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PR AR RS R RS U > )i (primary central nervous system
lymphoma, PCNSL) %, JTFEIMERIZH D, Report of
Brain Tumor Registry of Japan (2005-2008) 14™ Edition |Z X
D ERMERED 4.9%% HH 5 LI TWD D KIBOMK
1%, 2018 121X 1 4R C 5,936 BlICHAE L T\ 5 (H
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(PARDLNEEE 7256, TORBEOHA)

WD ITA 74 B LA OMEHEE S, #MTEB VT MATRIX
VYA I PCNSLICH T HEMEIRIED 1 DL F 2 5,

MATRix L ¥ A %, BIfEEN CTEAIGER(ETRIETH S MAR LY
A v (MTX+Ara-C+Rix) E L THERRIFB N EXRENTEY Y,
PCNSL B&F D TRENLHFFTE D,

TRAOZHE - R [THREARREIE Y 3@ IZENTEBE I T
BENEE -« hF THEEMEY U OSIEO PR R~ ORI KT D EAE O
HHNTHD EEZ D, B, MEBZETA K74 (2019 Ffif)

IZ3BW T, PCNSL OFIFERFEMEAREE LT, mAEA ML XY
— b (HD-MTX) Z &2 A0F HEAREN RS A TBY (174
U —B)%, EFEEICB W THAFNILPCNSL BRE~NALSEH S TWVWS,
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Iz BZ2EORE - A&, UToHEmIcky, ERNTERREIN
TWH AL - HE0o®ANTH L EE 25,
ENTERBINTWAIHAE - HEZX, TA MM —FE LT, B,
1 JARIC 1181 30~100 mglkg (A Ah78 A I b L3 Y — b B &
HHIITE, 1A MM Y— K& LT 30mglkg BLEOEARNES 2
VE) AR 6 R CRIEFIRNERN T 5, 0%, v R o
H%24T9, A MRV — boREMEX, 1~48MET 5, 228,
FEiln, EWRICE Y EERHEBT 5. THod,

PCNSL % 50~70 sk O @ B I @ E TAHA B 5 Y, H AR AN D 50~70
MO E - (AEX, BMET167.0cm, 66.9 kg, 1T 153.7cm,
540kg EIEL Y, REWKREL S & ICHEARAE - AETOA N b
VXY — NEEEEZENT L L, B TIX2.01~6.69g, ZMETIX
1.62~5.409 & 72 %, VFHHE - (kEE b L2, HEAXI L O Du Bois
KEHWCHEB SN RERmAET, BT 1.70887 m? k8 L O 1.75244
m?, M 1.47064 m? B LN 1.50651 m?> ThH - 7=, B SN EH
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g —n v XOEEEESMEY ] JEMFSE 7 L — 7 (International Extranodal
Lymphoma study Group, IELSG) 723 32 L 7= IELSG32 study Ti%, PCNSL
27T Pl xRz, REABMMLISFY—FMMTX)+ KBV X T
(Ara-C), MTX+Ara-C+VU Y ¥ < 7 (Rix), MTX+Ara-C+Rix+F 47 /X
(MATRIiX) D 3 BEIE/E A LI BEBR N i S e, FEFMHEE CTh 5
FEREFM(CR)RIZTZN LTI, 23%, 30%, 49% ThH Y F 4T /3D A -7z
MATRIix FENA EICEN TV = (p = 0.0007), EIRAIFEAMER TH D42
RNFIXZENZ I, 53%, 74%, 83% & A EZEMNH Y (p =0.00001), 2 4
317 25 77 2 (progression free survival, PFS) %% 4L % 41 36%, 46%, 61%,
2 4173 (overall survival, OS) X% 4L Z 41 42%, 56%, 69% & VT 4L b
MATRix BENEIN TV =, (R TIL, PFS, 0S @ p fili 2 #F b=
D H)
Lancet Haematol. 2016;3(5):e217-27.9
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KIE | BGc4 ({E34) | Methotrexate Injection (Hospira Inc.)
BhEE - BhE BYEY UoNIRERME B R, REIEE S mE, FEA
xRV UNE, BANE, FE, SR
Rz, ATMRMEMEMEES, BTV U~ T,
2 BRI AR R R B A%, Rk
ik - HE ATV L NE - AR A
A b b b — b BAIT 8,000 mg/m? % 4 I
2T T, F 7z idfhAl & ofF AT 3,000~
8,000 mg/m?
fii % HADOHE - HENARIN TN D,
Jo[E | BFE4 (d2E4) | Methotrexate 25mg/ml Injection (Hospira UK
Limited)
Bhee - BhR VMRS (RCEBEMEMEE, Bifws, HIE )
Ak - A& Y VNl (N—F% b U N
AT —V 3 A DB TA L b LFH—
k% 0.625 mg~2.5 ma/kg/ H
fii % HEOME - HEOKRR L,
ME | BR5E4 (%4) | Methotrexate "Lederle™ Solution 25 mg/50 mg,
solution for injection (PFIZER PHARMA
GmbH)
BhEe - R SEVEMCE MRS, P, BAFER, ERTUF
VU Lol AEY oM E
A - & ERT XY S - AR R A
A b bRUEY— FEAIEZIMA L O
C 1,500 mg/m2~4,000 mg/m?
=] BEOMEP KB SN TND,
LE | Bred (E%4)
hEE - B
AL - &
fii & TR A OERe L,
INE | BlRGE4 ({3%4) | Methotrexate Injection (Pfizer Canada ULC)
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ML - & o EEMEERTC R Y NE
ProMACE/MOPP, ProMACE-CytaBOM ,
Magrath Protocol (Z#E U %
ProMACE-CytaBOM T, fififl & o ff Fi T A
bhUEH— b 120 mg/m? EZ 4 E L, W T
oA aRY) REEITO
fii % HEDOMIE - HEDOKRR L,
SN | BFe 4 (2%4) | Methotrexate Injection (Pfizer Australia Pty
Ltd)
Zhag - 2R PO TFIRE © FU, ARARVEMCE MRS, Ak
HEVEMCEIRIE, JRarhe, SYER IR (R
BYEY UoNIRERME | M), N R OVE R E
BT 2 —=Fy MU UARERNY N
JiE
RERIE TS LR, B WIE, <& 3h
ML - & MY Nl (N—=F oy b U oNE)
AT =V 1~2: A bhLFH—F4% 10~
25mg/H 4~8 HAfE N5, Ha— A
5%, 7T~10 ARIE,
AT =V 3: OB AHKEOHHE, Fa—2R
O G%, 7~10 HIKIE,
fii & HEDOME - HEDOKRR L,
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1‘;”;; WOk mEE O mmE WAE OmE O
WOBE IR DL | (BRCKAE 6 20 [E © o R YA il F PN 2 )
(X% 6 4 WK 4 [ T O B HERO B PR N % (35 S 7 12 BT % T IS TR
ECEENE
BT s || KE | A RTA The National Comprehensive Cancer Network
28 72\ S A V4 Clinical Practice Guidelines in Oncology (NCCN
M Guidelines): Central Nervous System Cancers
Z, HEIC
Frw L, Version 1.2022 ©
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- s Methotrexate is the most effective agent against
PCNSL.
(£7-13H o ‘i A
W . BT High doses of intravenous methotrexate are
OB A ECHE | necessary (3.5 g/m2 or higher) to overcome the
D) BBB and achieve therapeutic levels in the CSF.
Other Recommended Regimens (Induction
Therapy): High-dose
methotrexate/cytarabine/thiotepa/rituximab
WA NZ A | Ferreri AJM, et al. Chemoimmunotherapy with
D IR YL methotrexate, cytarabine, thiotepa, and rituximab
(MATRix regimen) in patients with primary CNS
lymphoma: results of the first randomisation of the
International Extranodal Lymphoma Study
Group-32 (IELSG32) phase 2 trial. Lancet
Haematol. 2016;3(5):217-27.9
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3. HENHFITHRDENIDORFICHE « BEFFIZONT
(1) BAERALEEGAER, EYBIRERBRE IR D AR E L TOHERN

<EROMBE T (BB AR BIRFIIE), BRFER, SCHK - S o2
F DAL I 5 >

TREOMBR XTI B ATV, 202246 A 1 HIRFR T 34 D TRk & fiH L
2o ZDO5L, BWHEYHE - BR, WL HETH DS PCNSL (2479 %5 MATRIx
LA OFRAMEIZOWTRE S 72 3|ICOW TR T 5.

fR 5% 2 ¢ "primary central nervous system lymphoma" OR "primary CNS lymphoma"
OR PCNSL AND MATRIx

<A BT D ER IR AR SE >

MATRIix L ¥ A > O A JAYE 2 27AM U 72 4 2% (b BER

1) Ferreri AJM, et al. Chemoimmunotherapy with methotrexate, cytarabine, thiotepa,
and rituximab (MATRix regimen) in patients with primary CNS lymphoma: results of
the first randomisation of the International Extranodal Lymphoma Study Group-32
(IELSG32) phase 2 trial. Lancet Haematol. 2016;3(5):e217-27.9

REBT VA2 Sk, A—7 T 0L, BAEA(L, F AR
XFREE  HIZ2 W S 7 HIV 21 PCNSL B (18~70 %)

SiE 5 % 0 227 ) (MTX + Ara-C & : 75 ], MTX+Ara-C+Rix #f : 74 #i,
MTX+Ara-C+Rix+ F 47 /% (MATRix) # : 78 f4i)
FHEFMIEE : CRZE (mITT f247)

MTX # 5.8 (£fE45@) 1 3.59/m? (0.59/m? % 154y, #it\>T 3 g/m? % 3 HE[E)
Z1HRBIZHELLZ, ThZ23BMAI &4 A4 780 IRLT,

BHNME DR B - MTX+ Ara-C #, MTX+Ara-C+Rix £, MATRix B CR (1%
i 23% (17/75 #il, 95% CI: 14,31), 30% (21/69 #l, 95% ClI: 21, 42), 49%
(37/75 #i], 95% ClI: 38,60) Td o7, KEEMD Y — FEIL MTX+ Ara-C #f
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% MTX+Ara-C+Rix £ 0.74 (95% CI: 0.43, 1.29, p=0.29), MTX+Ara-C & xf
MATRix #£ T 0.46 (95% CI: 0.28, 0.74, p=0.0007), MTX+Ara-C+Rix # % MATRix
#£C 0.61 (95% Cl: 0.40,0.94, p=0.020) TH o7z, AIRFAMER TH D 2EL
RIZBIT DERER O N — RElE MTX+ Ara-C £ xf MTX+Ara-C+Rix #£ T 0.69
(95% CI: 0.54, 0.88, p=0.010), MTX+ Ara-C %I MATRix £ T 0.61 (95% ClI:
0.49, 0.77, p=0.00001), MTX+Ara-C+Rix #fxf MATRix ¥ C 0.89 (95% CI: 0.76,
1.03, p=0.053) TH 7z, 24 PFS XTI 36%, 46%, 61%, 2 4 OS (L%
NZE 42%, 56%, 69% T - 7=,
HEMEDRER 727 L — R 3~4 DR EFEFRLIL, GFHEKBAIE (MTX+Ara-C
7 52%, MTX+Ara-C+Rix #f 56%, MATRix #f 67%) , I/ N iE (MTX + Ara-C
#E 71%, MTX+Ara-C+Rix #f 74%, MATRix B 83%), & 1. (MTX+ Ara-C #¥ 32%,
MTX+Ara-C+Rix £ 36%, MATRIix #f 47%), ¥ L O3 B4 BRI E £ 7213
JEYLGE (MTX+ Ara-C B 18%, MTX+Ara-C+Rix &£ 13%, MATRix # 16%) T
BboTe, IRFEEHEIEIL MTX+Ara-C BT 7 ] (ERYE 6 fi, Z95R8%E 1 f)),
MTX+Ara-C+Rix #£ T 3 ] (EYE 2 5], Az 1 61), MATRix BT 3 ] (4
B2 B, ZESRIE 1L BI) TH o7,

2 ) Ferreri AJM, et al. Long-term efficacy, safety and neurotolerability of MATRix
regimen followed by autologous transplant in primary CNS lymphoma: 7-year results
of the IELSG32 randomized trial. Leukemia. 2022;36(7):1870-8. 7
1) IZFEHE L2 IELSGR2 R a T M 7+ v —7 v 7 LI RN HE ST
Y
7 4 PFS (X MTX+Ara-C # T 20% (95% CI: 3%, 48%), MTX+Ara-C+Rix #f T
29% (95% Cl: 13%, 47%), MATRIx #£ T 52% (95% Cl: 47%, 57%) T&® v, &%
BT O N — REIX MTX A Ara-C #£xF MTX+Ara-C+Rix #f C 0.66 (95% Cl: 0.43,
1.02, p=0.06), MTX+Ara-C BExf MATRix #£ T 0.41 (95% CI: 0.21, 0.61,
p=0.00001) , MTX+Ara-C+Rix %} MATRix # T 0.63(95% CI: 0.42, 0.92, p=0.01)
Thol,
74 0OS I MTX+ Ara-C #£ T 21%(95% CI: 4%, 47%) , MTX+Ara-C+Rix #£ T 37%
(95% CI: 26%, 48%), MATRIx # T 56% (95% Cl: 52%, 60%) T v, K #H
DY — KT MTX+Ara-C BExf MTX+Ara-C+Rix #C 0.64 (95% CIl: 0.41,
0.99, p=0.04), MTX+Ara-C #f*xI MATRix #£ T 0.42 (95% CI: 0.24, 0.64,
p=0.00005) , MTX+Ara-C+Rix #£ % MATRix #f T 0.66 (95% CI: 0.44, 0.98, p=0.04)
TH o7,

% A X 1Z MATRIx L ¥ X v O FIPH 2 34l L 7= 38R

3) Schorb E, et al. Induction therapy with the MATRix regimen in patients with
newly diagnosed primary diffuse large B-cell lymphoma of the central nervous system
- an international study of feasibility and efficacy in routine clinical practice. Br J
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Haematol. 2020;189(5):879-87.9
RBRTH A AME, LhEsR, LG
KREBE ¢ FT W S U7 PCNSL B (28~78 %)
JEBI%EL : 156 1 (IELSG32 55k o> SR AL e 4 Jiii 7= 9783 110 f31], IELSG32 #Bk
DRI FLAE 2T 72 S 7V 46 1)
REBOM Y ET
FEIMEH : BEZ2EICBIT S MATRiIX 71 kL@ BE TGS (1R £
R, Flewlk, BMREEORIER)
BIRAOREMTE H « B8IZR%)3 (Objective Response Rate, ORR), OS, PFS
FEH . 2R E LT 62.8% (99/156 #il) D EFE DY, FHE &7z 4 81D MATRiX W
A 7 NT RTCOBFEEZ T2 AR P o 272 Bl X, #47 (Progressive Disease,
PD) (n=14), EEOKYEMEAOIE (n=15), BXOmiE#HEE (h=2) TH-
77
T RTOH A 7T, IELSG32 ik DBINILAEZ i 72 L TWO R W AEF L, 3l
LTV DAL CHEEZ T A NE» - 72, IELSG32 ik i3
REHEL 2L TCWARWAEFRED Y B, 4 [FO MATRIX 1 7 VT T2 42H
BTG INZDE 11% (5/46 i) DA TH o7z, HIDY A 7 )V TOHRED
FAREAIE, KEERBEEBLERBR L —TONR Ty —v U AT —F R
(Eastern Cooperative Oncology Group Performance Status, ECOG PS) ®j&4, &
HEB I OHEMTH o7z, TDOHOY A 7 A OREO FE R BEHIE, MikEE,
Y MEAPHE, B X OECOGPS O TH - 7=,
1Y A 7 LTIE, &RE LT 6% (10/156 ) DBE TR EEOEME [4£
a2 G DT REGEIED = DIZEFIREE (ICU) ~DARREZ LB LT 5] NHRBL
L, IELSG32 RABrDSNILUE A7 L7 BFRETIX 5% (5/110 1), IELSG32
AR OBIREE LG 12 SR T2 BERETIT 11% (5/46 i) Th o 7=, xFHAY
iz, " A4 70 2~4 OFIZICU ~D AR EZ VLB LT HEHEEOHEMEIX L HOHRT
Hol, ICU~NDARBEZEMEEE LR WEEOAJHE (FEITEEME) 1%, Zo
P A 7N D 28% (441156 1)), ZH 2 VA 7 V%D 17% (23/136 f5i]), 55 3 YA
7 VD 16% (19/117 B]) THE I N7z, MiREMECEE O RYUE 2 &1+ D
il OREIWERIL, 1Y A 71T 15% (23 41), 52 %1 7 /1T 14% (19 f),
B3V A 7T 14% (16 ), 494 7T 14% (14 1)) [Z#HE 7z, 156
B> HH 9 FHA MATRix {5 FICEME T L L, BFBELCRITI 6% TH -
77
VAR =2 T 28 nE) B O =T, 94% (116/123 ) T -7,
BIRGEMIEE TH 5 ORR X, &K E LT, 79% (95% Cl: 71%, 85%) T&H - 7=,
RO 24 PFS B L TUV0S R IXZ N1 56% (95% Cl: 48.4, 64.9%) 5 L 1 64.1%
(95% ClI: 56.7, 72.5%) T& -7z, |IELSG32 iR D®INILUE AT 7= U /- FRE BT
IZF T 5 2 4 PFS 1% 63.2% (95% Cl: 54.5%, 73.4%), #IRFEUEZ - S 2o
7o BERETIE 37.7% (95% Cl: 25.1%, 56.6%) T&HV, ¥ — KLbix 2.03 (95%
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Cl: 1.24, 3.32) Tol > 7-, IELSG32 kB O @IN LU A7~ LT-BERICBIT S
24 0S 1% 72.2% (95% CI: 64.1%, 81.4%), EIREEL - I o T2 BERET
I 42.2% (95% CI: 28.8%, 61.9%) T 1V, ¥ — KEniX 2.25 (95% Cl: 1.31, 3.85)
ThHoT-,

< HARIZE T DRSS >
BEYIEIV-160 ~D i B 57 L

XICH-GCP LD EFAKFAFRICOWTIL, TOEREH T &,

(2) Peer-reviewed journal ®#agn, A& « 75U T ZEDORE IR

1) Grommes C. Central Nervous System Lymphomas. Continuum (Minneap Minn).
2020;26(6):1476-94. 9

IELSG32 ikBaz 8l L, AL 7> gD 1oL LT MATRiX 8% F 5TV
2

2 ) Bairey O et al. Consolidation Treatment for Primary Central Nervous System
Lymphoma: Which Modality for Whom? Acta Haematol. 2021;144(4):389-402. 0
IELSG32 il z 5l L, $ b IEE AL 2 A U O@EIRE L L T MATRIxX 73
FFonTWn5,

3) Calimeri T et al. How we treat primary central nervous system lymphoma. ESMO
Open. 2021;6(4):100213. 1)

IELSG32 B DFERICE S &, HEDOPFEBD RN T0 KL T OEHE TIF,
MATRiX L ¥ A N2 KD 4 YA 7 VOZAULFIRIE & £ ilhe < B 1 el
NR A OF K &AL 529 % (High-Dose Chemotherapy with Autologous Stem-Cell
Transplant, HDC / ASCT) 7%, £ LWRFRERETH L LitifllanTnb, £
72, MTX DGR LG A7 2 — W25\ T, 3.5g/m? T 3 Ko ANE
ERTHD LRI NTWND,

4 ) Shao L et al. Recent Progress on Primary Central Nervous System
Lymphoma-From Bench to Bedside. Front Oncol. 2021;11:689843. 12
PCNSL O it DIRFRIA & LT, MATRIX LYV A U RICEH I LTV 5,

5) Song KW et al. Treatment of Primary CNS Lymphoma: Maximizing Clinical
Benefit, Minimizing Neurotoxicity. Curr Oncol Rep. 2021;23(11):132. ¥

PCNSL IZxt7 5 —fkHIZ2 LY A D 15L& LT, MATRIX L' ¥ A Uit &
W5,
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6 ) Schaff LR et al. Update on Novel Therapeutics for Primary CNS Lymphoma.
Cancers (Basel). 2021;13(21):5372. 4

MTX % & e — M7 ZAULFRIEL U A > L LT, MATRIX L ¥ 2 V3 Fiif &
NTW5b, £72, MTX OFEH5EIZOW\WT, CNS O#EYIZRRE TV &b
3gM D HEENULETH D LI N TS,

7 ) Martinez-Calle N et al. Advances in treatment of elderly primary central nervous
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