ORIMUSTINE
100 mg/vial

REEETEE

= B FERE (295 2008 £ FDA A8 L)

Bendamustine

1

00mg /vial

R ER | BREELEEATEE S /),

il 3ng

% BlE

Bendamustine for the
treatment of chronic
lymphocytic leukemia and
rituximab-refractory,
indolent B-cell non-
hodgkin lymphoma

J of Clinical Therapeutics
2009.11.031 0149-2918,

Bendamustine vs
chlorambucil

ORR:59% vs 26% (P <
0.0001).

mMPFS : 17.6 months vs 5.7
months (P < 0.0001).

DOR: 18.6 months vs 6.5
months

ADR : bendamustine (89%)
vs chlorambucil (79%)

- neutropenia (28%),
pyrexia (24%), and
thrombocytopenia
(23%).

IV: 100 mg/m2 on
days 1 and 2 of a
28-day treatment
cycle (as a single
agent) forup to 6
cycles
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Addition of Polatuzumab | Randomized Phase 2 IV 90 mg/m? every
Vedotin to Bendamustine | Study 21 days for 6

and Rituximab (BR cycles.
o (BR) : 80 pts were randomized 4
Improves Outcomes in

- to pola 1.8 mg/kg plus BR
Transplant-Ineligible 5
Patients with (375 mg/m’) and B (30

2
Relapsed/Refractory (R/R) :jng/nf] Jor BRIevery 21
Diffuse Large B-Cell ays for 6 cycles.
Lymphoma (DLBCL) Versus| pola + BR +B
BR Alone (Bendamustine) vs BR

Blood (2017) 130 (Supplement 1): | ORR 70% vs 33%, CR 58%
2821 vs 20%

Median DOR 8.8 mo vs
3.7 mo

Median PFS 6.7 movs 2.0
mo

Median OS 11.8 mo vs
4.7 mo (p 0.0008)

OS at 1 year for pola +
BR+B was 48% vs 24% for
BR.

*ORR (overall response rate ) ; the median progression-free survival rate
(mPFES) ;

*R/R DLBCL : relapse/refractory Diffuse large B cell ymphoma

*duration of response (DOR), PFS (progression free survival), OS (overall
survival)
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AsparagineffEg i A 70E - i EHIFIDNA - RNA REBBEK - S AR
T -
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1. OROESEEIER  0EREG%) - KEE13% ; 3/488<1%) -

2. REHEEIEA : ZBRE(-6%) - K/2(8-16% ; 3/44k <3%) - KKBFZIE(<
5%) - REEEERPRARRE - ﬁ?"‘iﬁ’\\%—ij’@ﬁfﬂ% °

3. KEKADLTERIER  SKRET%) - B0 (9%) WEL(7-18%) -
SBAEEIER B (20%275% ) - &t (16%XE40% ) - 88 (9%
237% ) - B (29% ) - BRBIE (23% ) - OFER (15%; 3/44k ) : <
%) KR (13%)  BRERINE (13% ) - BHIEAR (11% ) - L EZEYE
TEREBMHEEEY o LUERRER -

5. MR : =B (34% ; 3/4#K 3%) - HEEUGOT/GPT)F+& (3/44k <1%)

6. REZAEIER : B4 fét&”@r(B%)

7. BSERIAZEEIFR : Bem6%) - BIER®E(G%) -

8. MERMEER : BAR(R21%) ~ F|D(B-11%)

9. BRymaIFEA . EyIJJ“EJEE%Z(Q%) :

10. Wk Z#melfFH : EFRERZ(10%) ~ FIREZE6%) -~ fiisk(8%) - 2ME%
(6%) -

1. EemmEelfER : 5815%(24-34%) ~ BR7K(14%) ~ K #E(9-57%) - I8y A BRIE (&
i

AR BEREEETHRRSRE - FIRENEIER - 6F | EYMASWEIER - RAERRRVENR -
28 MANEMEBEYHTIERIER - EVEIEFRNERERERBERRRHFNE RSHER
# (Common Terminology Criteria for Adverse Events, CTCAE) - & E R MB A BEZ(EEAER
PRBEERESUNBREESIR - SUESRBERELXRNERNER - 2HEMOKR)  PRER) - &
BGE &) B(4 MILT (5 4K) - 284 3 AU ENEIERF - FBENAREBETHSHERE
SFEE  HRE 4 REY  RSBEBERNABEREIE -
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BNEEA BT SRR

B CrCl <30 mL/minute: Use is not recommended
B CrCl >30 mL/minute E/EHI S 7522

HINBEAZ B ERZE

B Mild impairment: (defined in the study as total bilirubin 1 to 1.5
times ULN or AST greater than ULN), #E/BE| =A%

B Moderate impairment (AST or ALT 2.5 to 10 times ULN and total
bilirubin 1.5 to 3 times ULN): R iH#A %

B IMNBEEGI  URMFEIEWREBILABREIE/EE  RAREESER
SR ELEZEH  BERMBUEMEZR (BOPAER ), B
BIRttia/ 8T - WHeBk - FINZREERREZSE - —R 20 7iE ~ —
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Infusion reactions i &

=8 R
Grade 1 or 2 B HRKE . BESLIRZE BB RERBMKEZ -
B BRENAHMUMARERE SRREES—ROBEILE
B BES_RZENEBHBERDESE -
B 341 AREN 2 BT RER - oI R A N 2
) - IRJEZE (acetaminophen) ] 7 B fE &2
(hydrocortisone) -
Grade 3 EZRFIaE
Grade 4 FIERE
Hematologic toxicity Mi&H 4
=R I8
Hematologic B [FEBZ=Z 50 mg/m2 ondays 1 and 2 of each
toxicity = grade 3 treatment cycle. BRZEA MR ZEY (= grade 3), ol B &
£ 25 mg/m2 on days 1 and 2 of the treatment cycle.
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Hematologic

(CGERORKFEEE - EHEERRER
%)
B G-CSFREARE

o 44

toxicity 2 grade 4

Nonhematologic

CBRER
K!l\ll:l\
EEIR IR e

% . Be3EA ANC < 500/uL B

toxicity = grade 2
(FRR =)

Nonhematologic

LB A E FI(ANC 21,000/mm3, platelets 275,000/mm3);
EWRABEE  EEEEEGRENE

Nonhematologic toxicity (JEM &R H 1)

>

EEAEES <grade 1 - EERUAER

toxicity 2 grade 3
(BRAER)

bendamustine £ B&ELEI=).
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cycle - EZREBE[OIYRE EN

£ NHL B E 98
R

Grade 3 [M/NMRIEF :

PRIEEE E 50 mg/m2 on days 1 and 2 of the treatment

+ =55
Fm

HIERER -

25000-50000//pL

Grade 4 M/MRETF :

R=38

< 25000/pL

% PLT=20000/pL ) &

SEEE 42

M%="1% grade 4:

mfE

B ERARMINERT - PLT=10000/uL ( &P
m ERBHNNEEE
50000/pL

treatment cycle.
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JFMAEEM
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cycle.

£ Z 90 mg/m2 on days 1 and 2 of each

B N —REFLEMASM(grade 4), BRREIZZ 60
mg/m2 on days 1 and 2 of each treatment

of the treatment cycle..

ZEFFEEZEREZE 90 mg/m2 on days 1 and 2

B B34 >grade 3 &M, B ZE 60 mg/m2 on

days 1 and 2 of each treatment cycle.
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> BPEIE . SRS (B - /OO MEN ) 888 RHEIF
A EREREAUEREIEESFEN/RELE ; BURNMRPMIKEE
(REMBRREEEENE =8 ) - AgidERBEP A MmECR > MEEE
R M/ ORI ER S IRERI B an 38 E - BB R E B AR AT - ANC E%EZR|
21,000/ mm3 - [M/)\ilk FEWE2275,000/ mm3 -

> KEZY  REMBGHWEESN  SFEETXE - REEER(SIS)NEHE
TR - AR NS ZENE S ERNEY R IE - KEEMEZ MK
2 - BRI N2 ZE Y B E M AE B 25y, allopurinol ERBS5IENER
& GHELAEIRESENNEREENREL  WEVENLESYE  ES
BEBRENEREREFENPILAE -

> SN2 Bendamustine 2—E@RIAMYE - EBEBUES MRS Y - BAEZERIN
MESARPEERERITIESVEENENIEREY - DB REEEYING |, BRE
INBEE - REEHIRAD - BBERERAER BB -

> BiEEHMN - Bendamustine EEFEXM Y - BEEAIEITEE - DIFAME
O~ IBALIET -

> &Y% BRENMRGHTEGEES  BETaERGBEN-ERANR - OJEEE
me b/30EEN M B UMK - ERYIE RN INEERE -

> BENRE/MRRE: BRRERER 21 BB - 35 8E  BBEMA
7 R _RZENGEBHPR/DEEBHRENBBHRE - H1KE 1
L 2 AR REEREA - oI RTEME R AR  REENEE
HERE ; B84 3 R LIBSRENRE AAREBT Bendamustine ; 384
BEBHNEINS 4 R~ ERIIENFE -

> REIBIE : DJeEFHIREHME - BEUSEABMETHEEFEE -

> RBE - BEIKENRESZ LMK - X - MESIRME A= - REHO
BEiEAMEE - BUAEMBEBIEAFER ; #% Bendamustine i
WATREEHBERSE BENX - EXARRES - &0 SREMEAEZ R
# ; Bendamustine #4ZZR] 0] BE R 2 FEMIAN/30 A B RN -

> M EMIERE - S Bendamustine JAEOIBER A REMIEE ( ES
BIBEERHREE  SHBIEERR  SUBEARMRENYRER ) MEAER
%  EEHRDEAEEE Bendamustine FIAERE M -
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> BRAMIERE  BEREas—EaREH  SlERERZHRZEYNER

ABENUREBY - LEM&%TLEDPJ—E*LF BME - clEEEER =M B INEE

RIB ; S ERBABEQERIREES /KD mIalsaht ( fliinG KL
&) - FEREEAR -

ZYRZEEA

» Substrate of BCRP/ABCG2, CYP1A2 (minor), P-glycoprotein/ABCB1
(minor); Note: Assignment of Major/Minor substrate status based on
clinically relevant drug interaction potential.

> FERECENBEZYIEFR  Z[ERABESIIER - WINERM/EES
L - FERZEYHAFRBBELIENESFHANSE -

AERIIEE
> BMXAENMNREE (ZEEAN—X) - MEBINEE Cr~ FFINEE LFT
(40 : ALT - AST F4BHEAIZ ) (7 B AN EEEEE)
BEESAREEEARERERR  EARANMBAMKRBESZE -
TEFRIMEIRER - BAMNLERAAT - Al Bz -
%XUE@%&&E/&Q&F‘ B (BfEmEEE ) NEESH
TEHRAIANEREARD - AERIHEMIEEB/INEER -
AR R iaks B ﬂlﬁx%ﬁh% ( HBsAg ) - B BTz n8e ( anti-
HBc) - B EUMFXEENIER ( anti-HBs ) #1828 - EHEMHIBEEZE HBV K
o REETEARBTFELDEEEEREEANBSEY -

YV V. V V V
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Bendamustine Bz L& 48 (alkylating agent) - % A& benzimidazole ring

(IEILERLIY) ) B9 nitrogen mustard derivative ¥efEHE - BAE Mt (EHE

EIREE O RXNMZEM (329 ) - BRBHEHFENEHE DNA XN H#EEME
HMAWKIET - Bendamustine ¥EF IEAIEET O HAMMEBIEA - TEW

AR E M 2R E Bendamustine -
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1. ZEYVRIEOUNEY)  BSHHERMEEEREM - BT HEE
MAIADE S BB R RB B RN EENAIE [EEY - W R
m o BRI EMU R SR ELL - B - 2 BECEKE -
MEBRAEMEZEY)  BEMEISETHEZEYEERLEHN -

3. WETUBEFELERENEIRREES  WEREZHEZRFERE (5
M3ER; X6 MEA) - mAFBRINA MR 221 i 1 5 5 15
2 -

4. APEMRITYE - ZROBERFEALEIZEY) - DURZRC ~ ‘AT
HRAE RS -

5. FRIEZASEASEAFEIIER - EmENRRNERR - 210
KIETE  f|ERREARHSASIEBEMERIEA -

6. BHIRZE 3/4 ANEIEFRBIEREAZELHARESBERE -

7. WERAREIRE ARNZEVEHRBESRNURRY - EMAE
AR ABARPUREEENSUBIERIE - BEMNRE
EZxgre ikt - FRERREEENS —EER - EhANTLiE
BHEFEHAESNEE - BEMP Bt (K)RKE (uric acid)B2E
1B21EH Allopurinol F/F = ol SEZ &1 Bendamustine P&k 52
BRI ERE -

8. HWEANRBERERIENEA - 8% HIV(+) -

9. AEHR - e FEREREETEE - Al B IRAR X ER PR
5ZE(MMR)ELRTHEBCG)E -

10. ERPREDRI : B3R EEAN M/ R ( HMAESR ) ; MBEBINEE Cr - BT
THBE LFT (ALT - AST MARMRAIR ; 'aE 2RI EREE ) - &
BB 2% - BUSETHREBUESERLENESRIE -

~ .
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