IV-162

RAGRIE - WL oY GEESSL (1)

1. BEYENFICBEET HFIH

(ke — 1)
(2))

= VN
é%ﬁjé (et HAU U SHENRES )
oot | T
(BEMKA | )
RPN
(KR4 )
oy 4 JE S S
(— & %)
. U 2 R 7 100mg - 500m
w4 Ll 9 9
P RS S L
f%?é AL
e v s
HH ] PN B i 22 (E=EFH)
TEME ) RO LR EICE T 579
RAGRE - 5
RO ek ¥ 5 4 3
(LFVFhrz
FrxvlT5,)
§jjﬁlé - Bk A SIS
gty . | TREMERIRTE Y o
B EIC DWW T iR #E
T5.,)
AL RY—F, ETEL, FETRNEDOH
Jk - A FIcBWT, UV d s~ 7B EFHILZ)E LT
%&ﬁffi%1@%35mym%ﬁ%#6%ﬁ@%%®&5%
= YTCF . . "
+75.) fRICEDLET, 1A 7 Hi=b 2 AR TS
AN Do
(a0 FIE )
BIEHEH LTV D R SRR T U o E I %)
THT AT /NOEGPEROELE TR E L TH
» W MATRIX LA DY R o~ T 2805
B B A RIE T AN, S OPRIETO Y YR
~ 7 OHE- HEIZENTERREINLTWS Bl
MIERSF VU RETOENE R D720, 5
-7 HE - HELE L THEET 5,




IV-162

NIRRT 2 3
(N TH2HEGET =y s T5,)

INBTHEVBEYEITH 505, T4 T 2250 T/AIE
2k 2 8RR T ORI & 7p D 3K B e i ik 4%
DT ET » AFFEELRNTZD,

A 0 IR I
FH = 5
D% M
(#t & *t
SBER.
#e E Ik
Iz 2o W T
R eh
%)

i) 100~150
<HEE T IE >
RAX AR R 38 U X (primary central nervous system
lymphoma, PCNSL)I%, MEE D 2-3%% 5D & STV 5D
(WHO 43 %5 2008 blue book), AXH D RS 1E. 2012 4FIZ1% 1 4R
T 4,732 BlZHIE L TV D (ENBAEE L —BRABEHRY—E
ABHT S WG — D — ),
http://ganjoho.jp/reg_stat/statistics/stat/summary.html

PCNSL LISt D U N JED AR AR R IR, 72 & ONT AR ARRE R 7
BT EZBEL TH, Y BEHELITEM 200 Nxiiz 5 Z 3w
EEZLND,

N

= N D 7K
g
(3 s gh
D Ir)

(Zhag - DR L OHE - HEAZT#HT D)

ZhHE 13 % S

OCD20 it d B fifatEIER U U N &

OCD20 D&M Y > 231 | 1 s

O MHIIRAE T > CD20 Btk B MfarE U > /SEE S B

O FIME RVE IEIEE . BAIKBENY 2 58 1 & %

OEEMED X 7 v —BIEGER (HFREIHBEMH 5 WVIEAT 1A NMELF
PE2RTIGE)

O 18P 2 8 M . /N Bl I A 1P 4 Bt

O 1% KM A% VE i /N B R 1 4 B Jps

O 4 By P 5 R i

O FRED ABO I ik B AN A B L2 35 1 D Bk BE s R AR #e KOS o #1)
fil BB, I

OA4 A (111In) A 7V VE~YT FUXFtvE L (EiETFHM
i z) HHEIEEOA v Y oA (90Y) A 7V YVE~YT Fuxtk
2 v (Bin e Z) EFEE S ORTE 5

R K OVH &

(B M FEAR P o U o)

WHE., KA, VY v~7 (B z) &L T1HEE
375mg/m?2 % 1 MMM CREHET 5, mAREGBEEIL 8 A &+
Do




IV-162

i OPUEMES & O T 28560, 0FH 3 2 riEEE S Al o #
ﬁﬁm_nbﬁf\1#4&»%t@1@&5#60ﬁ%ﬁ&_%
WAEAX, EE., AKX, VYR v~T (EiEHEEZ) L
T 1[F&E 375mg/m2 % mifilifhiE 4 5. & 5 MRIX 8 EMAEBHL & L,
RARHEEEHIT 1210 &5,

(8P Y >3 [ %)

fih O FUEM LA & OFHICB W T, @R, RAIE. VY F Y
~7 (B H#z) & L <THENC 1 [EE 376mg/m2, 2 [FI H LIFF
I% 1 Fl& 500mg/m?2 %, f 1 2 FUEMERIG Al O 55 1 7 vics
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MTX+Ara-C+ U 7 &% < 7' (Rix)., MTX+Ara-C+Rix+J 4 7 /% (MATRIX)
D IFEMAE 2L b B N T S 7o, T EFEHIIE EH CTh 5 2 2R 2(CR)
ILZENZE I, 23%, 30%, 49% TH D T4 7 /XD A > 7= MATRIX BB H E
(L TV (P = 0.0007), EIRIFHREE Th 5 EERITLNZ I,
53%, 74%, 83% & A &E 75733 ¥ (P = 0.00001). 2 4 #3817 4= 17 =R (progression
free survival, PFS) %% 41 %1 36%, 46%, 61%. 2 4= 4= 4= {7 3 (overall survival,
OS)ILZ L Z 41 42%, 56%, 69% & \ 3771 & MATRIX B 28 A2 A2 B T
2o (3L TIX. PFS,0S @ P fEi% 2 BEHLEAZE L D Ar)
Lancet Haematol. 2016; 3: e217-e227. (BI#s 2)
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(Appendix S2) MATRix regimen- methotrexate,
cytarabine, thiotepa and rituximab

Rituximab 375 mg/m2 days -5 and O(*Two doses of
Rituximab were scheduled for D-5 and DO
prior to in the

IELSG32 trial although this timing was

cytotoxic chemotherapy

empirically applied; two doses per cycle given

on consecutive days (eg D-1 and DO0) prior to

chemotherapy may be more practicable.)

#4 K74+ | IELSG32 study (RCT)

D HR AL (Lancet Haematol. 2016; 3 (5): e217-e227)
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(1) EfEA IR, EKYBERBRE TR D AECEE L CORERN

<EROMBEITHE (BB BRFIE) . MBS ER. TR - KEFFOEBEH
D R 25 >

AREET, BERE L T2 PR RIS BT 5 F 47 SO
PEROBELA TR E L THWZ MATRIX LY A THWHRTWD U Y Fo
~7ORE - HEBICEAT 2O TH L7120, FAT ANOHEICIEROEEE|ZF
# L7 IELSG32 SBA(MATRIX L ¥ X L) D SCEkD B & 508 L 7=,

#5220 : thiotepa lymphoma

SR © 2017 4E 6 A

FRERAE IR © 208 E DRI RBE SN D, @M aBiEofm 2R LT, L
TObHLOERE,

<MBAMZ I T D B IR BBR S >
Lancet Haematol. 2016; 3 (5): e217-e227 (RCT) (Bl ¥ 2)

PCNSL 227 #lZ x5z, KEA ML FE—-FMTX)+KEV X T E
(Ara-C). MTX+Ara-C+ VU ¥ &% v < 7 (Rix) ., MTX+Ara-C+Rix+ F 4 7 /=%
(MATRIX) D 3 FfHEME L L b i BR 2N e S 7z, EEFHMMEE Th 5 e
HCR)RIZENEI., 28%, 30%, 49% TdH O F 4T /3D A - 7= MATRIX B A
ARICENL TV = 0.0007), FIRMFHEEEH Th 2 2R FITZNT I,
53%, T4%, 83% & HE XN H W (P = 0.00001), 2 4FEEHEST A 7F K (progression
free survival, PFS)IZZ N1 36%, 46%, 61%.2 24 7R (overall survival,
OS)TZENZ I 42%, 56%, 69% & VT 1L H MATRIX BE2S EE A B T,

(Fm 3L Clix. PFS, OS @ P % 2 BELLEGAEFE D #)

< HARIZBIT B R R B >
1) 7L

NSICH-GCP #EHLO KRB ICHOWTIX, FOEIL#EHTHZ &,

(2) Peer-reviewed journal D#RFE, A & « 7 F U v REDOHRERN

1) Grommes C et al. Primary CNS lymphoma. J Clin Oncol 2017;
35:2410-2418 (Bl 11)

IELSG32 s HL T, ARMRMLFH =R Z TV DORERIEICT A
TNREVY XU TEHATAHZEICEY, BHEENRM ETHE, UYF
=7 OPFAN PCNSL BEFICE > THHATH D LRiEisn T\ 5,

2 ) Grommes C et al. Comprehensive approach to diagnosis and treatment

of newly diagnosed primary CNS lymphoma. Neuro-Oncology 2018;
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21:296-305. (Bl¥& 12)

iR PCNSL %4 5 ZAIPFAMIEL Y A D —>L LT MATRIX L ¥ £
YT TND,

3) Ferreri AJM et al. Evolving Treatments for primary central nervous
system lymphoma. ASCO Educational Book 2019;39:454-466. (B¥% 10)
IELSG32 #rZ5IHL T, A MMLFH—hEeH T OREFIEICT A
TREVYXUTEHAT A LTI ESREN M E L Z & MATRIX
LU A R ORIGHE PCNSL T 2R ER IR CTH D 2 & & 3k
TOHEVWL_LOZET VAN D D L, (B 13)

4) Holdhoff M et al. Challenges in the treatment of newly diagnosed and
recurrent primary central nervous system lymphoma. J Natl Compr Canc
Netw 2020; 18:1571-1578. (B ¥ 14)

MATRIX L ¥ 2 > Z RIEHE PCNSLIZ X3 2 1R8I & L TRICEEH L TV
Do

(3) #REFE~OFEER R E L TORERN

<WPAMZ BT D BB EE >

1) &R MIE % 5 o # Bl F DeVita, Hellman, and Rosenberg's Cancer:
Principles & Practice of Oncology, 11th ed ®” Management of newly
diagnose primary central nervous system lymphoma”, p.1323-1325, Wolters
Kluwer, 2018 (it (B 15ICLL FORHEHR H 5,

In another randomized phase II trial, the addition of thiotepa and
rituximab to the HD-MTX/cytarabine combination (MATRix regimen)
improved the CR rate (49% versus 23%), 2-year PFS (61% versus 36%), and
2-year OS (69% versus 42%).

HARGER : Bl T & 2L I f#HRER T, MTX/> ¥ 7 B KRERIECT AT
NREVY R~ THBMNTSZ 1LY (MATRIx LY A V)CR E45(49% vs
23%), 2 FEEEIETEATEE S (61% vs 36%), 2 FEAETFEIE(69% vs 42%) D3k L
7=,

<HRIZBIT 5B EE>
1) 2L,

(4) FRUIMBEOBHRAA BT 4 > ~OiHukd

<WHMBITDHHA RTA HE>

1) KENCCN HA K74 GHET

2) WEMEFEBSHHA R7 14> GIERES)

3) BkIN IR IEE 22 (ESMO) T A R 4~ (BIHR 9)
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MERCKSE 6 22 TOREMER M AR (ICREED LB,

<HARZBIDLHA RTA %>

1) AARMIES e meE MBS T A BT A > 2019 LRI PR R R FE
B Y o (BIR 16)

(IELSG#32 B (MATRix #58) % L ~L Ib & L THIH)#I% PCNSL &%t L,
VY X< 7 OMM, ELICEFAT AROERITAE N RIREEEE AL, B
EDOZ < OERAEBTIL) Y X v~ T RREMEANFIEDO i L oo TnD, —
Vi, FATANEARITIIRLEFT L 2o THLIDOERT L 2 LixTERn
(- KA R4 L DOFRITNTFFT SO FHARF Tl oT-7-9)

(5) BENEITHR DA TOMRKRABRGEk O RREHERE (B (1) L
) (IZHoONT

1) TR S Chemotherapy with MATRix regimen in patients with
relapse/refractory CNS lymphoma % 83 [l H A Il R % & F i £ =
[0S1-8B-5] (2021/9/23) (¥ 17)

727 L. REHET, PRI Y CRETIE AR, TIREFARARRR Y
NEZRRE LTS,

(6) B (1) 226 (5) ZEEXBEADZYPEIZHONT

<BEEBEE - ROV T>

1) IELSG ® MATRIX study TiZ. MA &%, MAR J&Ei:. MATRIX &£ 0 3
BEILEGEBR ©, ZHFMEE TH 2 E2BH(CRIFIXTZNEI., 23%, 30%,
49% & T4 7 XD Ao 7= MATRIX BE A EI2EL TV =(P = 0.0007),

3) ZOKRBROME, FRMRIRMEENES UV okt T56F 47 %5
T OF AL 2L O T resB S iz,

4) A RT7A4 v BIXORERXTIX, BRRABZ5I T2 TCTA T 0F
MtEZEHE L T

<BELEHE - HEIZOWT>

1) ZaMEcE L TX, EROBKRRAR CIIMEE 22 FEFLOoHITR L,
VY X~ T EE0bHEIEIT L EICERmARETH D, ik HEITANML
XY —h, VE T, FAETARNEOIHICENT, VY F o ~7 (BIE 1 Fit
%) LT 1 E&E 3756 mg/m2 2T 2 EMEERORGMEICADLE T, 1
P AT NVHTZY 2EREHFHFET D, BRIV Y~ 7 OHEIE L RIHET
FrIZRTEZR W,

<BRRPINLE ST 2OV T >
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1) PCNSLIZT#HANRREBA TH S, MATRIX JRiEIE, BI/EEWN TEHE al6e
RV A THD MAR FRIEL L L T, IR EH N LRSI NTED
PCNSL ##H O TR UEN IR TE 5,

4. FEhi T XERBOME L £ D HER

1) Kig¥ PCNSL Z%xF9 5. MATRIX # i (MTX, Ara-C, Thiotepa,
Rituximab) ® BRE D [E N i KB

2) %W, PCNSL ([ZXT 5 F AT Oy KEEL LR TIE, 747
NBENKREKBTHoTEeD, BRANCHT A ET UV RAIHFE Lo T
N, FATROERE%, ENT PCNSL (Zxt9 5 MATRIX &5 0 5 it {51 53 18
BooHrERND D, 056, ENMEHAGITOMRL LOLZeEE2 R T 5
7o 8D DA FERE IR A 55

5. 1%

<FE D>
1)

6. 25— %&

A1) U Y Y o ERNRACE

BT 2) Ferreri AJ, Cwynarski K, Pulezynski E, Ponzoni M, Deckert M, Politi LS,
Torri V, Fox CP, Rosée PL, Schorb E, Ambrosetti A, Roth A, Hemmaway C, Ferrari A,
Linton KM, Ruda R, Binder M, Pukrop T, Balzarotti M, Fabbri A, Johnson P, Gerlev
JS, Hess G, Panse J, Pisani F, Tucci A, Stilgenbauer S, Hertenstein B, Keller U,
Krause SW, Levis A, Schmoll HJ, Cavalli F, Finke J, Reni M, Zucca E, Illerhaus G;
International Extranodal Lymphoma Study Group (IELSG). 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-e227.

BI¥ 3) Rituxan K[EUSFF 0

B¥s 4) Mabthera e [E s SCE

BI¥R 5) Mabthera BRI GS {30

BI¥R 6 ) Mabthera M Es {30

B 7) Mabthera SEN s SCE

A 8 ) NCCN Guidelines, Central Nervous System Cancers Version 2.2021
https://www.ncen.org/professionals/physician_gls/pdf/cns.pdf

(7 7 & A H 2021/12/10)

B 9 ) PelE Mk 52 (British Society for Haematology, BSH) ' A K7 A

12
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Fox CP on behalf of the British Society for Haematology, Guidelines for the
diagnosis and management of primary central nervous system diffuse large
B-cell lymphoma. Br J Haematol 2019; 184:348-363.

BIWS 10) BRON G IR I 35 5 2 (European Society for Medical Oncology, ESMO)
A RTA

Vitolo U, et al. on behalf of ESMO Guidelines Committee.. Extranodal
diffuse large B-cell lymphoma (DLBCL) and primary mediastinal B-cell
lymphoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up. Ann Oncol. 2016; 27 (suppl 5): v91-v102.

(3): 364-370.

A% 11) Grommes C et al. Primary CNS lymphoma. J Clin Oncol 2017;
35:2410-2418.

Bl 12) Grommes C et al. Comprehensive approach to diagnosis and
treatment of newly diagnosed primary CNS lymphoma. Neuro-Oncology
2018; 21:296-305.

Bl#s 13) Ferreri AJM et al. Evolving Treatments for primary central
nervous system lymphoma. ASCO Educational Book 2019:39:454-466.
A#s 14) Holdhoff M et al. Challenges in the treatment of newly diagnosed
and recurrent primary central nervous system lymphoma. J Natl Compr
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