
RIAAFREE . OS & MR E 1112 350 T 8
JE— KBTI [a] . PFS % X Ry M & 1012 2 5w
SR/ R R G — R BT BT, TE A R A
(recurrence free survival rate, RFSR) & X N #H W
IRF R P 2 ik 10 A8 B A R M Le . i Log-
Rank £ 5 i 17 5[5 2 7> #7 . fff Fl Kaplan-Meier
LRAATHEAE 5B Cox M AT 2 E 40 #r .
XA 35 P<<0. 05 g 22 53 A Ge 112 3 S K B R
St X OS 50 PFS /Y52 PR &R o 22 53k 3] P<
0.1 HHEEMAZHZR M. i Mann-Whitney

U 6 56 B A5 A 4 ) 2 2 G T PR 1 /KO 1 ik 22 57
R o K547 PO L. State (12,0 JlEAS)
Hl GraphPad Prism (6. 0 A #4750 20 07

4k R

BEBME 73 BIRE U R BB 2015 4
12 7 31 Ho i REViRS [ S 47 S H . A 4 Bl
i F IRy AR U5, o HD-MTX 41 1 i,
HD-MTX +R 413 i,

73 Bl E AL AE IR O 56 % (36~T75 %), )
SR KPS Al ECOG ¥ 43 % 1 oy 68 Ik 4 3 17 7F
fili o XFEBFH AT KPS W05 - 45 R AT - =80 43 36
B (i 49.3%)350~79 43 19 il (5 26 %) ;<50 4%
18 ] (i 24.6%) . TG 0 23 F 100 43y s, v
#17 ECOG PFrJa . 45 R F:>1 43 35 fil (5
47.9%) s<<1 43 38 Bl (5 52, 1%, Frf By
% I35 FLBR B & B (lactate dehydrogenase , LDH)
Rl .27 41 (36 %) (B B LG LDH KT+ & . 7
50 4552 1 WEHE 28 JIAR (1 8 35 v, 29 B i85 (58 %0)
i A W b 2 H (cerebrospinal fluid protein, CSF
protein) & &I E . 44 H1(60. 2%) B FH A IR ER X
57 B2 CRIVELHE JE I L R IR A 0 G =5 5% Ll T it/
BN o 18 B (24, 7 Y0) 9 5 3 AR BT B SZ T 4 A A
ST VA YT (whole brain radiotherapy, WBRT) , 1fij 14
Bl 9. 200 Bl HE R IGHZ T WBRT. XfF 9% #
K 56 7 1% 36 ] (49. 3%) B & R BUF AR VI BR 05
2,37 1 (50. 7 %) B R I Z B 528 5 E 1] 2
PG REA M 730, 3R 1 FEIR WAL I R AE 2
[] TG B 25 5

WAHMIEITEE R (& 2> h, HD-MTX + R 41 3%
38 il i .3 ALY I .27 il CR. 1 ] PR, 1 5] SD,
9 #] PD; 58 5% 6 IALY7 )5 - 32 #i] CR,6 f] PD, HD-
MTX 20 3 35 fi] & 35 . 3 WAk ST )5 . 25 i CR. 4 fi
PR.3 fi| SD,3 fi] PD; 58 i 6 W ALYT 5 .29 #il CR.6
%l PD3 )5 .9 il PD B EAT T Hbh A 3 i
BEZNITIE G CR). MAMZE MR ER LS
ES-9'@

BITER 73 BB E (BR 4 BRUIBEID
£ OS 2y 47 A H  AAE M & an &l 1 s,
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F 1 PCNSL 2 HE R EFE
Characteristics of patients with PCNSL
Characteristics All (n=73) HD-MTX+ R (n=38) HD-MTX (2 =35) t P
Median age (range) 56 (36 =75) 56 (36 =75) 56 (42-71)
<60 (y) 52 28 23 0. 479 0. 63
=60 (y) 21 10 12
Sex
Male 46 23 23 0. 456 0. 65
Female 27 15 12
LDH
Normal 46 25 21 0.508 0.61
Elevated 27 13 14
ECOG
<1 38 21 17 0.568 0.57
>1 35 17 18
KPS
=80 36 20 16 =-0.72 0. 47
50 =79 19 10 9
<50 18 8 10
Deep brain lesions
Present 44 22 22 0.43 0.67
Absent 29 16 13
CSF Protein
Normal 21 11 10 - 0.678 0.50
Elevated 29 18 11
WBRT
Present 32 23 9 —0.3381 0.74
Absent 41 28 27
Surgical resection
Surgery 36 17 16 -0.81 0.42
Biopsy 37 21 19
3.95,P=0.046) ; i PES 4352 44 F1 17 4~ H
100 (' =5.42,P=0.02), % &5 W H %M AL Z M
ol . FI 2 51T OS B PFS 2 [ 2 500 . 4 e 7%
i1k — 2 43 M % fif % . 6 2 & A A7 % (recurrence
S 60 r free survival rate, RFSR) Z [H] iy & 5, g5 R 0Lk 2.
& w} &3,
TR PE B B 45 40 ik B BF 5F 41 (International
207 Extra nodal Lymphoma Study Group, ISLSG) i #f
o 13 a4 3 dn e 7w w6 o8 mo oo HHEDHT PONSL M HUR A LR @ 5 T

Fig 1

LA 41 OS f1 PES, HD-MTX + R 40l

t/ mo

PCNSL £ & #0472
Overall survival in patients with PCNSL

HD-MTX 4t fii. OS 435k 53 F1 27 4~ H

ST BT AR IS L ECOG 3743 L 17 LDH /K- |
106 5 TR A IR X R Y (HE AT 4
FCIT LA BT 21 356 R 3X AN 5 AR T
LR X T B 05 m— B AR gl
P FRATTRT 3k 28 300 f5 B 2R AT 43 B, 45 8] T R AL OS
M PFS 45 9 (£ 4),



5 E AR (2D

2019 41 H ,46(1D)

18
A B
P=0.046 8 P=0.020 0
100 100
=L.HD-MTX =L-HD-MTX
20 =i HD-MTX+R 80 == HD-MTX+R
|
@ 60 S 00r
< 1% n
»n <3
C 40 & 40t i
]
1 ]
20 20t '
]
]
L L L L . | . A .
0 24 48 72 96 120 0 24 48 72 96
1/ mo t/ mo
E 2 HD-MTX +R #1 HD-MTX j&77 A E &K OS 1 PTS £ 77 #h &
Fig 2 Progression-free survival (PFS) and overall survival (OS) in patients treated with HD-MTX-+ R and HD-MTX
A B
100 100
=4 L. DH normal =i— KPS=80
80 + =4&.LDH elevate 80 _l\‘ =k KPS<80
g 60 ;\3 60 |
- <
£ n ]
~ 40 © 40t }
' |
I
L I P=0.063 9 1
201 p0.0604 i — 20 :
I
. ! . . . R . . .
0 24 48 72 96 0 24 48 72 96 120 144
t/ mo t/ mo
C D
100
Bl wl 4 = 4= CSF pro normal =4 CR
30 | —4_ CSF pro elevate =l= PR/SD/PD
o 60r °
= S
»n 0
O 40t o
20 P=0:0675 20| P=0.0435
0 24 48 72 96 120 144 0 24 48 72 96 120 144
t/ mo t/ mo

A:PFS stratified by elevated LDH levels or not;B:OS between KPS==80 and KPS<80;C:OS stratified by elevated CSF protein levels or

not; D:OS stratified by achieving completed response (CR) or not.
B3 HELEFHEILE

Fig 3 Comparison of survival curves of each group

PR T e F- AR T7 AR UIBR os. 16 KD O 28 45 0F £

A UL I 7 LDH /K KPS $F 43 | ik 4 i & [k
-3 AT R S AT I RN TS 15 A S
HOC. AR CECOG P43 i #8324 T PCNSL
BEMBUG NG ¥ 2R R, 7R GHAe S

(15 OS F1 PES fy52 0 22 S T W] .48 112
AR LA B 4528 %0 T 0] AR S A5 R Y PR R
HD-MTX 2 &84 R LDH K KPS #¥%45 ,
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CSF HHKF 3 DI R PEA e 7 TR R MTX 2REA RUR ME LDH /KT @ 2 o 57
AT Z R 5. Cox A3 A 45 R Bon , HD- - fER R (R 5D,

%2 HD-MTX-+R 1 HD-MTX AEEWEBEL R
Tab 2 Comparison of remission rate in patients treated with HD-MTX-+ R and HD-MTX

Response All (n=73) HD-MTX+ R (n=38) HD-MTX (n=35) 2 P

After 3 cycles
CR 52 27 25 =0.91 0.37
PR 5 1 4
SD 4 1 3
PD 12 9 3

Afterloleycles 0.15 0.88
CR 61 32 29
PD 12 6 6

%= 3 HD-MTX-+R #1 HD-MTX HEEHR 1~3 & RFSR [b £
Tab 3 Comparison of 1-to 3-year recurrence free survival rate (RFSR) in patients treated with HD-MTX+R and HD-MTX

Response All (n=73) HD-MTX+ R (n=38) HD-MTX (n=35) Z P
1-year RFSR 61 32 (84.2%) 29 (82.8%)
2-year RFSR 56 31 (81.6%) 25 (71.4%) 2.74 0.1
3-year RFSR 40 25 (65.8%) 20 (57.1%)

&4 PCNSL BEIRAFRHRE RS

Tab 4 Univariate analysis of the prognostic factors for PCNSL patients

o PES 0S
HR 95% CI P HR 95% CI P
Age=>60y 0.54 0.18—-1.67 0.29 0.57 0.19-1.74 0.32
Elevated LDH 0. 40 0.15-1.04 0. 06 0. 48 0.19—-1.21 0.12
ECOG 0.55 0.23-1.33 0.19 0.76 0.32-1.80 0.53
KPS 0. 60 0.25-1.44 0.25 0.43 0.17-1.05 0. 06
Deep brain lesions 0.99 0.41-2.39 0.98 1.15 0.47-2.78 0.76
CSF protein 0.33 0.08—-1.32 0.12 0. 30 0.08-1.09 0.07
Response 0. 47 0.18—-1.24 0.13 0. 35 0.13-0.97 0. 04
WBRT 0. 60 0.24-1.48 0.26 2.10 0.81—-5.49 0.13
Surgery 2.03 0.81-5.12 0.13 0.57 0.22-1.49 0.25

®5 PCNSL EFEMATENEERSH
Tab 5 Multivariate analysis of the prognostic factors for PCNSL patients

. o PFS 0S
Characteristic (n=73) S =
HR 95% CI P HR 95% CI P

HD-MTX + R vs HD-MTX 0.29 1.00-10.75 0. 042 0.29 0.087 = 0.97 0.045
Elevated LDH 3.29 0.14-10.96 0. 049 3.57 1.07-11.94 0.039
KPS 0. 40 0.12-1.36 0. 144 0.36 0.11-1.23 0.102
CSF protein 2.39 0.66—8.65 0.186 0.28 0.62-8.03 0. 220
Response 1.00 0.30-3.35 0. 996 1.10 0.33-3.66 0. 880

WA CTCAE v4. 0 2 bpfE. XA B E R Hsd WHERRCGEREZ  DREEF) LM
ALY B EAT N ROV PR A . FIEIMA R2 RS S BRE B N BRI S RE 0L L DI RE AL E
TIIIE ST WA RS FATHE G E BT ILA THA T SR, B RO . &5 R R B E L
J7 T B0 P40 K 2D Ol B R R R e il MUTXCH UL R R B 0 I 3 RE R R L 1E O BE 90
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H LN A K A AR I R ORI RE 5
T OB R R AL N RO Y

A RIEAR L P Z R BB & A A 228
AEAGIHELCGR6),

% 6 HD-MTX+R 1 HD-MTX A& ERE KM%

Tab 6 Comparison of chemotherapy toxicity in patients treated with HD-MTX~+R and HD-MTX [n (%]
Adverse reactions All (n=73) HD-MTX+ R (n=38) HD-MTX (n=35) 2

Anemia 7 (9.6) 3(7.9) 4 (11.4) 0.61
Leukopenia 13 (17.8) 8 (21. 1 5 (14.3) 0. 46
Agranulocytosis and infection 3(4.0) 2 (5.3) 1(2.9 0.61
Thrombocytopenia 5 (6.8) 3 (7.9 2 (5.7) 0.71
Viral infection 2(2.7) 1(2.6) 1(2.9) 0. 95
Hepatitis B 11,4 0 (0) 1(2.9) 0. 30
Immunoglobulin decrease 4 (5.5) 2 (5.3) 2(5.7) 0.93
Liver disorders 15 (20.5) 7 (18.4) 8 (22.9) 0. 64
Renal disorders 10 (13.7) 6 (15.8) 4 (11.4) 0.59
Gastrointestinal disorders 34D 2 (5.3) 1(2.9) 0.61
Mucositis 6 (8.2) 3(7.9) 3 (8.6) 0.92
Allergy 22.7) 2 (5.3) 0 (0 0.17

HiRYr PCNSL 5 2R HIRE & i BBB B9 2549, 1M

o o MTX WeHERKE] 1.5 g/m? B AT LA % 4 M58 i 1

B B iR 42  PCNSL 2 /5 B g iR X #f 22 R
SR iy 2. 2% 1980—1990 4E ., PCNSL 1y &
93 5 O HL AR 56 1) 36 e BB #) FE R TS,
FEEAE B E T PCNSL 1) & R4k 52 T+, X &k
FHETRMA B E R AR ERE AR, B
i R AR - WIS ERIN IR YT PCNSL ik T # N & 5
fbI7 . — &AL R LA E i BBB ) MTX b &
(5 &), [l i STk & B B SRS ) A F 9 o A
S KPS #1 PS AT LIAE y H iy PCNSL 8 3% 1l )5
R Z H KPS 343 8¢ PS 143 55 H A H] B 15 19
B AR A B 5 L AR BF 5T i T LDH K
SRR B R KCE s TR B TS R A e
BEAEF ST, O Al I 3P4k A S 7 97 Ry W 7 40 L i
T8 I PEAR T SO0 F IS SR AT I CE R AR A
P& LA 3 AT J5 % iR 3 AT AT RICR B PR A S T
PEAR 45 0 F 1905 I 8 I A R L

1E DLBCL W#E#E1G YT T &4 . Ik R-CHOP
( cyclophosphamide,
prednisolone) 77 & & — & L ¥7 I £. % & 3|
PCNSL [ K843 B 25 %1l DLBCL, [H 84 & 47
WEFEAE H] CHOP J5 88k & 1J7 19k 7 PCNSL,
25 R I CHOP B4 W07 A e dd = B H AP 3.
Ji DAL AT BB 25 9 i AR 7 ) AN e % i BBB, Lk 7
il Je 2H 203K B AG R a 2  BE TR I aR GA

doxorubicin, vincristine,

JikiZs it BBB 78 15 N 3k BIG ST R . R T [l i
P B AT IS M0 BF 5 25 R, MTX gk b 2 B b
PCNSL G 7 i A Ui EE W 258 . A6 0 58
KA MTX 50 5 1~8 g/m*, HHTCA W)
B UE A $ 75 A3 ) B -RO0E 6 & o 4% BROSCHRAE 77 MTX
T 2AE 3 h NP T BN 3 ¢/m’ A fE
FEH s BIR YT MR DY . — A2 1T I
PRWFFE XS 25 4 4 i ] HD-MTX $2535 97, 38
WA 14 RN RENFEFEMEEA 1 RIS AR
BIT 124 H AR5 2GR R (CRR) Ry 52%, B
PR R % CORR) 2y 74% L PES 40 12,8 4
Homfi OS 55. 4 AP, 5 — A 2o iR
37 LB E R L o AR HD-MTX /iR
I7 . 45 B H AL AT 5T 22, R CRR 2 30%, H i
PES & 10 2~ H .47 OS 2k 25 4~ H , K T H Al #F
GERE T ML HD-MTX 24536 97 (19 0F 58 1%
SR A TR I G R Z ] . (HARST B R
W lEAE MTX G0 & 38 i 3, L HEME R g
B O B I D2 i ) B ) 0

— BN X T PCNSL 8 & 5% BB & 4697 Al
A AT AT B oy 19 5 ik 39 R SR A A7 20 . i e
WAl T 25— et 3 56 7T LLIE of BBB 254
1 NCCN HEFF 1Y ¢ 5L % (temozolomide) , B B Jifg
F (cytarabine, Ara-C), f# i . & (idarubicin,
IDA) . % 8 1A (teniposide, Vm26) %,



A« FIJHE A HR A  (HD-MTXO B 75 4 2 1

FSTIR YT W) A SR A T X 22 R bk LR (PCNSL B AL 21

Pl % 2 H1 2 B CD20 & H ik, T
DLBCL o, 3k 2 7] DL gk 3% B 5 . € K& PFS 1 OS.
2006 4% 56 [F FDA #t#fE i J T DLBCL., 1 xf 3
ffif R &7 0 LA PCNSL & % 1 s . A 5 0F
HERIFA—HEGE D . HRWFVCEH T R E
] DL i BBB. 2003 4 [ — B 55 4 4 ] 88 35 47
K S R ARG Ak e ROFING RV P ROk
R R OB Ak 0. 1%, B
SRIXHEN A R R AT LLE i BBB. AH R el 47
RHNY A INREA I [T F 5T A R A R AN fiE
UUAE B OS B PES, 805 25 A 2 7 (HARE I 2
Giit2# i . Birnbaum 2709 08 YA Sk i A R
AR CR,{HJE OS f1 PFS [ 22 % L4124 =
Y, 2014 4F Johns Hopkins 2% B #F 28 A &1 %) T
19952012 4F 4 % HD-MTX [y 54 il & % 1
2008—2012 4E 52 HD-MTX + R fi§ 27 fii] f 3% it
frEede, &8 HD-MTX 419 CR & 36 %, 1fii HD-
MTX+ R 41 #y CR # & 73% ; HD-MTX 41 (% rf {37
PFS fidtfii OS & 4.5 ™ H M 16.3 4~ H .1 HD-
MTX + R 4§ H i PFS J& 26. 7 4~ A, B & K15

CRIGFZ 1 AEFAMA R AT A BHNE
&HH, Madle S AFFEIA 0 A R 5028 2
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