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0. AMICEET HIEH

1. BR5E4

(1) %
I AL AR ERE 1mg
Iy AL AR EHE 30mg

(2) *4%
LUNSUMIOQO® for Intravenous Infusion 1mg
LUNSUMIO® for Intravenous Infusion 30mg

(3) BAFDH%
LUNSUMIO (vorx2A4) 1%,
LUN (Luna) : V> LS BEEZRO TR EDN,
SUM (& L&bt2s) : EEBMIa (CD20) & THilg (CD3) & _mEREMEHIATH D,
10 : L
WHXT 5

2. —f&4&
(1) #& (@A%)
FARXY AT (Blal#z) (JAN)

(2) 8 (@aE)
Mosunetuzumab (Genetical Recombination) (JAN)
mosunetuzumab (r-INN)

(3) RT 4L
bt MbE /7 a—F LK -zumab

3. EEAXILTHER
FARY A< TVE, 452 DT XV EEFREE G 72551 CD20-H 84 (v 18) 1A, 213D 7T
JBRFRIL D72 50 CD20-L#H (e $H) 1A, 4497 IV ERFRIED B 72551 CD3 « -H $4
(y180) 1 KR 219D T XV BEFERIEN 72 5P CD3 e "L (k$H) 1 R THREINDHZ v
RIETHD,

4. PFRARURF=E
433 1 Ces15H10031N172502025843
718 1 £ 146,000

5. {t24 (@& XIFARE

FEARY X< T, CD20 kO CD3 ¢ okt 4 285 I x “ERFRMEE /) 7 v —F AHURT
H Y. P CD20 Bk} OPL CD3 ¢ SHHUA DI ETIZZ N T~ 7 AFURICHK L, Z O
It kIgGlicHkT %, HLCD20-H 8D 2 >0 7 I/ Wefs k@i (N302G, T371W) i,
PLCD3 e -H#HD 4 D07 I /EEFEIENEK (N299G, T368S, L370A, Y409V) ST\ 5,
FARY A< TIE, CHO MBI X W EA SRS, FARY X< TIE, 462 O T X J FEFEIEN D
72585 CD20-H 84 (y184) 1A, 213 DT 2 /IS 72 551 CD20-L #4 (x84 1 A,
449 DT IV FEFRE) B2 55 CD3 e -HEH (v 184) 1 RRO219OT I VBRI G0 D
PLCD3 ¢ -L#H (k) 1 RKTHERINDIZ L RIETHD,
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1. YEFrME
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M8 DR

(2) BfEHE
BARR/NA

(3) WEH
PSRN

(4) Bhm (DfER). #ma. BES
A=A

(5) BRIEEMEBTER
PSRN

(6) NERH
PSRN

(7) ZDDELRMENE
pH : 5.5~6.1

2. HEPHSTDERERTICETSREN

R RISt TRAFI R PRTE I fiti I
FHREAER —20°C 2F UL REA 48 & H AL
iR 5°C AT VRS g 6 & A BALEFBD IR T,
Wi AR 25°C/60%RH RF UL RBME 30 A A DA ZRD T,

HEH - MR, pH, #MEERRER, & BiE%

3. AU, DHERHEE, E=;
R « XTF K~ v 7k
Emih XU EE R (G ATHRVOLERIE )




IV. 2KI|(CBEHY 5I1EH

1. Flfz
(1) FlRzDRAH
R (A T 0)

(2) HEDONERUMHER
M0 DR

(3) #AIO—F
UL

(4) HEIDOYHE
pH : 5.5~6.1
RFHEE © 0.9~1.2 (EHEEERICHT 5)
W 2 1.031 g/mL

(5) it
EHANORZ ORI REOFEE - HL

2. HEIDHERL
(1) AREsn GRS OEERVFHMHE

W 7E4 SV AR A R EE 1mg SV A A R ERE 30mg

Fy 1347 (ImL) 13471 (30mL) H

P 225y R~ T (BETHHEZ) P 1mg | BARY X7 GEE THEZ) P 30mg
134 7 (ImL) 13147/ (30mL) H
L-exFv L-eAFvv 46.6mg

s TR TR 12.8mg

WAL | L g r= L AF A=y 44.8mg
FE L g FE L g 2462.4mg
RY Y L_— | 20 RY YV LR_— | 20 18.0mg

W) AHNE, F v A =—ZA s 2F—JEMaZ v CiliE S D,

(2) EMEZEDRE
BARR/NA

(3) BE
L7

3. AT BEMBEDHEBRRVES
BARR/NA

4. Hif
PAROANA

5. BAT BARIEDH DN
SRR




6. HADBRBEATICETIREN

i A7 0F BRAFIEHE AT it R
EWRTRER 5°C HT AL TV 36 f4 A A
N 25°C,/60%RH HIANLTA | 6WH | RO R B,
VR 30°C,/65%RH HIANLTA | 2l | RO E BT,
FAMREE 120 H lx * hr
R B ‘ R & P DL A 8D
ot ISR =y | H T 2L T L — -
3£ —200W - hr/m2 L -
ig

HETE - MEIR. pH, AIEERRER, & BIES

7. BEARUEREOREN
e
[14. BALOEE (E8)]
14.1 FRARHOTE
14,11 AFIOB GRS, 7400 BERE KXY . B RAER ST CAR L CUT ORI
BLTBC L, BRI LCARARAEMAIEA L o L,

e H-RE )] & ha REY & EORING JDL XU
1HH 1mg 1mL 50mL X3 100mL
1% 427 /VHE 8 HH 2mg 2mL 50mL X% 100mL
15 HH | 60mg 60mL 250mL
2% A7 )VH 60mg 60mL 250mL
3V A7 VALIE 30mg 30mL 100mL X/ 250mL
14.1. 2 R ENICEENRETNT 5 2 &, 2, < 0 IR F-PRIRICERD b 5G6 13 H
LT &,

14.1.3 AR L, ARZITESCHITHEHT 2 &,
14.1.4 ez 5G7, FARBRECOICHEATTHIREREZRGTT 25681F. 2~8CTHRIFL, 24 K
MICINICEEH 35 2 &, RIRIIEETH Z &,

SERERICKIAFRERTENE

FTARY A< TIENK 0.01lmg/mL %O 0.6mg/mL & 725 X 9 Ic/m R Lz %2, KUy
= (PVC) KRV AL 7 1 (PO) -RYVx=F L (PE) KU 7L (PP) OEHR
YR S EE N T2 F L ENAIT, 2~8°C T 24 BFEIRAE L7, EWH T 30°C THIZ 24
EEERAE L7z, T D%, 480 40> Tlalkt v M@k L=, Mat2ix PVC, PE, RY 74 V=
> (PBD), ¥V arykO 77 Va=rJLT7HZTxTr« AF L (ABS) & OERKEEAT D
W v S AV, WBICIEEHER R h—R%x— K (PC) ), A5 —F /L (RY =—F /L
w14 (PEU) #, RUF +F7F4uxF L (PTFE) #, RY 7L 4% (PUR) ®ON~
vH#EbzF LTy (FEP) #) Z#MAANT, ZORE, 2~8°C T 24 Rl{RIFHZICHE
WL T 30°C T 24 FFIRF L CHORETH D Z & & LTz,

7272 UL AL SRR RN T D 2 b,

VI—11. WA EOEFEE] OESR
8. hF &L DEEEIL WIBLErIZEL)
M ER L
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(1) FENMDELRS - %, N8/ EHHRLRES - QEICET 51EHR
A=A

(2) A%
QLR A RiEERE 1mg)
1mLx1 /N1 7
QLU R A RiEERE 30mg)
30mLx1 /A T v

(3) FPHREE
BN
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W T2
= A R (YN
Fyv 7RI Ty, TAI=TA
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Brlop L

12. 20t
Y L



V. AEICEEY 5IER

1. PEEX(IHHR
PRI ST EERPE O Y o

2. MEEXIIHRICEET HFE
5. DEEXRFHRICEET 5EE
5.1 AHNZ X A1E9IE. #1 CD20 £ / 7 v —F AHiESIFI 2 5T b 72 < &b 2 DOREHER) /2 E
RNV IR G ICHE LB E 25 952 8, [17.1.1, 17.1.2 5]
5.2+ AATHHMEICL D, Grade 1~3A LS BEICKRETHZ &,
[17.1.1, 17.1.2 &&]
<>
5.1 GO29781 i B11 FLRP2D =R — k & J040295 ikEr Dk =4 — k (FLMOON-1 &
BR) Tl EMEEEZEN A T A 12T FL OERER BRI S LT TWn 5
FL CD20 &/ 7 o —F AFUEHI 25T 2 L A UL EOSHMEY v B A5 T - B
XL LW TE L,

5.2 FANIEEARBRAAHICES &, Grade 1~3A LM SNTBEICEREGET LI L 2R E LT

3. BERUA=E

(1) RERUVAZEDfEHR
W, RACITEARY A7 (BaHl#z) LT, 21 HMEZ 1A 710v& L, 147
JVAX 1 HEIZ 1mg, 8 HHIZ 2mg, 15 HHIZ 60mg, 2 ¥ Z7/LHIZX 1 HHIZ 60mg, 3%
A ZVHLFEX 1 HHIZ 30mg % 8 VA 7 /L CHRMEHEHET D, 8 VA J LK TEICZ, e
MBRFONTBE TG 2K T L, £, WBRE T B35 6 N B3 1X, 5117 A
7 IVE TG AT D,
VI—11. @A EoEE] OHESMR

(2) REARUVHAEDHRTEREE - 1B

AKFNOWEAE T /T ARERARRER T 5 GO29781 kBRDBRAA &1, in vitro TPl S - HEE fx
INEHERER O =7 A P e s — MR Z &5 LB T 2 HE R BN L
AR E (Imglkg) 2D, +072 &858 (460 501 1) 7G55 0.05mg &% E L7,
T/, EHEERBRIC L VAR OMTERE A CE 5 b TORGMFEN 21 HEHE SN
O, 3HEME 1A 7 VE LTz, 612, o IgGl HiikIZcBIT A PK DOV I =2 L— 9 Tl
EEAREZHAWERAE L HAEZARECHE LSS L T, BEEICHEANEROD 5 ITRE
TN 720 KRBOBFICIEEHE TR T2 L,
BEHELVIEHEN SR L, 2 B Tl 5 5 55775 (Double-step Fractionated Dose)
\Z &> TARBNCH B RGERTERTH LV A S IA VHIEGEREOBRA T S 1V Z &
5. G029781 ik B11 FL RP2D =27 — bk Tl Double-step Fractionated Dose 2384 X1,
AFN O 5L LT 1/2/60/30mg MiEIR STz, FEWIFIZOWTIX, 8 %A 7 W& TEHISE
BIIPE LN BT ITR G Z/KT L, WBARE T BN GO N B X, 31717
IVETEG RSS2 & & Lic, BAARA~D LS [AEREIZ Double-step Fractionated Dose %
R L. JO40295 RBRD a7 — F 1~8 |[ZBW T, HAANIZKIT S 1/2/60/30mg £ THOAENE
DHEREINTWDS 12,

3 I LA O B3 ST #EA M D FL & 2B W TiE, G029781 ikl B11 FL RP2D =t7k—
F T BN CRRIZ 57.8% (95%CI : 46.9, 68.1) TdH V. CRR @ 95%CI O T RAFE A FHAIIC
HESHZBME CRR (14.0%) % ERl~7=Z &b, AFOFMEINRENT-, £72. HAA
BV T Y JO40295 FABRYL K 27— hTHE S 7= CRR IX 68.4% (90%CI : 47.0, 85.3) T
D . CRR ® 90%CI @ FRRAENEFRTICHE SN 7-FE CRR (14.0%) % kAl->7-Z &6, H
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ARAND 3 WiInHLAED FFE SUTEAMED FL B IIXT 2 AR ORI A RIMED R S iz, L
EXY . ARORMIEMOHEZRE LT,

4. BZERUVHEICEET 5IE

1. BERUAZEICHET SEE

1.1 RENE G X 2 ISR EEGEREZ T 5 720 ARFIER GRIKOHG EZ H012479 2 &y
[8.7. 11.1.5 ]

1.2 KEREIZL DA S IA VIHVEBRRER S S DOND Z ERHHDOT, 1A 27V (1,
8 K&W15 HH) K2 A Z/VHIZHOWTIE, AAIEE-O 60 /7ri1C, IS RE R /LVE Al
BRIEGT5Z L, 394 7 VHUREIL, REIORTEEGZIZT A N A VHHEGEREDR & &
DT REITIE, A Mo UHEIEGERER S SO 5 £ T, BIBRERLVE A A
A5 352 &, £, TA 7 M BT, AFFEED 30~60 /7R, HEIZS U CTRFEG
AL A ¥ I VR ERIRGT A2 L, [1.2, 8.1, 11.1.1 ]

1.3 AR ORGHEEIILLTO LB 42, 72720, B OIRIBIZ K0 55082 1 308 B

HZ L,
P 5 P 53
1% 427 /VE 1HH 4 B BT TR 5352 L,
8 HH
15 HH
2 %A 7 JVHLIKE 1HH 1 A 7 VHORFMWDN BIFTE o 7o, &5 R
2WFEE CEMT A LN TX B,
1.4 REHEGAIZE 0 LT ORWER N REL LIGE 121X, Bk, EEEFICS U T, LN ORE
ZHRIS, REIORG S EBETHZ L,
mIl1EH FEPE™ LI D RIG WIE D -
Bzl L, U LE % | IERNEE LT D 72 R
179 2 & JERMAEIE L7 | LR L TWb Z & &
Al PR GHE TR | Bl BETDZ L,
Gradel 52H/EATAHIZENTE A,
G BB IIEIR S EHR L
TGEAE. B EREL, H
B L7722 &
Behzapir L, Ui % | IERNEE LT D 72 R
7952 & JERMEIE L8 | L ERB L TWd Z & 2
AL, FWRFOES U T O | BL, 5T 52 &, HilE#
Yt R A Grade2 5@&?&5%%%?5: 5@¥%ﬂf@&5ﬁ§&
s R ENTE D, BGHBBIE | 752 2R 5,
RNFRLEESGAIE, &5 %
Tl BB LenZ &,
Be G2l L, WU LE A | ERDNEE LT D 72 K
7528, HBRIZLAWVWZ | IERELTWVWD Z & &7
Grades L. BL, 5T 52 &, iR
B D05 LLTF O Bt 53
ELL ABRICTIT Y 2 & &/
ERCH
Grade3 (7 | AF|lo¥ G2 HIET5Z &,
%)
Grade4
RET T 2 H Behapilr L, U)o LE % | IERANEE LT D 72 R
— il fal BH 2 % | Grade2 1752 &, Gradel £CHIE | L ERBEL TWDZ & A2
IR L728AE, mENS 72 8 | 38L, BE5T52 &,
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LA B LT g 2 & & | JERDEIE L Tonn 72 I
MR L, BEEZHRATLIZE | U EREBL TS Z & A
Grades MWTXD, WL, #5952 L, Graded
DIEARM T B 28 2 Tl 71
L5 E0E. AFIOEE-H k%
a4 52 &,
Grade3 (F | AFloFEZ k452 L,
%)
Grade4
VAN R 50,000/mm3 | 50,000/mms3 LA 1272 5 £ TIRIKA 5,
At
IR ER DD 1,000/mm3 | 1,000/mm3 L EiZ72 5 F TIRIET 5,
AT

%) Grade [T KERBMMILEE S (ASTCT) a2 B ([CHEL S,
7.5 AR EIEHIH% OFBRRF O EHTEICE L TIE, A M A U EEEREZ P T 5720

2. UTobtBh 9oL,

fifEl 5 H ATE 5B 720 5 #5571k
- b OHRFED
1HH 2 Bl E 1944 27/VE1HAL LT, Img THEEZHERTS
1 1mg Z ko
Y 18nHA 2 WML E 1% A4 27/VA8AAE LT, 2mg CHRE4 T2
1 | 2mg 6 1 [F A &,
7 6 WL 1% A2 HELT, 1 HHAI Img, 8 HHIZ 2mg,
v 15 A HIC 60mg THEEZHEATLZ L,
H 15 A A 6 AL L 2% 427 /LE&E LT, 1 HAIC Img. 8 HAIZ 2mg.
60mg 15 HEBIZ 60mg THEEEZHMHTLHZ &L, 3171
HUBEX, 1 HHEIC 30mg #&5925 2 L,
2494 27 LAH 6 EELLE 3% A 27/LEE LT, 1 HEIZ Img, 8 HHIZ 2mg,
60mg 15 H BIZ 30mg CTHH5Z2HBTHZ LF2, 4 94
Z)VBEUKEL, 1 HBIC 30mg & 5452 L,
3Y A7 VELREE | 6 BRI E 1 HAIC 1mg. 8 HHIZ 2mg, 15 H HIZ 30mg T
30mg HZEB LT Z0#%iE 1 B HIC 30mg 259
LTk,

D) AiEESG- A5 OMA LR LV EWGAIE. TESNTWEHETRGZHHET 5,
¥2) 1. 8, 15 HHIZOWTIL, AFI¥EED 60 4riiic, BIBRERLVE CFZRxREST 52

&

1.6 thOFUEMEESZH & OOV T, ARMMER VL EMEITHENL L TR,

<PRFL>

11 BEREEEERDL LN DLZ R HHD T, BEEOSZWEE Tl AFIEGRIIASH
WaETCAT Y Z b, Fo. MIE TP EMEIEE N OBERERE 21T 0 %, BEOREE I

BRI H L,

& 1 G029781 Rk K& N JO40295 FRER I3 1T 5 NI AR EEIE L O T BhH &
E. EBIRRBRICBWT,
DAL ST,

[1V 127 1E]
@ /K7y DIELHL

1A 7 v B OEGRHI KRS IG 72 & OB e T B

« AFNEGBRIED 1~2 BRI 58 2~3L/H OKRSERAEBMGT 5 Z L8 HEEESN D,
<ABELTWBEAE>
ARFNOFREGIE T D72 & 24 BRI 150~200mL/HF D #5356 C O RN AR 21T 9,
FrCERLEME D & 5 BE Clik, il EOHE = BB+ 5,

<A kDA >
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s T GRADRE D 24 BRI 2~3L/ IS TRDERZGT 5, FICEFARLENEDH D

BH T, MEEL ORI EE ORI 25T 5,

O RIRIXTERAREORE
- BESFRABIERIE 2 RIET D U R 7 MESUIPRE TH 5 L s E I L Tre 7Y
J—=v (f : 300mg/ H Dt N ¥ G- AFN OG- 72 BRI 6 3~7 Hi) Fafb4 5,

* ARNOFBEGANZIRIRIED LR L2546

1.2

1.3

1.4

1.5

1.6

L NIIEEREEGERE O U A BEmNEEZ NS
B, AT U I—E (B : 0.2mglkg FARNE G2 RFFIEIEG-ATIZ 30 5300 F T, KO
D% b HIM) Fxb5T 25,

[2 W1 27 vELRE]

- FESSAREEEERERIED U A 7 D3 &I S D B
S R

AFNIFEHIZ L0 U o EREDNTEMAL S 4L, RIEVEY A A 2T 28RS A b A v
HMHEERER BB T B2 Tnb, 1A 27/LE (1, 8KWN15 HH) K2 A 7L
HIZOW T, AAFERS-D 60 75w, BIRERLVE A ZRIERSTHZ L, 39 A4 27VE

PUBEIE. AFORTEHEG#I A 1\734’ YHHERRRED & D o T BEITIE, A b A v
ﬁ&ﬁff&ﬁib)%%bﬂf£< RHET, BIBEEEBNVE Al ZRRGT L2 L, £l Y171

IR LT, AR GRS T E %

2k B9, AAFIEE D 30~60 4rEIIC, ME 2 U CHREMESR AP e A & X VAl &R 5
HZ L, RFFEGITEE LT, BAHUHEZ T ) X~ (B z) 2 0n2 i
TEXHEHICHED b, TG EBETH 2L,
%4Fﬁ4ymmﬁﬁﬁ®%ﬁ)z&%ﬁwéﬁétw\&@ﬁﬁ%cm%m1ﬁ%&w
JO40295 RER CTIHE L CW2Z &I TRE LT,
AFNIEWERHEB O - OIZ, FBLLZEWEH OER, EEEEIL U T, ERloRKEL2 %L

2, BEHHMEEZETDH L,

ARNOVERBERF E, B5EYI% OFBIRHI Y A b A U HEGEREN RS 5 /[ REEN H 5
Z b, GO29781 RBR K TN JO40295 FABRD 7 1k o — LAl DN K EGRAT SCEICHE T T
RE LTz,

JENEMEY VNl GBEIZ2 VU AUBLE) gl L7ash e 1/ IR RER (GO29781
B B11 FLRP2D =4 — ) (MEshT —4) KOENE 1 HEERRRER (J040295 #ER) <l

BHIOAGNMNE R O 2R G ST, 16> T, MoPuEMAEIEEA & OO IZB L a2k
S OB T REST L TUN R0,

5. B&PRAIE
BERRT—R /Ny r—

(1)

H
huk

ok
Bk

S TR T S FE R O LEFAEE |

Group A :

A# 0.05~2.8mg % 3
fEkE < IV & 5-
Group B :

B1~B10 : K#%& 1 A
J)VH®D 1/8/15 HE Z
0.4/1.0/2.8 mg~1.0/2.0/

G029781

CD20 Btk
DFFHE XX
BT
bk
TEMERE

FER.
FH T
ALK

Group A :
33 fil
Group B :
414 1

40.5mg 5 L=, 2V
A7 NVAUREE LA 2
JH 15 BE ERIUHES
3 T IV &5

Bl11: Aflzx 1A 7 VE
@ 1/8/15 H HIZ
1.0/2.0/60.0mg #45-L, 2
YA 7 NVEHD1HHEIZ
60.0mg #5345, 34
A 7 )VEUREIES YA 2
)L 1 HHEIZ 30.0 mg %
3 WM T IV & 5.5

et AR

% (MTD,

DLT). PK.
CRR

i

H | JO40295

B ffifa:

aR— k1

h—h 1 5~7F2)

27— h1~8

FEA

13




—hr7) &5L, 2V47
VHBBRIZE YA 70D 1
HEIZ1YA27VEHD 15
AHCFRUMHEE 3#/M
g IV &5

ahR— bk 8 KOEK =R

— K 3) .

KKl 1A 27 VED
1/8/15 H HIZ 1.0/2.0/60.0
mg#&E5 L, 2% A7 /LH
® 1 HHEIZ 60.0mg % #
59%, 394 7/VHLK
&7 001 BRI
30.0mg % 3 WA T IV
b

d BE 23
o mEs | m | we | wmrvee | M R O B EwERE |
* NHL GRLSUEN ~879 | AAE1YAZLAD B
HEJLK 23 {3l 1/8/15 A HIZ 0.4/1.0/2.8 | &M, AR
mg (ZA—b 1), . (MTD .
JrR = | 0.8/2.0/ DLT). PK
—F 6.0mg (aHR—k 5),
19 4l 1.0/2.0/13.5mg (aA—h | ikar—1
6). 1.0/2.0/27.0mg (=7 | CRR

MTD : &Kifif &, DLT : HIEHIRmEIE

1) 8% A 7N TIRHTZ CR WELIIEHEIL, BEE/& T Lic, —H, WHREXIEH TN ELNBHF T, HKRT
17T YA 7 VETREZMKET 22 L& LT,

H2) ak—b 2~4 [FHIBRL, EMLR»o7, BRRTITHA 7 VETEELE,

H3) akR—b 8 TIHRRTIT YA 7/ NVETRE Lz, JERaF— FTE 8 ¥ 1 7 A 54%&IC CR WL BHE L, &5
T Uiz, —J . WBREXITHDZZANGEONTEE T, BRTITFA 7 VETREEMRT DL & LT,

N AW =

(v — 1.5

BRSO RYEOTERNE Y o E
3R 2

AREINT-HEROHE : @, RAITTARY A7 (@Efar#az) L LT 21 HMZ 1A 2710L L,
1% A4 27/VEIZ1 HHIZ Img, 8 HHBIZ 2mg, 15 HHIZ 60mg. 2 %1 7L HIZ 1
HHEIZ 60mg, 3917 /VBLUMIZ1 HBIZ30mg & 8 V1 7 VE CTHMEHET 5,
(V-8 HEEUHE] &8K)

(2) EREREIZEER
A B L

(3) AERMERHAR
HEANIZE T DB

BHVE 1/ THEERREER (G029781

AER) 7

H 0 R OSUTEEAMED B MIRMEIEAR T U R OMEME Y o 3 A R RS & x5
WCARKID LM, AMEL SR EE A et 5,
AT A v ShaIEE, IEER. MEEE. &R
% it : Group A : >KE, #@E, 1S4
Group B: KE, A—A NZ7 U7, HFH, #@E, A1, KAV, 5H
PR ST EHAMED B ffatEFE AR % U 2o

KR EHE  Group A (1 YA 7 VHMPEEH &)

JEE K OMEME U o3 1 if s R 33

Group B (1 1 7 /L H 7 Step Up Dosing)

P96 I BEIATED B IS 2%
U U ORBEROMEMEY o E IR RS 414 61

—B11FLRP2D 22/h— k2 L2 A UL EORHEEEN & 5 3 TR OUE
fateV o o3fERE 90 il (ITT £M., B &k L4
PEFEATEERH @ 90 f31))
PG5k xR B R — N RO ENE KRR — MW T, BLFOFETAKIZ 3 #H
MR TR G- Lz,

c 1Y A 7 VHOEEHE (LT O#FR) -
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—A1~A8 (0.05 mg~2.8 mg)
« 1 %A 7 /LH® Step Up Dosing (VLT DOHiPH) :
—B1~B6 (0.4/1.0/2.8 mg~1.0/2.0/9.0 mg) JH &l
—B8. B9, B10 (1.0/2.0/20 mg. 1.0/2.0/27 mg. 1.0/2.0/40.5 mg) F&iflitH
—B7 1.0/2.0/13.5 mg FH &l
—B11 1.0/2.0/60 mg JH &l
—B11 1.0/2.0/60/30 mg (RP2D)
Group B OFHEZA—FMNTIE, 1127V ED1HEB, 8HEAW15 HEIC
W EARG L%, 1A 27 D15 HAERUARET2 A 7 LA LKBED
1 HHIZ#E S L7z, B11 RP2D 22/h— N Cix, 3 ¥4 7 VB LD &I 30 mg
ThoT-,
TERHMmEE (Zath) - HERIREE
FEMEE (FaE) : 2afhElE (CRR) MNZEHmHRS (IRF) FFE4fh]
RIREHmEE (%) « CRR [EHIRERHME], Z2%h%14 (ORR) [IRF #Hfi, EIREFAM], 2=
i (DOR) [IRF FFffi, EVREFG], 522Z08IH (DOCR) [
IRF FFfli, FIREERFM], MEgEAFR (PFS) [IRF #Hfi, =i5E
PR, A (OS) %%
AERFE S - B11 FLRP2D @ik — F OfE R A2 50#H T 2,
B
EEFHIEHE TH %5 CRR (IRF #Ffi) 13 57.8% (95%CI : 46.9-68.1) T -7z,

b3 ETEAREETME IS S ARBMEMRE Q2 F3RAISEBT %Ay bFT)

ak— kb B11 FL RP2D
B 90 14l
eI 52 1]
(5e 272 EIS [95% (5 FEIX[H 1] (57.8% [46.9, 68.1])
e ) 19 % (21.1%)
AL TE 8 51 (8.9%)
AL T 9% (10.0%)
W EAEE 0
RN R E S 2 51 (2.2%)

1 1) Clopper-Pearson {2 & 0 i,

M

AFIBEEE S 7= 90 Bl 83 5] (92.2%) ZRIVER NSRS iz, EREIERIE,
WA N IA HHEBERE 45.6% (41/90 1) . FEEL 18.9% (17/90 1) . #97 17.8%
(16/90 1) . & 2 FEIE 16.7% (15/90 f51]) AKXV > MfE, - HERJEME 234 15.6% (14/90
) THot, £7-. EELBIEMIZ. 33.3% (30/90 #1) (Z5RD B, B BTz
FRIL, 23.3% (21/90 Bi)  FEEN, JREGIEYGL, TEE 7 L7 4 2.2% (2/90 f51]) . gk,
AMEBEE . FPERBE., $EELIRRE, TANRTXURRT I ) F T U AT 2T —F
W, 79 =207 b UAT 27—, BAROEEY:, BUEMEY 3 v 7, il
figss . B HR BEAE Ele . RLBEMERZ . TRIR, IRV MAEA S 1.1% (1/90 i) THh-
oo WTNDDOIEF O G IEIZES>TZRIWERIEZ, 2.2% (2/90 #1) IZRH B, W
A N IA URHERERE 2.2% (2/90 ) Th o7z, 728, FELTHNT 2.2% (2/90 #1)
IZERD HAL, R LI FHGIL, B AT, B0 1.1% (1/90 ) TH-
776

EEhie ; TVIF1. PREOHER ] OEEMR

KGR ST ARESUTAN R - F ST AT E O MarE ) o S
(TV =18 335 21)
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HEEBENT-HELROHE . 8%, RAICITEARY AT Bl z) LT 21 HZ 112710 & L,
19427/ HIZ1HEIC Img. 8 HEIC 2mg. 15 HHIZ 60mg. 2 V1 7V HIZ 1
HHEIZ 60mg. 3V Z7/VHLIKIZ1 BHEIC 30mg % 8 ¥ A 7 /L% CTRIEHET S,
(TV -3 HELOHE] 2R)

BARANZETSRE
ERNE [ BERREER (J040295 5HER) &9
H B 0 I SUTEEEMED B MMMEIEAR Y0 o U SRS 2 BICARF D22 v AR
KOS ERE A FRE3 5,
RERT VA ZhaikIbFE, FEEM. HEHHE R
KIGBF 0 - AR — b 1~9 TR UTEEMED B MlatEIER X U ol 23 {5
<Rk adk— bk (FLMOON-1#5r) 2 LA DL EORTEEREN & % 5 35k
TRMEOWERME Y > SBEBFE 19 6] ITT £, A0 & 0% 2k
FENTEER] © 19 6)
PG5 xBTS 2R — N RO EIER 2R — MW T, LFOFETAK%Z 3
MR TG Lz,
<A 711D step-up dosing (VL T D#iPH) :
—aR— bk 1~7 (0.4/1.0/2.8mg~1.0/2.0/27.0mg) FH &ty
—a— bk 8 1.0/2.0/60.0/30.0mg FHEMiHH
—ak—F9 1.0/2.0/30.0mg FHEHH
—yrKk=adk— bk (FLMOON-1#B)  1.0/2.0/60/30mg (RP2D)
b4 7v1O1HE, SHE,AW15 HEICHEHAEZEG L%, Y47 1v10
15 HAEECHETYHA 7 V20O 1 HEIZEEG Lz, ah— bk 8 KOWLEK=
&— bk (FLMOON-1#8t) <ix, ¥4 7/ 3 LD H &L 30mg TH-7-,
FEFHMEER (ZatE) « HEHIREE
FEFMEAE (Ao : 2eiZ2HE (CRR) [IRF #f]
RIREHmIEE (A% « CRR [FHIRERm]. Z240%14S (ORR) [IRF #¥ii, FinEM], 28
2hiifE] (DOR) [IRF ¥, FVREEFHME]. 522 (DOCR) [
IRF 74l {RERFM], MEEAFN (PFS) [IRF 3Hfi, =i5E
FEAG] . AR (0S) %
RERFE R - Jikadk— b (FLMOON-1#BR) Ofs 2 #lid 5,
FEhE
TEFBTEH TH 5 CRR (IRF FEfi) 1% 68.4% (90%CI : 47.0-85.3) ThH -7,

WA ETEHRE A I L SRBHREMNRE Q03 F10A18BT—2hHy b4 2)

ak—h JER=aAR— b
B 19 %
SERTRRN 13 #i
(5e 272 EIE [90%(5FEIX[#1)] (68.4% [47.0, 85.3])
5y 2350 261 (10.5%)
I B TE 0
AT 2% (10.5%)
W EAEE 0
RN R E S 2% (10.5%)

1 1) Clopper-Pearson {12 & 0 i,

M

AR5 Xtz 19 Fild 18 B (94.7%) ([CEWERNRO Hiviz, EEIERIX,
U 2 oREREOR) 68.4% (13/19 B1l) . B A b b A RHEERE 47.4% (9/19 %), 7
F=UT ) NI AT 2T —BHIN 31.6% (6/19 ), fFTPEREOEA . T ART
XTI T RAT =T —BEINDE 26.83% (5/19 Bi)  FEAITLE D K 21.1%
(4/19 f5) . HoRIEE . B ERBORD . ZIALEEN % 15.8% (8/19f5) Th-o7-,
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7o, BEREIERIIZ. 26.3% (5/19 ) IZBH LI, RO LNT-HGT, 4 M A
HOHEEEE 10.6% (2/19 ) . ATRERE S H rr* PR TR, ZIRLBE D &
5%“UwﬁDT%ot@Wfﬂ#®iﬁ®&5$¢ IE-STRIWERIE, 5.83% (1/19
fil) TR B, @ﬁﬂﬁ5wﬁuu9m)f%oto&% FETHNL 5.3% (1/19
B) IO BV, B LN FGT, MIEME 5.3% (1/19 ) Th-o7z,

AFNOHERHEKL A7V 2—/LThD 1.0/2.0/60/30mg DOAA] IV A 52
D GO29781 &k I O JO40295 7k TR 472 CRR 2O ORR 238 b, ﬁ@ﬁ
BERZEN T 7 7 ANDRBOENT-ZZ N, XEXT v b« U A7 GBI
f@é&%z%ﬂto

HWEhiE ; TVI-1. iR OHER | DIES K

RS NI BRE TR - BRI E O U o3
(ITV =12 3% 28

ERBEINT-FAELORE @, AT EARY XA~v7 (EiEHlz) ¢ LT 21 HMEZ 112702 L,
1% A4 27/VEIZ1 HHIZ Img, 8 HHBIZ 2mg, 15 HHIZ 60mg. 2 %1 7L HIZ 1
A HIZ 60mg, 3 %A Z7/VHLIIZ1 A HIC 30mg % 8 V1 7 /L% CrilifE+ 5,
IV -3 AEERUOHE] 21)

GO029781 #ER K& 1Y JO40295 RBr L v, EARY X~7 IV HAFWED
1.0/2.0/60/30mg ¢ 5- A /7 ¥ = — LIS IR S hu iz,

(4) IRIEATEHER
1) AEIRAEER
'V—5 (3) WERIGERFEAER] OHESH

2) REMHB
LB L

(5) 8% - HIERIRR
AU E L

(6) ABEMER
1) FRAKERE (—RERARERE. HEFEARERE. FABLERAT). HERTRT—4
R—ZFAE. WERTEREBRABONE
W E AR (B SUSEEA P E O TEME Y v )
PR UTERAMEOTRIAME Y VSB35 ARAI O RS NI 504 b A U hHEfERE
DY AT KFHEBEERET D,

2) RABFHELELTERFEONBXIIEREL-AE - ABROBE
BEARR/NA

(7) Zott
gk L
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VI. EHEE(CEII HEE

1. ERZMICEEHSILEYMXRITILEYE
H1 CD3/CD20 & / 7 1 —F LHUEA
—fx4 =) X<T
HEE : BED®H LGOI I RE L, BHHOEFRILEASRTLHZ L,

2. EBER

(1) {EREML - ERKRE
FARY A< 7L CD3 LU CD20 (Zxi % “HAFRMEE ) 7 0 —T AHikTH D, FARXY X
~ 73 T ¥ BT 5 CD3 XU B Mg G Ic B4 25 CD20 IZHiE7 5 2 & T, T i
ZIEPEL L CD20 DGl 2 55T 5 L Ex biud Y,

! ’:Ez:w;.’ : Efﬁ%iﬁm

1L EARY Rw 7N THIAY B (EEEIE) (CRBCHEAT 5,

Mo T
2. YA MOA ORI LV KE S THEPEE SN,
3. T MRS RESFEAL THIAE S 5.
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RN (N—2U TS 1 L)

; 4. T #A H’W){Eféﬂj JI?T;.J)I@ /‘/v{fg; R—T 3V
T T WA D E OIS EERRRI O /N5 & 2 S d,

5. MEEHIIO M. 775 h— 3 A & 8T 5.
ERARYAITDEREE (4 A—PH)
(2) EMEZEFTHHEBEBE
1) bk CD20 & O't k CD3 IZ%fT 2 FARY A~ 7 OfEHFME (in vitro) 'V
FARY RX<7 DOt k CD20 LTt ~ CD3 2% % Pkt & T8 (Ko) OFE¥EL. CD20
2% LC 68nmol/L., CD3 2%/ L T 40nmol/L. T&H > 7-,

& ERC20ERUTE KCIICHTDIERARYXTTRUY 2HIVI6/4065c DFESHAME

bk + b7 Ka (nmol/L. —ff) Ka ‘F¥fE (nmol/L)
77.52+3.76
= A
) CD(iO:/gJAB Al 56.59-+3.85 68
+
anisom
= i 07=+8.
B C])(?I’l/‘:];)rkat il 40.92+13.06 40
48.65+8.05
b CD20/BJAB #ifia 87.74+8.47 g3
(n=2) 77.53+8.16
2H7v16/40G5c
45.9615.37
i
Bk C])(?I’l/‘_lg)rkat il 41.41+7.39 40
B 34.36+4.80

HERTVE - CD20 3 Hi4 % BJAB il O CD3 Z 34 % Jurkat fifaz HW\WT, Ex2xY
xv7®t k CD20 kTt bk CD3 2T A5G B E Z ik FLiRIc LD A% v v T
— RO L VRl L 7=,
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2H7v16/40G5c (%, Fe fEHIEkD N297G EHLISMITF AR Y X~T7 LRILT X/ BEIIOFETHY, TEARY
=T L REOREL AT,

2) TARY A~=7 O THilRiEE(L, BMREEEM, (in vitro) 'V
ALY XA<7 0.3~10 . mol/LL ®EHFHICIIT A T fiuiErEL e B Ml EEIEILLL
ToOLBY ThoT,

CD8S ¢ THARDE L BffifaiEE St
100 2H7v16/40G5c  ECso: 104ng/mL 100~ 2H7v16/40G5¢  ECso: 37ng/mL
0 R — ERAFYZAYT ECso:111ng/mlL 2 — ERARWAYT ECso:99ng/mlL
@ 80 < 80
LW o
@EG_’ 60 @ 60
£ .
0 404 R 40
o & & .
© D 2 *
O 20+ B 204
a8 =
UU L
0 T T T T 1 0 T T T T 1
0.1 1 10 100 1,000 10,000 0.1 1 10 100 1,000 10,000
HifE (ng/mL) HiiA (ng/mL)

3HID K F =0 BB OIIERD 5 bREFIERT,
EARYAR IO T MEMEIE R U B MIaEEEN

BT e PRI G (PBMC) Z AW T, A Y X~ 7 O BflaffFEte, T M
feaiE A 2 504 U 7=, T Mt oiE A kIT CD69 KUt CD25 5% & L TRk L 7=,

2H7v16/40G5c 1%, Fe fHIED N297G BHLISMIEARY A~ T ERLT IV BESOFETHY . EARY
AT LREDOBREEAT 5,

3) t F CD20/CD3 A~ RZHBITHEARY AT OHE (v 2) W
t k CD20/CD3 —Hitfs B A~ T RIBIT 5T AR Y A~ 7 Hal# 51 0 KR I0 K O
gt B AR, T HIEEALOHEBIZLL TO LB THh o7,

FEMPOBHAkE [9iE P DBl
6 164
PHEHRERE 14 FHECRERE
5 g 1
X M X 104
£ g o
~ ~
8 2 & o
% R 4
= 2 2
0 T T T O T L
®EA] 2% 2485M% 28% 7B& 2485H% 2d# 78%
n=12) (=3) (=3) =3) (=3) (n=3) (n=3) (n=3)
FRAEMPDOCDERIETHIFRICH T 2CD69DEIE BiEhOCDSIRETHIIRICH I B CD69DEIE
100+ 100+
THEHRERE EHECRERE
_ 80 _ 80
& &
éo0 604 o 604
E 40+ E 40+
20 20
0 T T O T T 1
wE5R W% 24B5% 28% 7B 2455/ 28 7B#%
n=12) (=3) (=3) =3) (=3) (n=3) (n=3) (n=3)

£k CD20/CD3 ATV RIZHITHERRY XY TDHESEME
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#BR 7% - B b CD20/CD3 A~ 7 AZEARY A~ 7 ZFIRNES- L, &5 3 HAl, &5 2
R R ON 24 WEfflt%, #5-2 HREKONT BRRICRMH M Z BRI L7z, £/, &5 24 FF
g, 2 HELEON T HZIZHIEE OV A \HizsIm Lz, 2o O/MikickiT 5 B
B OV T MR OTEMAL 2 2 eTE M b v Y —F > 27 (FACS) IETRIE LT,

4) H=T A PFNICBITDEERARY X~v T ORE 1
O B ffufEvE R

=0 AP MZEBT HFARY X~ 7 HiA 5% ORI OMgET o B Mg OHER

TLLTFDEED ThoTo,
FRAEMhDCD40M 4 BHEED
2,000
1,500
= |
3
Eo]
% 1,000
@ q
500 }
¥ T T

iR DB DEIS (%)

100

80

60

40

20

o

2

3 10 20 30 40 50
=8|

@ choBrEk

22 57*
&8(a)

it

EZRYITT 0.0Tmg/kg IV
- ERARYART 0.1mg/kg IV
¥ ERRYAVT 1.0mglkg IV
- EXRYXYT 1.0mg/kg SC

FiofEHRERE

s
[ ERRWRITT 0.01mg/kg IV
N ERRYAYT 0.1mglkg IV
. TRV 1.0mg/kg IV
m ERRYAYT 1.0mg/kg SC
FfEHIEERE

#* 57HETIEFBHERET1.0mg/kg WBOHEFHELIC.

B AZOAHFIIZBHFBRZEARYXT IO B HaEEE

AR AL =7 A POV (MERER 7 61) . EAXRY X< 7 0.01 (MERES 5 41) . 0.1 (M
A 5 1) X% 1.0mglkg (MERER- 7 1) ZFIRANE S XX 1.0mg/kg  (HEREX
5 ) TG Lic, PukobHT, #&5 2 Kz, 1, 2, 3. 8, 15, 22,
29, 36, 43, 50 &' 57 H HIZARMIME D B MilddDZ#E) %2 FACS jEIZ X U FE
L7z, E7=. PUiA S8, 22 K57 B HOMED B #ifukk% FACS %I X
D EHM L7,
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@ T #pOIEYE
B AP INIBITDHEARY X< 7 HEE % ORI O THIREOHERIZLL T O &
BOTHoT,

SEEECDARB TSR
(CD69RIU'CD25MDHIR=1EIE)
_ EZARYRTT 0.01mg/kg IV
& 80+ & EARYZTT 0.1mg/kg IV
STE ¥ EXRVRATT 1.0mg/kg IV
e - EXRYAYT 1.0mg/kg SC
% T HEE RS
=
]
o8
<
a
(@)
(A I T T T T
0 1 2 3 10 20 30 40 50
B (a)
EMECDSIR M THIAR
(CD69K U'CD25 D HIR =4EIR)
1609 sEIg
_ E2XYRTT 0.01mg/kg IV
£ 80 - ERRYZTT 0.1mg/kg IV
STE ¥ EXRYZTT 1.0mg/kg IV
e 60 - TXRYRATT 1.0mg/kg SC
£ TR
E 40
40
R
[+'s]
Q 20
O
04 I | I I 5 I
0 1 2 3 10 20 30 40 50
#E(8)

B A=A FIIZBFRZERRVYIT IO T HEEMSE

ARERTVE - D=7 A P (MRS 7 1) . EAXRY X<7 0.01 (HERES 5 ). 0.1
(MERERS 5 1) X 1.0mglkg (MERER 7 B1]) ZFRARINEES T 1.0mg/kg (e
%54 R THEE L, dukofkbal, &5 2 KFf%k, 1. 2, 3, 8, 15, 22,
29. 36, 43, 50 (57 H HIZiEMAL CD4 Btk T Mifin K& ONEMAL CDS8 B T
AR OFIE %2 CD69 K F CD25 O3B fEHE L LT FACSEIZ X Wl L 7=,
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IL-2/RE (pg/mL)

IFN-TiBE (pg/mL)

@ YA A EE
N=T AP MIBT HFARY A< 7 HEIRGZRORMIM T OV A oA OHERBIX
UToLBY ThHoT,

FRAEMoIL- 2R FAEMhIL-6iRE
1,000 _
8,000+
800+ —_
TEI 6,000
600 | W
Z
400 - gﬂ% 4,000
@.
2001Fr = 2,000
; L1
0-4 T I T ¥ T 0T T " "
0 12 24 36 48 60 72 0 12 24 36 48 60 72
=8 (55) EESENS))
FAYMmchIFN-yiREE M TNF-oRE
3,000+
2,000
4
£
2,000 S, 1,500
o
gf_‘ 1,000
3
1,000 "ZL
£ 500+
_k T
0- T ] T | T T 0+ T I T 1 T |
0 12 24 36 48 60 72 0 12 24 36 48 60 72
&8 (85) B ()
BIE

EARWATT 0.01mg/kg IV
A= EARYRAYT 0.1mg/kg IV
¥ EZARYRAYT 1.0mg/kg IV
- EXXRWZTT 1.0mg/kg SC
TIoEHFLERE

HDZHDAFIVIZBFBERERRYARTIZLD YA CHAVEEFE
BRI - =0 A PEREE (MERES 7 B, EA XY X~7 0.01 (MRS 5 #1]), 0.1
(MERESS 5 61) X% 1.0mglkg (MERES 7 1) ZFRIRNER 50 1.0me/kg (e

A 50 2R TG L, RIMiEo YA A > (IL-2, IL-6, IFN-y } 8 TNF-
o) BEZLVIX Y7 AECLDHE LT,
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@ B fMpaiEIE LR T (BAFF) FEAEEDZH)
B s LR 7 (BAFF) (X B MIRAASERHCIENT 2 Z EARIN TS 9, ifiiE
BAFF 1%, WG & i L TEARY X~7 0.01, 0.1 X 1.0mg/kg FHRMN £
HToxznEhiKk 1.6, 3.3 KO 6.3 fFH#EIN L7z, BAFF O KEMEIL, 0.01 KO
0.1mg/kg FIRANHX G- TIiX 8 H BIZ, 1.0mg/kg HARPIZREGTIX 22 HBIZERD b7,

2,000~ -
E2RYZTT 0.01mg/kg IV

3 1500- - BERARVZATT 0.1mg/kg IV

E " ¥ EXRYRTT 1.0mg/kg IV

z - EXXYZYT 1.0mg/kg SC

% 1,000 FOE T R

1

L

LL

< 500

om

O 1 T T T T 1
0 12 24 36 48 60

FEIEN(=))
K AZOAHFINIZEFTEZIERRYATTIZELSBAFF EXEENEE)

R AL - D=7 A PZEREE (MERES 7 B1) . EARXY X~7 0.01 (MERES 5 1), 0.1
(MERES 5 1) ST 1.0mg/kg (MEHES 7 B1) ZEARNEES T 1.0mg/kg (MEME
% 50l & FESE Uiz, i BAFF 2% 0.01 XX 0.1mg/kg &R 57
KON 1.0mglkg 2 FH5HECIE 8 HH £ T, 1.0mg/kg FFIRN& 58 CTIX 57 H B
FCHIE LT,

(3) EFARIRRE - R
LRk L

24



VI. EMENEICET HIEE

1. MPEEDHRS
(1) AELAEYDLGILDEE
AER R L

(2) BRRRARBR TR IN-MPRE
1) BRI ORERS
O vEsME T/ ARERR B (G029781 #ER) ULEAT—%) 9
R TEHEEDIER U U o ERE AR 0.2~2.8mg ZEIRNE S LI-L & (F)
FIEERE) OF AR Y X< 7 O MG IREHERS LK OSEYENE T A —Z I TD LB T

ot

mEFPERRYZXTTRE (1eg/mL)

B (H)

| Dose

O002mg " 04mg C08mg ® 12mg A 16mg 4 20mg <>2.Bmg|

HEHREBFEOEARY AT JOMETEEH#TE (FHELIZERE)
= HEKREBROERARYAIITDEYEFE/NT A —4
=1 151 Trmax Cumax AUCo-21
(mg) by (day) (u g/mL) (n g+ day/mL)
0.2 1 0.319 0.0323 0.0604
0.4 0.192 (0.181- 0.109%0.0440 0.447+0.0964
0.200)
0.8 4 0.177 (0.169- 0.171%+0.0396 0.818+0.329
0.181)
1.2 7 0.174 (0.169- 0.385+0.343 1.85+2.18
0.178)
1.6 6 0.180 (0.170- 0.258%+0.114 1.04=*=0.586
0.246)
2.0 3 1.08 (0.172-1.11) 0.282+0.141 1.56+0.602
2.8 8 0.217 (0.168- 0.402%0.210 1.99+0.913
0.441)
SEVIE SRR S, 7272 Uy Tamax (EHRAE (/M-3R KAE) . BIEDS 1 BlO5 A 18R,
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ABSNPETHR, FEROARILTOLE) Th 5,
SHRE SR © FEFE SUSHEWAPE OWRIPE U > SHE (TV — 1307

IR W)

FEROAE @5, RAIZETEARY X~7 (BEETHE#fz) LT 21 HME 11 70E L, 1472
JVEIX 1 HBIZ Img, 8 HAIZ 2mg, 15 HAIZ 60mg, 2 ¥ Z7/LHiZ 1 HEIC 60mg, 3%
A7 VBUMIZ 1 BHBIC 30mg & 8 A VL E THMHET S, 8 A Z ALK TR, 2ok
HRFONTEBFIIEGEK T L, 70, WBLE IO BN G o BE X, 1794
INETERGEMKET D, (V=3 HELKCHR] 21R)

@ EWNEFE T AERRER (JO40295 ER)
21 HEZ 1 A7t L, BRAOFERE UIEHEEDOIER VX U U REEE AR %
1% 4 27/VBIZ1 HBIZ04~1.0mg, 8 HHIZ 1.0~2.0mg. 15 H BHIZ 2.8~60mg. 2
A Z7VAIZ1 AEIC 2.8~60mg. 3 %A Z/LHLKIZ 1 HHIC 2.8~30mg #IRN#ERS L
T ZXOEFEARY AT OMIEHIREHE L1 A Z7LHO 21 HEOIEYEHE ST A
—HIFUTOEBY THho72Y,
F7o, REHEYEEMT IO RS E | ERIREICRIT 2 RBEOEHNL 16.1 B LH#HEE
En® UMEAT—4%),

40

MERERRYZTTERE(ug/mL)

B (B)

Dose®
O 04/1.0/28mg ® 08/2.0/6.0 mg
A 10/20/270mg 4 1.0/2.0/60.0/30.0 mg

© 1.0/2.0/13.5 mg

REFLEHEODERA LY XY TOIERREKY (FHELFRERE)

REH#RERE 0S4 2)LED 21 BRE) OEXARYXI ITDEYE)

RBINS A—4

- » Tmax Crax AUCo-
i (mg) * | %k (day) (u gl (ng- da;/zr;L)
0.4/1.0/2.8 3 14.3 (14.3-16.2) 0.898+0.203 4.37+0.399
0.8/2.0/6.0 3% | 14.2 (14.2-14.2) 1.87+0.287 7.78
1.0/2.0/13.5 3 14.2 (14.2-14.3) 3.88+1.16 15.0+3.97
1.0/2.0/27.0 5 14.2 (14.2-14.2) 10.3+2.41 33.4+8.42
1.0/2.0/60.0/30.0 | 3 14.3 (14.2-15.2) 23.9+5.33 72.8+18.0

I E T AFUEMR S, 7272 Uy Tnax VE P IAE O/ IME - e K AED

¥1: HEIZOWTIE, 1AM 7 VED 1 HAENA YA VEDO S HEN YA 7 LVED 15 ARK 2 A4 7 VALUKED 1 AH
OREZERT, 72721, 1.0/2.0/60.0/30.0mg (T 1A 7 VEDO1HEBN YA Z7VED8HBE/N VA Z7/VED 15 HE K
R2Y¥ A7 VAD1HRBAIBYA 7 VALUKD 1 BBOHEZRT,
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2 1 AUCo21 1IZOWTIE, 1 BRI % 7R,

(3) HhEE

REERRL

(4) BE - fiREOZE

1 ) ﬁ%@ﬁ/f/@ﬂ
BARRNA

2) {#)}Hi@ﬁ&&ﬂl& 17)
CYP3A & & o HEAEH
<IHEVTA>
PBPK €7 /WIS FHlN L, 24 Y 7 A (CYP3A o#UREIE) o% 4 7110 15
HHICEBIT S AUC X Cmax DL (B2 RY X~ 7O/ FEORAED) 1X. = Fh 1.37
&ULN&%E%%L

2. EWEERINT A4S
(1) A&

VI—3. R (FEalb—ray) fifhr) 3R

(2) RILEEEH

AR

(3) HEAEEEH

VI—3. fEMN (Realb—3y) fifr) 21

(4) 275 2R

VI—3. fHEM (Rvalb—3y) i) 21

(5) 7 MER

VI— 3. REMH (Kol —3ay) i) 1R

(6) Z0ith

REERR L

3. BEH (REaL—Yay) @i
(1) BFAE

FARY A~ 7 ORHEFIEMENREE T L OMEIZIX,. GO29781 RERD 439 5] (Group

A ® 0.05~2.8 mg Q3W D525\ 7= 32 i TNZ Group B @ 0.4/1.0/2.8~1/2/60mg & X
1/2/60/30mg ® Kk O & THG- 25215 7= 407 ) DOEFF 7,250 SO MEFEARY X<

BETFT—2 2 H\Wiz, RHEREYEREET ML 2-a2 0 /= AV MET LTSRS, 27U 7T
Z > A (CL) I initial baseline clearance (CLiase). transition half-life (HLtrans) . clearance
at steady state (CLss) 2672 DK FRI O TR Tz,

Axéﬁﬁfiwﬁ PERI, e, AN (77 AROIET VT AN, #f5%E (FL, DLBCL
M) OBTEREE (3 ARMER NS UL L), EER. T I v, BREE, MFREE. 3K, §T CD20 HT
AR B A AT L 7=,

(2) NSA—SEHER

HEE 4172 CLbase &2 U CLss D RFEMESME X F 1 1.08L/H KT 0.584L/H T Y . HLgrans
I$16.3 HThHo7e, AL /X—=RFA N MHZ VT T2 (Q) 1£146L/H THH-T=, Hubrz X
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— M A POSGMAEME (V1) 1X5.49L, K= /83— M A bOSMAEME (V2) 136.17L Th
ST, EFRIRBEICE T DR RO HHIL 16.1 A L HEE ST,

V15 UTIRE, MR, 747 20, V21T L TIRE, Clbase IZXF LT /L7 2 2, 51 CD20
PUATERS . CLss (ot LTI, MR, EEREDORN—RZ T A AMENLER L L THRESHEZN,
WG IR RIS RIE TR (0.8~1.251%) THD LHEESN,

- BRI

L

kil

(1) Ik — A EE

RUERR L

% — R4 B BT BB
AR L

LA ~OBTHE
BB L

BB~ ORI
AR L

T DOMOBIHA DB
LR L

MmiFEBHER
REERRL

. R
(1) RBEERLLR UMHHRRR ®

MM ER R L

<HBE>

F AR A~ T8 R 2 5T CD20/CD3 b MbE H RN EE ) 7 u—F ALK TH D, K
FlZ W ARBEHT BT 23 BRI EM L TR0, EARY X< 77 ED 1gG Frikid/h & /a8
TFREOET I VBRI D EEZ D,

(2) REICE5T HEE OP%) ORTFHE. F5X

BB L

VREENEDEERVZTDEES
PASROANA

(4) KEYPOELDOHERVEEL., FHELE

LR L

= i

Bt
<BE>
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—iz, IgG Uik vV Y — L2 OERE SR LY B, IR XIEHHRICEFOEFEFERYE
ELTHHIEE N D Z ST & A E 2020 BAKIZ X o TARL L2 /NS X7 F 7 2/ BRI,
WNIRPED 7 3 f 7 — AN Z B AV TR T T U R IR S 5,

. S URR—E—IZET B 1EHR
M ER e L

| BHEIC L HREE
U B L

. BEDEEEETHESE
BREIN TR

| 20t
AR L
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VIL.

1.

S

==3
=

£ (ERLDEEF) Y SIER

- = [

.

1.2

1.3

W% & T DI
£

AEE, RERRKICTARICTESIERERICEV T, EMHFEEBEOREICHLT, +
DEHH - BEREZFOEMDY £ T, AFORELNEY LHM SN HEHICONTDHK
B35 &, =, BERRICELL. BEXEZOREICHEMERVERIEZ 571250
BAL. AEZR/{THho&REITH &L,

EEOYA b AA VIRHERBNAHODODNDZENH D, T, MKEEME) o/ FEEBK
EAHOoONDZZENHY . RTICESFINHRESN TN D, FHITERDVHTAREESF
DENGRFH T TEHDKREZTOI L. Y1 A4 VIRHEREICH T SEIRSEDEK
EZDFHHBEZITO> LEBIC. BEEZTHITTL. BENRDHoNGECE, BiE
REXENRET DY A MO UIRHERBEETA X O AFITHR., BUBREZITD
&, [7.2, 8.1, 8.4, 11.1.1 B8]

EENHEFMER (REIT V2 —HREEEMESHEREST) Nbobhdl L
AHBHNT, BRZTDITTV, BENRBOONEHEICIE, HERTRENMRMET 5%
BT/ —HAEERESHERBEEENA 4 U RAFITRD., BULTREZITI I &,
[8.2, 8.3, 11.1.2 8]

R
1.1

1.2

1.3

2. &=

*=* 2
ST I

>
AFNOFERNZ BT - Tk, W MEFHEMER ORISR LT, +o72 ik - BB a FEoERMO b
CTCHEIEMEHANESF IOV END D Z D, MO NAALFPEANCUE T TR E LT,
BHEDOYA MIA VRHIERRER S LoD Z RN b 5, £-. MERERMY o SHRRERE
NHLONDZ ERH Y  HTIZELFNHE I TND, EDOTD AAIOEH-HiE, FEL
TSR RIME, BEAR, (KERHEIE K RS OIER 2 HolcBigg+5 2 L,

YA b IA VHHIEGERIR G Z < EBO LN Z L6, 1 4 7 VEDEFKG5%IC
ITEBEE OIS U CABRE LA RET 52 L, 72770, A< &b ¥ElD 60mg % 5-Blth
% 48 el I LT ABEE ATV, WU RS T CABI OG- 2175 Z &, BENRBD LN
B, BLEBGEEE DR D0 A N O A VRHUEGEREEBLY A F L R THE - TARAID
eHERE IR IE L, BIERERLVE VAL P XA OBRGEOEY) R LEEITO 2
L,

HEOMKRTFIHER (RET 7 =7 7 —MlaBhErRErE i Ede) "bobhd Z en
b DD RKEIDOE G T - Tk, FEFREE, KEBE, ik L~V 021k, §RHEHE ) OREE,
A RTT BTN, IR O e OEIR &+l BlEi 32 2 &, BENRO LN 8HE
%, BUEIRGEEE DRI T 20 = T = 7 X — i B R B R R BT A X A
e ARFNOFe G- Z Rl T Ik L, BB E R VE RO G EOMEY LB EITH Z &

NE L ZEDEH

2.

AFN DB L BEUE DREERE D & 5 B

EE (ROBEHEIZEBRELGWNI L)

SR
= 38
3%
BB

. PhEE

>

pnD—HRAYIEE R L U TRE L, AROREIZHT- > TE, KFNTE EN DRIk
HEUEDPAEEO A2 MR T2 Z &0 £7o, AFIORIIIZHOWTIE TIV— 2. RAIOHRL)
By e,

RIFHRICEET HEE L ZTDEH

[V —2. eI RICHEET R OEESHT L2 L
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4. AERVHEZEICEET 5:FEEFNER
'V—4. HIELAOHEICHEET EHERE] OEESRTLHZ L

5. BEELGEARNIE L ZDER
8. FEELEARMIE
8.1 VA NI A VIHHEEEREDR H LA EDRHDHDT, AKFlOEGIZHTZ>Tix, ATD
FHICEERTHZ L, [1.2, 7.2, 11.1.1 &M]
L1%4Fﬁ%VW&E%HK%#%%%@%@%%%%E%ﬁ5:ko
2 RAIOEERIEX, B B it SR, KEERE, BHREFICOVWT, BlEr 712

?5:&
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F—XHv b A7 H 2023410 A 13 H
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(2) ZOMOREIEH

11.2 ZDHDEIERA
10%L4 E 3%LL_E 10% At 3% AT
R B (25.T%) . £ D8 |RLBE. FRERzEE. R | SRS, WL
JiE HINL, ZITE
JF gk TI=UT ) Ty | TANRTXUBRT I | IFERER Y., e
27 T —EHE MU AT 2T —FHE |
o
HibRE L T ONZ. 80
- MOEK, I R
FERRRER | SRR FhME= = — 1 T BEELIRRE, AHRSE
—. FEIED F
vl KXY e BV v AffE, K~ | BEIRER
T2 ME
Z DA, FEEN T R BIEYR. ERs MR
Ji. T#ME. infusion
reaction
SR>

WEAE 1/ TARERIRRBR Th 5 GO29781 Bk B11 FL RP2D =t7k— bk K ONEWNE T FHERAR
BTl % JO40295 ABROIER =R — b (FLMOON-1 3BR) Ziftd L@ EMERHER) b
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<SERFRH>
T H BRI s BB
WS T/ ARERRER (GO29781 Bk B11 FLRP2D =i7k— K) 2BV TERD SR ITER XL
ToLBYTHD N T—4),
LRI R G515 < 90 15

£ Grade Gradel [ Grade2 | Grade3 [ Grade4 | Grade5
kS % kS
BREHSLFUVETHBIES 44 48.9 28 12 4
& D FEIE 15 16.7 12 3
B2 12 13.3 8 3
RLBEME R 5 7 7.8 2 3 2
FE G R 7.8 5 2
B2 1 3 i 6 6.7 5 1
HLBE 4 4.4 4
ZITIE 4 4.4 4
= 5 ek E 3 3.3 2 1
B 3 3.3 2 1
IR 2 2.2 1 1
RN SIN A 2 2.2 1 1
FEALBE 2 2.2 2
BT 2 2.2 2
FF RS 1 1.1 1
BLIR B2 1 1.1 1
B 1 1.1 1
S AEES 1 1.1 1
JRNOFEE 1 1.1 1
HIBNETE S 1 1.1 1
T 1 1.1 1
RERESE 41 45.6 22 16 1 2
YA NI A VR 41 45.6 23 15 1 1
Ky 707V i 2 2.2 1 1
R CAE 1 1.1 1
—f% - EHBEES L UBREHLOKE 36 40.0 24 12
FEEN 17 18.9 14 3
97 16 17.8 12
EE 8 8.9 8
Y ML 4 4.4 1 3
A TN PR R 1 1.1 1
B fEAR 1 1.1 1
R I Vi 1 1.1 1
JaEs AR R 1 1.1 1
(3R 1 1.1 1
JERR 1 1.1 1
HAThEE 1 1.1 1
A7) i 1 1.1 1
3] 1 1.1 1
HERES 25 27.8 20 4 1
SHJR 11 12.2 10 1
FENED F W 4 4.4 4
KRR = 2 —a X — 3 3.3 2 1
Sep=FRioIR e 2 2.2 1 1
BERH 2 2.2 2
RN 1 1.1 1
JEH) SR 1 1.1 1
IR 1 1.1 1
RS 1 1.1 1
R kEE 1 1.1 1
RN 1 1.1 1
N e S 1 1.1 1
W P 1 1.1 1
KRB L UXRERE 22 24.4 5 5 11 1
&Y e 14 15.6 3 11
1&A Y © A fiE 5 5.6 1 4
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£ Grade Gradel | Grade2 | Grade3 [ Grade4 | Gradeb

ik ik
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ENE T AREERRBR (FLMOON-1 5k [J040295 B i k=dh— b)) I2BWTHRD b -EIE
HIZUTO LB THDH,
VR 14K - 19 Bl

£ Grade Gradel [ Grade2 | Grade3 [ Grade4 | Grade5
Bk % Bk
ERERRE 15 78.9 2 13
U U SEREORA 13 68. 4 1 12
TI=T ) N TUAT =T —BHI 6 31.6 2 3 1
I P ER B 5 26. 3 2 3
TANGXUET I ) N T AT 25 —BEN 5 26.3 3 1 1
M ifn ER s 3 15.8 2 1
i MR 2 10.5 1 1
e YL e N 2 10.5 1 1
M ifn ERFAE 2 10.5 2
RERES 9 47.4 7 1 1
B A A EERE 9 47. 4 7 1 1
BREHSLUVETHBIES 9 47.4 3 5 1
LA BE 3 15.8 2 1
D FEE 2 10.5 2
i 2 10.5 1 1
TS 1 5.3 1
g g 1 5.3 1
35 1 5.3 1
RLEE 1 5.3 1
BE. PESSLUVNEESHHE 4 21.1 2 2
HEANITPE D KGR 4 21.1 2 2
BEELS L UVHFERE 4 21.1 4
LN 3 15.8 3
i~ L~ X 1 5.3 1
BEES 4 21.1 2 2
L 2 10.5 1 1
SRS 1 5.3 1
T 1 5.3 1
A5 1 5.3 1
HRRES 4 21.1 3 1
K= 2 — T — 2 10.5 2
A R 1 5.3 1
R R 1 5.3 1
REB L UXEREE 3 15.8 1 1 1
e I 2 10.5 1 1
&Y ERIMSE 1 5.3 1
—f% - EHBEES L UEREHELOKE 3 15.8 2 1
ALy PEEE 1 5.3 1
FEEN 1 5.3 1
BRI A 1 5.3 1
FFREE REEE 2 10.5 1 1
JHERE B 2 10.5 1 1
MEE SV VRREE 2 10.5 1 1
U 2 RERIDE 1 5.3 1
A . 1 5.3 1
IFIRER. BEBH & UHRES 1 53 1
L®o<Y 1 5.3 1
[NEI e 1 5.3 1
HERRELUHEESHRBES 1 53 1
RAFR 1 5.3 1
7 P 1 5.3 1
DRES 1 53 1
(R8RS 1 5.3 1
Bt BES L UHETHOFEY (BRE LU 1 53 1
RY—T%#E) )
NE IR E A A AE 1 5.3 1

HEFEGO Grade 1T CTCAE ver. 4.03, £#£5HI AV 72 581X MedDRA ver. 20.1 (Z#EiL
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9. BERBRERRICRITTEE
BRIE STV

10. BEERE
BE STV

11. EHELDOZFE

4. BHLEDZFE

141 EFIFFHEFOEE

14.1.1 AR OB GEHTIE AL T AN LERBRERY A JRERERIECAR L TUTFOR
WL T L, AHURE LT RATRIRLISMIEE L D L,

2 5 IRE ) &b REMY & i RI% DRI =
1 HH 1mg 1mL 50mL X iZ 100mL
1%+ 27/)VH 8 HH 2mg 2mL 50mL X% 100mL
15 HH | 60mg 60mL 250mL
2% 47 )VH 60mg 60mL 250mL
3147 VALK 30mg 30mL 100mL X% 250mL

14.1. 2 FARIEHIEFDICERENREFN 92 Z &, B, < b0 UK DNEIRICERD DT 5A 13 E
ALz &,

14.1.3 MR L, PR ITECHITEAT L 2 &,

14.1.4 ST &2 57, RRBEHSOOICHEHE T HINIRERTT 2551, 2~8CTRIF L., 24
MUWNICERT2 2 &, FRRIIEETLZ L,

14.2 EFIBRSEFOEE

14.2.1 fhfl & DRFEE Lo\ &,

14.22 40T 4 NE—%FH LN &,

<SR

14.1.1~14.1. 4
AR IS DERCIER T RE 2 LA L, WA o2 e, EEM, Z2ertoBia Xk
0. ARERRLL, SRR ISR T A Z b,

14.2.1 RENFZZ R BHTHDH T2, MOEFTTHEHEINZLV— E2L—F 7T v ot
R L2, oA ERE LIZY LIEGa, ¥ o XV RENEE THRENKDNLD
BEND D,

14.2.2 KENFIA > TA T 4NV —ICRETLIRNDHDLTDA L TA T 4V F—%FHL
A AN

12. ZOhOEE

(1) BRERERAICE D IER

15.1 EREREEAICE D <1F#R

BRARICBV T, EARY X~ F T 2RO EAER BT SN T D 2,

<>

AR OBFRRBRIC BN T, AANHT 2 HUEOEAENRE ST\ D, FRUTEHEMEO IR
VFx U LEBAE AR L LTSN VI MERRRBRIC I O Tt FHiixl 820 418 BlIChHiE
AFY R~ THRIIRH EN R o 7o, BREUTEHAMEOIR VX ) VRS 255 L L
T2 EWNE T KRB W THIE AR Y X 7HUEN 42 flh 1 Fl Tt S,
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(2) FEEFRABRI IS < H#R
REIH TR
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X. JEEGPRERERICBA9 HIER

1. FEHER

(1) EMFEEAER
[VI. EZhSEPRICRE3 2 IHE | OIEBR

(2) REMUFEEHR
FEARY AT ORMER, FERFH RO GHEE F % & D S, 1= 1
L% I I G BRI R W CEM L7z, 7o, W=7 A Pz Ve 4 BRI
T 5 BB BV TR R OV FRAf L. 26 I8 HIFRBRIC 35\ TR IR 2 26 L
76

O HREERGFEERR (V=271 ¥1) 2
& ERARYXYTHEKRSEHHR

HRES

b - W55k

P

LM R
A%k, LR, M, el
A3E)

R
(MR O/ L 2 7% & A
by —)

AR AR R

(P2 RREAN © — IR RE &
UMTHE), KRR, RE, &
7. I A QRO M & & 8)
&, BHRRECICKH S
)

< VIS R A S RN B2 -
O T#S

cEZFRY X7 0.01,
0.1. 1.0mg/kg % Rk
W 5

c EF AR X T

1.0mg/kg % f7 Fix 5

- 0.1lmg/kg (FEARAHE) KON 1.0mgkg (§k
NG T THRE) T 1 B BISDHEE MR
RO LR 2580, <R OREBRATOM & g
LCHHBO NN — 2 OIFFINERD STz,

+ 1.0mg/kg (FFARAN#EE) < 1 B BIZmEEXT
(B BR AT O fif & b U C UG 3 i 2 11-
18mmHg DOILT, RiEHIME 22-25mmHg @
KF)

- 1.0mg/kg (BRI G-XULE TH5) (2B 2
DAEEM (RR FIRRASHE) 1 PR MR A O QT
R oD 4EHE & B L T 7228, QTe ~D 8%
RO LIRS T,

cDEX, MATEIRE ST A — & K OMKIROZE I
WL EE 7T BE ECIZEE L,

- BEIIRO LN oT,

- BEIIRO LN oT,

@ 4 JRMHWERE B G- Rt (=2 A L) 2

® EARVAYT 4 EMBIERERSSERR

RRIER

LR - BEGE

B

OIAER (ME, LHED

AR AR R

- TR IEH IR 2 F IR P 5
c1HAKRU2 HARIZE

NENETARY X<
7 0.2mgkg K O
0.8mg/kg #=# 5 L,
D% 8. 15 K 22
HHEIZ 0.3, 1.0 XV
3.0mg/kg % ERiR AN FE
5

CRHMEICE AR Y X~ 7B U= 2k

O HNRMDTZ,

<1 KON 2 B BIZ OB OISR b, B

WCIRGBEFETH o7z, RFTRITYA b A VK
HICERT 26D TH -7,

+ 8 HAIZ 1.0 X 3.0mg/kg THREE DLy

IRFED HAVTZA, 22 H HIZIZRBD HivZehro
7o

+1 HHIZ0.2mg/kg, 2 HHIZ 0.8mg/kg, 8 HHA

12 1.0mg/kg ##5- & 1 Blicks\WT, 11 H
BN bz,

® 26 MENKERGHERR D=2 1P1) »
BEsAYAE S (G, AR, SRR IS0, 1 EARO2 BRI, ERRBEROE
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HEICEARY AT 22 NE 0.2mg/kg O 0.8mg/kg #%5- L, 52 8~183 HHIC
KA ERE T 0.1mg/kg., S HERETIE 0.5mg/kg =i 1 [B#&5 Lz, KRBz WT, HX
PRERICERFIIFE O Lo T,

(3) ZOMOEERER
BB L

2. HEHER

(1) BERESEEER (W=04FIL) @
B =7 A BT BEIEIRNE G AT TG LTz & EDOFARY AT O@MER O 7 #H ol
E IR DFEME D FE ST R 2 A L 7=,

K EAFRYAITHERSEEHAR
b I MTD

0.01, 0.1, | #E9 %l | 1.0mg/k
1.0mg/kg M9 | g

5
itk
R

T
CRE, BEHHE, BRRFROREICHEETIED S
o,
< FELC SUTHASEIRREIXFR D SR Do 72,
- 1.0mg/kg # T 1 B BIZH 54 4 KFEZ I
KR OMEARIR (RTAT:)
- AMERITE AL & — B9 2 g A Ry oS
T A —H K OEEE T A —% DAL (A
)
- U UK (HEREME, ATE)
RE, BiHE, REEOREICEEBITIRED S
Niginoi,
< FELC SUTHASEIRRE XGRSO SR Do 72,
s —RIRBEDALITRERD B D o T,
- AMERIE AL & — B9 2 g A kRS
T A —H B OREE T A —H2 DL (A
%)
- U UK (HEEREME, ATE)
DIE R, FER K ORI IRHI I DWW it TIX-1. (2) OHEE G EERR (W=7 1 PL) | OEBMR

EUEZL T

=74
HL

KT 1.0mg/kg | HE3H] | 1.0mg/k

ME3B | g

(2) RIEFRSEERR (h=H914H)L) ®
=T APINCEARY A~ T % 2 HEEH MG L, 2 0% 26 BEIZHZV#E 1 [FEE L
7o & X O R GFRE R & 5 L7,

& EARVATIREREEHHR

5% (mgkg)
\ . T & T &2 B A &% y _
FERRL 1H (2HH) (2~26. B PR
H) i)
e e 4 1] B
PR 0 0 0 i 4 15
- e 4 B B OV A A U B S
A5G 0.2 0.8 0.1 3 4 {5 e
< WA 2 i A/ 1 A ) [ 0D S AE 1A R
< KR ONY v SRR 38T B
72 B Ak, v
= 0.9 0.8 05 1 4 ) RHERO 1 fITRERY. &H
IR : : : i 4 151 BEEO 1 41T R O E R 2
TOLN., FWWTof s BT
P D PR R Y Ky O AT & —
BT 2B AT A 2 B 1
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| | [ | [ 7= Csb),
N1 BB, BEREEmAT B LT,

(3) BEMHRER
M ER e L

(4) HNAREMRER
BN

(5) EHEHKEHMHHER YD
FERARY AT HHWTR - JR R AICBI T 288, I NS HAERT R OV AEZ OFAEIZBET 5
FRBRITSEM L TR WS, R LT =7 A v & T2 26 R G- B o —58 &
L C., MEEDAFER AT A2 S0 U -, RIS e e, MEEAE RS 5 K YR B R R A
(HETIIHRE TR O EMERIREM . 1 CIXA RE W O — AR O 2507, B EE.
H R K OV B PO IS B W T, MO AEFEERICE AR Y X~ 7B L 7= TR 5
Nipinoi-,

(6) BFTRISEER
B =7 A P T BRI G- m R BR ORI G o —B & LT, #RMIREG T
BTG LT & & ORI ZFHE L 72, W oREGTIEIBN TS, BEEALIZ IR
AT B E R AT D DI IR o 72,

(7) F0thokEE
@O YA A R (in vitro) 2
9 BDERE: R —2 DRI L7z PBMC Z W T, EARY XA~ 7 % 1.6ng/mL~25 1 g/mL
ORFETIRML, 24 BE DA o F 2 _X— 3 Uik, T fMlaisEt (CD69+CD25+) K U%a
TA MAA R ERE Lz, CD8 Btk T #ifid & O CD4 Btk T Mg OISHEAL X FRE CTH
o7z, CD8 G T fliEHAICH T 29 A A v pEd (IL-2, IL-6, IFN-y KO TNF- o
ZEte) D 20%ARRE (EC) OIED AL 25.9ng/mL TH v | IL-2, IL-6, IFN-y &
NTNF-a %A F A UfigHiX 46.3~165ng/mL Th -7z,

©@ FARY X< TTEMICKTT 551 CD3 AT _BIKDIKEI SR ADKE (in vitro) *®
t r PBMC #HW=RBRICBW T, SEIERBEOH CD3 A€ _EAZETLEARY X
~7 (kKM E 60mg @ Cmax EIZFHY T 2IREET) 2L, Bt CD3 &€ &K
I, K B%DIEET, TEARY XA~ 712k D B EZILE LA ho7-, £7-. & PBMC
ZRWET v A Tk, Bt CD3 AT Bk %E 2.5% Xt 5%DEETHMLTH T MfnoinE:
BT A R A U L -LE, BEARY A~ T HIMOYE % LRIS eho T,
L7emo T, Bt CD3 AT ZERITRK 5%DRETHEL THLEARY XA~ T7I2L 5 T Al
IEMEAL, BHIIAGE, 1 M A OBHIZIZEENMENEE X ST,
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X. EEMNEIEICET HIEH
1. BEHERS

BIK] - L A AP REFE 1mg
Ly AR A EEEE 30mg

2. AMEME

HhAM - 36 & H

3. AXRETOEE
Brih  2~8CIR17

4. RIEWLWEDEE

A A R B

EIES

B LTS ST
AR B, RS
) FEE-ERSEOLFEICIVERTDZ &
HRRRS : BARY R~ (BIE TR Z)

20. BRWLWEDEE
AMFBRERITEDL L TIRIFT D 2 &,

<PRFL>

[V—6. WAIOKFEMTICEIT D RE

5. BERITEM
BEMERLTA R AV
<FVoLEy : 7Y

6. E—m5 - FHE
TeREIS, — ARORETR Y,

7. EFREFEAB
202246 A 3 H (ERJN)

M MR

E0 AN

8. HWERFTAXZFABRUVARES. RMBELENHBEAR. REHKEAR

bt SERFTAREAR RRES RMALRHKEAR | REFBERHE
N N ® (5 ym 2 9y
iggx‘j‘mﬁ%%E 2024 %512 A 27 A | 30600AMX00306 | 202543 19 H | 202543 4 19 A
N N ® (5 ym 2
%;;‘”*““ﬁﬁg 20244512 9 27 [ | 30600AMX00307 | 202543 7 19 H | 202543 A 19 H

9. MEREHEEM. AARVAREEENZNEABRUZONE

BARR/NA

10. BEEHER. FEBERAREABRVEZOAR

RN
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11. BEEHME
2024 4 12 H 27 H~20324 12 H 26 A (8 4F)

12, REHEFIRICET S5
L

13. £Ea—F
= EErmEEEMmEE | EIEESRI—F - Lt rEENE
R == =
BR5e 4 INEHEZERD— K (YJ 3— K) HOT (9 #1) &S SZFLEI—R
N 3 s E
f;;;;z SAUEERE 00147641028 4291476A1028 199322601 629932201
N 3 s E
QB;;;K SAUERE 09147642024 4291476A2024 199323301 629932301

14, RIgfaFLDEE
(8) /N AR A SEEE 1 mg, [FAEERE 30mg
AREHN D hRe AT FNBIE T 2RI W T, [RFNC X 2ia91E, 1 CD20 £/ 7 v —F /L
KK % G Te D72 < & b 2 DDOREHER 7RI DN N TR R IR Lo BE 2R e 752 L, )
KON T3 7B e A4 AR BEIC L Y, Gradel~3A L& BE IR T L, & &
NTWHDT, RIS > TE+oBETLHZ L,
(BF 743 A 18 H fRIEEF 0318 5 4 )

51



XI. @k

1. SIRAXH
1) Chen DS, et al. Immunity. 2013; 39(1): 1-10. (PMID : 23890059)
2) Dieckmann NMG, et al. J Cell Sci. 2016; 129(15): 2881-2886. (PMID : 27505426)
3) Sun LL, et al. Sci Transl Med. 2015; 7(287): 287ra70. (PMID : 25972002)
4) Thiery dJ, et al. Nat Immunol. 2011; 12(8): 770-777. (PMID : 21685908)
5) 1AM T/ IFHERIREER (GO29781 aklik) (2024 4F 12 A 27 A&, CTD2.7.2.2.3.2,

6)
7)
8)
9)

10)
11)

12)

13)

2.7.3.3.2, 2.7.4.2.1, 2.7.6.1.2)

FENERL - MEANES /I AHRRER (GO29781 #R)

Budde LE, et al. Lancet Oncol. 2022; 23(8): 1055-1065. (PMID : 35803286)
EWNE [ ARERARER (JO40295 3R) (2024 4= 12 A 27 H&KR, CTD2.7.2.2.3,

2.7.3.3.2, 2.7.4.2.1, 2.7.6.1.1)

Goto H, et al. Int J Clin Oncol. 2024. doi: 10.1007/s10147-024-02662-5. Online ahead of
print. (PMID : 39652156)
Bai S, et al. Clin Pharmacokinet. 2012; 51(2): 119-135. (PMID : 22257150)
Budde LE, et al. J Clin Oncol. 2022 Feb 10;40(5):481-491. doi: 10.1200/JC0.21.00931.
Epub 2021 Dec 16. (PMID : 34914545)
Munakata W, et al. Jpn J Clin Oncol. 2023 Oct 4;53(10):912-921. doi:
10.1093/jjco/hyad082. (PMID : 37486002)
Lee DW, et al. : Biol Blood Marrow Transplant.2019 ; 25 : 625-638. (PMID :

30592986)

14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)

28)

% BAT T 53R (2024 42 12 A 27 HAGR, CTD2.6.2.2)

Lavie F, et al. Ann Rheum Dis. 2007; 66(5): 700-703. (PMID : 17040963)

FHEMSRYEhREfEMT (2024 4F 12 H 27 A&, CTD2.7.2.3.1)

MR E/ER (2024 4F 12 A 27 HA&GE., CTD2.7.2.4.10)

R (2024 4= 12 H 27 A&GE. CTD2.6.4.5)

Pett (2024 4 12 H 27 A&ER. CTD2.6.4.6)

Dirks NL, et al. Clin Pharmacokinet. 2010; 49(10): 633-659. (PMID : 20818831)

Keizer RJ, et al. Clin Pharmacokinet. 2010; 49(8): 493-507. (PMID : 20608753)

S ME (2024 4F 12 A 27 BA&GR., CTD2.7.2.4.9)

Hin| & 530 Br (2024 4£ 12 A 27 H&AGE, CTD2.6.2.4. 2.6.3.4)

4 AR e 5 BR (2024 4 12 A 27 &R, CTD2.6.6.3.4)

26 MR B G- ERER (2024 45 12 A 27 HAGE, CTD2.6.6.3.5)

ST ERER (2024 4F 12 A 27 HKRE, CTD2.6.6.7)

t ~ PBMC % H\ 7z in vitro T FAEIETEAL e OV A b 0 A iR (2024 4F 12 A 27 H

A&, CTD2.6.6.8.2)

t » PBMC T8 AY 7o hTh HH0 CD3 7RE _BARKD AW ZIE R OV 2 7 34
(2024 4 12 H 27 HA&A#, CTD2.6.6.8.3)

2. Z0MDSEH

52



XI. &&H

1. EQHETORTIKRE
AINC BT HNEESUTZIR HIELOHEIILTO LB TH Y | SMNETOAGBIRIL L 1TERR D,
ENOAGRANEDOFP TARI 2N+ 25 Z L,

BHBE TR « F3ESUTEEMEDIENME Y ) (TV — 1. ZhEEUIE] BHR)

FEROHE @85, AT ETEARY X~T B fffiz) LT, 21 A2 1A 71k
L. 1¥A4Z7/VHIFZ1HAIZ Img, 8 HHIZ 2mg, 15 HHIZ 60mg, 2 %1 7 /L
Hix1 HBIZ 60mg, 3% 4 27/ /LELKEIZ1 HBIZ 30mg % 8 %1 7 /L% CTalli§
FHET D, 8 WA VMK TRHIZ, SBREFINHELNICBEITRG LT L, £,
AL TE XX NG o= BF L, 317 A 7V E TREZkET 5,
(Tv—38. HEELUHE) &)

FEEICHE T HARIRFIKR

KIE (2024 411 A)
KA A 2022 £ 12 A

ZhEe X13%h | 1 INDICATIONS AND USAGE

5 1.1 Follicular Lymphoma

LUNSUMIO is indicated for the treatment of adult patients with relapsed or
refractory follicular lymphoma after two or more lines of systemic therapy.
This indication is approved under accelerated approval based on response rate
[see Clinical Studies (14.1)]. Continued approval for this indication may be
contingent upon verification and description of clinical benefit in a
confirmatory trial(s).

HiEE A | 2 DOSAGE AND ADMINISTRATION

5 2.1 Important Dosing Information

+ Administer LUNSUMIO to well-hydrated patients.

- Premedicate before each dose in Cycle 1 and Cycle 2 [see Dosage and
Administration (2.3)].

+ Administer only as an intravenous infusion through a dedicated infusion line.
Do not use an in-line filter to administer LUNSUMIO. Drip chamber filters
can be used to administer LUNSUMIO.

- LUNSUMIO should only be administered by a qualified healthcare
professional with appropriate medical support to manage severe reactions
such as cytokine release syndrome and neurologic toxicity,including ICANS
[see Warnings and Precautions (5.1 and 5.2)/.

2.2 Recommended Dosage

The recommended dosage for LUNSUMIO is presented in Table 1.
Administer for 8 cycles, unless patients experience unacceptable toxicity or
disease progression.

For patients who achieve a complete response, no further treatment beyond 8
cycles is required. For patients who achieve a partial response or have stable
disease in response to treatment with LUNSUMIO after 8 cycles, an additional
9 cycles of treatment (17 cycles total) should be administered, unless a patient
experiences unacceptable toxicity or disease progression.

Table 1. Recommended LUNSUMIO Dose and Schedule (21-Day Treatment

Cycles)
Day of Treatment Dose of LUNSUMIO | Rate of Infusion
Cycle 1 Day 1 1mg Administer over a minimum
Day 8 2mg of 4 hours.
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Day 15 60mg
Cycle 2 Day 1 60mg Administer over 2 hours if
Cycles Day 1 30mg infusions from Cycle 1 were
3+ well-tolerated.

Table 2. Recommendations for Restarting Therapy with LUNSUMIO After

Dose Delay
Last Dose Time Since the Last | Action for Next Dose(s)
Administered Dose Administered
Administer 2 mg (Cycle 1 Day
1 to 2 weeks 8), then resume the planned
treatment schedule.
1 mg

Cycle 1 Day 1

Repeat 1 mg (Cycle 1 Day 1),
then administer 2 mg (Cycle
1 Day 8 and resume the
planned treatment schedule.

2 mg
Cycle 1 Day 8

Administer 60 mg (Cycle 1
Day 15), then resume the
planned treatment schedule.

Greater than 2
weeks

1 to 2 weeks

Greater than 2

weeks to less than 6
weeks

Repeat 2 mg (Cycle 1 Day 8),
then administer 60 mg (Cycle
1 Day 15) and resume the
planned treatment schedule.

Greater than or
equal to 6 weeks

Repeat 1 mg (Cycle 1 Day 1)
and 2 mg (Cycle 1 Day 8),
then administer 60 mg (Cycle
1 Day 15) and resume the
planned treatment schedule.

60 mg
Cycle 1 Day 15

1 week to less than 6
weeks

Administer 60 mg (Cycle 2
Day 1), then resume the
planned treatment schedule.

Greater than or
equal to 6 weeks

Repeat 1 mg (Cycle 2 Day 1)
and 2 mg (Cycle 2 Day 8),
then administer 60 mg (Cycle
2 Day 15), followed by 30 mg
(Cycle 3 Day 1) and then
resume the planned
treatment schedule.

60 mg
Cycle 2 Day 1

3 weeks to less than
6 weeks

Administer 30 mg (Cycle 3
Day 1), then resume the
planned treatment schedule.

Greater than or
equal to 6 weeks

Repeat 1 mg (Cycle 3 Day 1)
and 2 mg (Cycle 3 Day 8),
then administer 30 mg (Cycle
3 Day 15)", followed by 30 mg
(Cycle 4 Day 1) and then

equal to 6 weeks

resume the planned
treatment schedule.
3 weeks to less than Administer 30 mg, then
resume the planned
30 mg 6 weeks
Cycle 3 treatment schedule.
onwards Greater than or | epeat I mgon Day 1 and 2

mg on Day 8 during the next
cycle, then administer 30 mg
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on Day 15+, followed by 30 mg
on Day 1 of subsequent
cycles.

*For the Day 1, Day 8, and Day 15 doses in the next cycle, administer premedication as per Table 3 for
all patients

2.3 Recommended Premedication and Prophylactic Medication
Premedication to reduce the risk of cytokine release syndrome and infusion-
related reactions are outlined in Table 3 /see Warnings and Precautions (5.1)).

Table 3. Premedication to be Administered to Patients Prior to LUNSUMIO

Infusion
Treatment Patients
Cvele Requiring Premedication | Dosage Administration
y Premedication
Dexamethas
one 20 mg Complete at
1ntravenous least 1 hour
Corticosteroid | or rior to
methylpredni p .
infusion
solone 80 mg
Intravenous
Diphenhydra
mine
Cycle 1 and . hydrochloride
Cycle 2 All patients 50 mg to 100 f;tmiiiit 30
Antihistamine | mg or .
. prior to
equivalent . .
infusion
oral or
Intravenous
antihistamine
Oral At least 30
. . acetaminophe | minutes
Antipyretic n (500 mg to | prior to
1,000 mg) infusion
Dexamethas
one 20 mg Complete at
1ntravenous least 1 hour
Corticosteroid | or rior to
methylpredni p .
infusion
solone 80 mg
Intravenous
Patients who D1'phenhydra
experienced mine .
Cycles 3+ any grade hydrochloride At least 30
. 50 mg to 100 .
CRS with the _ . minutes
. Antihistamine | mg or .
previous dose . prior to
equivalent . .
infusion
oral or
Intravenous
antihistamine
Oral At least 30
. . acetaminoph | minutes
Antipyretic en (500 mg to | prior to
1,000 mg) infusion
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2.4 Dosage Modifications for Adverse Reactions

See Tables 4 and 5 for the recommended dosage modifications for adverse
reactions of CRS and neurologic toxicity, including Immune Effector Cell
Associated Neurotoxicity (ICANS). See Table 6 for the recommended dosage
modifications for other adverse reactions following administration of
LUNSUMIO.

Dosage Modifications for Cytokine Release Syndrome

Identify cytokine release syndrome (CRS) based on clinical presentation /see
Warnings and Precautions (5.1)]. Evaluate for and treat other causes of fever,
hypoxia, and hypotension.

If CRS is suspected, withhold LUNSUMIO until CRS resolves, manage
according to the recommendations in Table 4 and per current practice
guidelines. Administer supportive therapy for CRS, which may include
intensive care for severe or life-threatening CRS.

Table 4. Recommendations for Management of Cytokine Release Syndrome
Grades Presenting Symptoms ActionsP
Grade 1 Fever > 100.4°F (38°C)c + Withhold current infusion of
LUNSUMIO and manage per
current practice guidelines.

« If symptoms resolve, restart
infusion at the same rate.

+ Ensure CRS symptoms are
resolved for at least 72 hours
prior to the next dose of
LUNSUMIO.«

+ Administer premedicatione
prior to next dose of
LUNSUMIO and monitor
patient more frequently.

Grade 2 Fever > 100.4°F + Withhold current infusion of

(38°C)ewith: LUNSUMIO and manage per

Hypotension not current practice guidelines.

requiring vasopressors - If symptoms resolve, restart

and/or hypoxia requiring infusion at 50% rate.

low-flow oxygen' by nasal | . Ensure CRS symptoms are

cannula or blow-by. resolved for at least 72 hours
prior to the next dose of
LUNSUMIO.«

+ Administer premedicatione
prior to next dose of
LUNSUMIO and consider
infusing the next dose at 50%
rate.

+ For the next dose of
LUNSUMIO, monitor more
frequently and consider
hospitalization.

Recurrent Grade 2 CRS
* Manage per Grade 3 CRS.

Grade 3 Fever >100. 4°F + Withhold LUNSUMIO, manage
(38°C )ewith: per current practice guidelines
Hypotension requiring a and provide supportive therapy,
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vasopressor (with or which may include intensive

without vasopressin) care.

and/or hypoxia requiring | * Ensure CRS symptoms are

high flow oxygent by resolved for at least 72 hours

nasal cannula, face prior to the next dose of

mask, non-rebreather LUNSUMIO.4

mask, or Venturi mask. + Administer premedicatione
prior to next dose of
LUNSUMIO and infuse the

next dose at 50% rate.

- Hospitalize for the next dose of

LUNSUMIO.

Recurrent Grade 3 CRS
* Permanently discontinue
LUNSUMIO.

* Manage CRS per current
practice guidelines and provide
supportive therapy, which may
include intensive care.

Grade 4 Fever > 100. 4°F (38°C)e + Permanently discontinue
with: LUNSUMIO.
Hypotension requiring + Manage CRS per current
multiple vasopressors practice guidelines and provide
(excluding vasopressin) supportive therapy, which may
and/or hypoxia requiring include intensive care.

oxygen by positive
pressure (e.g., CPAP,
BiPAP, intubation and

mechanical ventilation).

a Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for CRS.

b If CRS is refractory to management, consider other causes including hemophagocytic
lymphohistiocytosis /see Warnings and Precautions (5.4)].

¢ Premedication may mask fever, therefore if clinical presentation is consistent with CRS, follow these
management guidelines.

d Refer to Table 2 for information on restarting LUNSUMIO after dose delays [see Dosage and
Administration (2.2)].

¢ Refer to Table 3 for additional information on premedication.

f Low-flow oxygen defined as oxygen delivered at < 6 L/minute; high-flow oxygen defined as oxygen
delivered at > 6 L/minute.

Dosage Modifications for Neurologic Toxicity, including ICANS

Management recommendations for neurologic toxicity, including ICANS, is
summarized in Table 5. At the first sign of neurologic toxicity, including
ICANS, withhold LUNSUMIO and consider neurology evaluation. Rule out
other causes of neurologic symptoms.

Provide supportive therapy, which may include intensive care.

Table 5. Recommendations for Management of Neurologic Toxicity (including
ICANS)

Adverse Reaction Severity!2 Actions
Neurologic Toxicity?! Grade 2 + Withhold
(Including ICANS?) LUNSUMIO until

neurologic toxicity
symptoms improve to
Gradel or baseline for
at least 72 hours.s
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+ Provide supportive
therapy. If ICANS,
manage per current
practice guidelines.

Grade 3 + Withhold

LUNSUMIO until

neurologic toxicity

symptoms improve to
Gradel or baseline for
at least 72 hours.s

+ Provide supportive
therapy, which may
include intensive
care, and consider
neurology
evaluation.

« If ICANS, manage
per current practice
guidelines.

« If recurrence,
permanently
discontinue
LUNSUMIO.

Grade 4 + Permanently
discontinue
LUNSUMIO.

« Provide supportive
therapy, which may
include intensive
care, and consider
neurology evaluation.

+ If ICANS, manage
per current practice

guidelines.

1 Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI
CTCAE),version 4.0.

2 Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for
ICANS.

3 See Table 2 for recommendations on restarting LUNSUMIO after dose delays [see Dosage and
Administration (2.2)].

Table 6. Recommended Dosage Modification for Other Adverse Reactions

Adverse Reactions! Severity! Actions
- Withhold
LUNSUMIO in
patients with active
Infections /see infection until the
Warnings and Grades 1 -4 infection resolves.>
Precautions (5.3)] - For Grade 4, consider
permanent
discontinuation of
LUNSUMIO.
Neutropenia [see Absolute neutrophil + Withhold
Warnings and count less than 0.5 X LUNSUMIO until
Precautions (5.4)] 109 /L absolute neutrophil
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count 1s 0.5 X109 /L

or higher.2
Other Adverse
Reactions [see + Withhold
Warnings and LUNSUMIO until the

Precautions (5.5) and Grade 3 or higher toxicity resolves to

Adverse Reactions Gradel or baseline.z

6.1)]

1 Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE),
version 4.0.

2 See Table 2 for recommendations on restarting LUNSUMIO after dose delays /see Dosage and
Administration (2.2)].
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4.1 Therapeutic indications

Lunsumio as monotherapy is indicated for the treatment of adult patients with
relapsed or refractory follicular lymphoma (FL) who have received at least two
prior systemic therapies.
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4.2 Posology and method of administration

Lunsumio must only be administered under the supervision of a healthcare
professional qualified in the use of anti-cancer therapies, in a setting with
appropriate medical support to manage severe reactions such as cytokine
release syndrome (CRS) and Immune Effector Cell-Associated Neurotoxicity
Syndrome (ICANS) (see below and section 4.4).

Posology
Prophylaxis and premedication

Lunsumio should be administered to well-hydrated patients.

Table 1 provides details on recommended premedication for CRS and infusion
related reactions.

Table 1 Premedication to be administered to patients prior to Lunsumio
infusion

Patients requiring Premedication Administration
premedication
Intravenous Complete at least 1
corticosteroids: hour prior to Lunsumio

dexamethasone 20 mg | infusion
or methylprednisolone
80 mg

Anti-histamine: 50-100 | At least 30 minutes
mg diphenhydramine | prior to Lunsumio

Cycles 1 and 2: all
patients

Cycles 3 and beyond:
patients who

. hydrochloride or | infusion
experienced any grade .
i . equivalent oral or
CRS with previous dose | . .
Intravenous ant1-
histamine

Anti-pyretic:  500-1000
mg paracetamol

The recommended dose of Lunsumio for each 21 day-cycle is detailed in Table
2.

Table 2 Dose of Lunsumio for patients with relapsed or refractory follicular
lymphoma
| Day of treatment | Dose of Lunsumio | Rate of infusion |
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Cycle 1 Day1l | 1mg Infusions of Lunsumio in

Day 8 | 2mg Cycle 1 should be
Day 15 | 60mg administered over a
minimum of 4 hours.
Cycle 2 Day1 | 60mg If the infusions were well-
Cycles 3 and Day1 | 30mg tolerated in
beyond Cycle 1, subsequent

infusions of Lunsumio
may be administered over
2 hours.

Duration of treatment

Lunsumio should be administered for 8 cycles, unless a patient experiences
unacceptable toxicity or disease progression.

For patients who achieve a complete response, no further treatment beyond 8
cycles is required. For patients who achieve a partial response or have stable
disease in response to treatment with Lunsumio after 8 cycles, an additional 9
cycles of treatment (17 cycles total) should be administered, unless a patient
experiences unacceptable toxicity or disease progression.

Delayed or missed dose

If any dose in cycle 1 is delayed for > 7 days, the previous tolerated dose should
be repeated prior to resuming the planned treatment schedule.

If a dose interruption occurs between Cycles 1 and 2 that results in a
treatment-free interval of > 6 weeks, Lunsumio should be administered at 1
mg on Day 1, 2 mg on Day 8, then resume the planned Cycle 2 treatment of 60
mg on Day 15.

If a dose interruption occurs that results in a treatment-free interval of > 6
weeks between any Cycles in Cycle 3 onwards, Lunsumio should be
administered at 1 mg on Day 1, 2 mg on Day 8, then resume the planned
treatment schedule of 30 mg on Day 15.

Dose modification

Patients who experience grade 3 or 4 reactions (e.g. serious infection, tumour
flare, tumour lysis syndrome) should have treatment temporarily withheld
until symptoms are resolved (see section 4.4).

Cytokine Release Syndrome

CRS should be identified based on clinical presentation (see section 4.4).
Patients should be evaluated and treated for, other causes of fever, hypoxia,
and hypotension, such as infections/sepsis. Infusion related reactions (IRR)
may be clinically indistinguishable from manifestations of CRS. If CRS or IRR
1s suspected, patients should be managed according to the recommendations in
Table 3.

Table 3 CRS grading! and management

CRS grade CRS management? Next scheduled
infusion of Lunsumio
Grade 1 If CRS occurs during The symptoms should
Fever > 38°C infusion: be resolved for at least
+ The infusion should 72 hours prior to next
be interrupted and infusion
symptoms treated
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+ The infusion should

be re-started at the
same rate once the
symptoms resolve

« If symptoms recur
with re-
administration, the
current infusion
should be
discontinued

If CRS occurs post-
infusion:
* The symptoms
should be treated

If CRS lasts > 48 hours
after symptomatic
management:
+ Dexamethasone3
and/or tocilizumab45
should be considered

The patient should be
monitored more
frequently

Grade 2

Fever > 38°C

and/or hypotension not
requiring vasopressors
and/or hypoxia
requiring low-flow
oxygen® by nasal
cannula or blow-by

If CRS occurs during
infusion:
+ The infusion should
be interrupted and
symptoms treated
+ The infusion should
be re-started at 50%
the rate once the
symptoms resolve
» If symptoms recur
with re-
administration, the
current infusion
should be
discontinued

If CRS occurs post-
infusion:
+ The symptoms
should be treated

If no improvement
occurs after
symptomatic
management:
+ Dexamethasone3
and/or tocilizumab45
should be considered

The symptoms should

be resolved for at least
72 hours prior to next

infusion

Premedication should
be maximized as
appropriate?

Consideration should
be given to
administration of the
next infusion 50% rate,
with more frequent
monitoring of the
patient

Grade 3

Fever > 38°C

and/or hypotension
requiring a vasopressor

If CRS occurs during
infusion:
+ The current infusion
should be

The symptoms should

be resolved for at least
72 hours prior to next

infusion
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(with or without discontinued

vasopressin) and/or + The symptoms Patients should be
hypoxia requiring high should be treated hospitalized for the
flow oxygen?® by nasal - Dexamethasone3 and | next infusion
cannula, face mask, tocilizumab4 5 should
non-rebreather mask, be administered Premedication should
or Venturi mask be maximized as

If CRS occurs post- appropriate’

infusion:

- The symptoms The next infusion
should be treated should be administered

- Dexamethasone? and | &t a 50% rate

tocilizumab# 5 should
be administered

If CRS is refractory to
dexamethasone and
tocilizumab:

+ Alternative
immunosuppressants?
and
methylprednisolone
1000 mg/day
intravenously should
be administered until
clinical improvement

Grade 4 If CRS occurs during or post-infusion:

Fever > 38°C * Treatment with Lunsumio should be

and/or hypotension permanently discontinued

requiring multiple + The symptoms should be treated
vasopressors + Dexamethasone3 and tocilizumab4? should be
(excluding administered

vasopressin) and/or

hypoxia requiring If CRS is refractory to dexamethasone and
oxygen by positive tocilizumab:

pressure (e.g., CPAP, + Alternative immunosuppressants® and

BiPAP, intubation and

- L an methylprednisolone 1000 mg/day intravenously
mechanical ventilation)

should be administered until clinical

improvement

1 ASTCT = American Society for Transplant and Cellular Therapy. Premedication may mask fever,
therefore if clinical presentation is consistent with CRS, please follow these management guidelines.

2 If CRS is refractory to management, consider other causes including hemophagocytic
lymphohistiocytosis

3 Dexamethasone should be administered at 10 mg intravenously every 6 hours (or equivalent) until
clinical improvement

4 In study GO29781, tocilizumab was administered intravenously at a dose of 8 mg/kg (not to exceed
800 mg per infusion), as needed for CRS management

5 If no clinical improvement in the signs and symptoms of CRS occurs after the first dose, a second dose
of intravenous tocilizumab 8 mg/kg may be administered at least 8 hours apart (maximum 2 doses
per CRS event). Within each time period of 6 weeks of Lunsumio treatment, the total amount of
tocilizumab doses should not exceed 3 doses

6 Low-flow oxygen is defined as oxygen delivered at < 6 L/minute.

7 Refer to Table 1 for additional information

8 High-flow oxygen is defined as oxygen delivered at > 6 L/minute

9 Riegler L et al. (2019)
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8.1 Pregnancy
Risk Summary
Based on the mechanism of action, LUNSUMIO may cause fetal harm when administered
to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no available data on
the use of LUNSUMIO in pregnant women to evaluate for a drug-associated risk. No
animal reproductive or developmental toxicity studies have been conducted with
mosunetuzumab-axgb.
Mosunetuzumab-axgb causes T-cell activation and cytokine release; immune activation
may compromise pregnancy maintenance. In addition, based on expression of CD20 on
B-cells and the finding of B-cell depletion in non-pregnant animals, mosunetuzumab-axgb
can cause B-cell lymphocytopenia in infants exposed to mosunetuzumab-axgb in-utero.
Human immunoglobulin G (IgG) is known to cross the placenta; therefore,
LUNSUMIO has the potential to be transmitted from the mother to the developing fetus.
Advise women of the potential risk to the fetus.
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% — 4% and 15% — 20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of mosunetuzumab-axgb in human milk,
the effect on the breastfed child, or milk production. Because human IgG is present in
human milk, and there is potential for mosunetuzumab-axgb absorption leading to B-cell
depletion, advise women not to breastfeed during treatment with LUNSUMIO and for 3
months after the last dose.

8.3 Females and Males of Reproductive Potential

LUNSUMIO may cause fetal harm when administered to a pregnant woman /see Use in
Specific Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating
LUNSUMIO.

Contraception
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Females

Advise females of reproductive potential to use effective contraception during treatment
with LUNSUMIO and for 3 months after the last dose.

<EMA (EU ® SPC : 2024 %9 A) >

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Women of childbearing potential should use effective contraception while receiving Lunsumio
and for at least 3 months after the last infusion of Lunsumio.

Pregnancy
There are no data from the use of Lunsumio in pregnant women. Animal studies are

insufficient with respect to reproductive toxicity (see section 5.3). Lunsumio is not
recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding
It is unknown whether mosunetuzumab/metabolites are excreted in human milk. A risk to

newborns/infants cannot be excluded. Breast-feeding should be discontinued during
treatment with Lunsumio therapy.

Fertility

No human data on fertility are available. No impairments were observed in male or female
reproductive organs in the 26-week toxicity studies with cynomolgus monkeys at exposures
(AUC) similar to exposure (AUC) in patients receiving the recommended dose.

(2) INBREADHREIZET 5B EHR
KERATSCEROEU O SPCIZBITAHIILL T LB TH 5D,

INREFICEY HENMER

L AL A
KETACE | 8.4 Pediatric Use
(2024 4 11 A) | The safety and efficacy of LUNSUMIO have not been established in
pediatric patients.
EU @ SPC 5.1 Pharmacodynamic properties
(2024 £ 9 H) | Paediatric population
The European Medicines Agency has waived the obligation to submit
results of studies with Lunsumio in all subsets of the paediatric population
for the treatment of mature B-cell neoplasms (see section 4.2
for information on paediatric use).
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