g Daratumumab
DARZALEX ® 400 mg/vial
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S ABRERET/ERmA ALRAER REEIE

For patients with newly diagnosed MM.

Untreated MM ALCYONE, open- Median f/u: 16.5 1. Daratumumab 16 mg/kg
IVF QW for 4 weeks , then

pts, ineligible for | label phase 3 RCT months.
Q3W IVF for 8 cycles,

autologous HCT,

_ binati 706 pts with median 18-months PFS: then Q4W thereafter.
in combination _
. time since diagnosis | 71.6% vs 50.2%. * with VMP.
with VMP. 2. VMP:
of 0.8 months. ,
ORR:90.9% vs bortezomib 1.3 mg/m?2
(Daratumumab with 73.9%. * BIWSCon W1, 2, 4,5 of
VMP vs VMP) (1:1) cycle 1, then QW SCon
' mOS: NE in either W1, 2,4, 5 of cycle 1, and
Ref: N EnglJ group. melphalan 9 mg/m2 PO
Med QDon D1to D4 and
2018378518 TRAEs leading to prednisolone 60 ,mg/m?2
28 T discontinuation: PO QD on D1 to D4.
' 4.9% vs 9.3%.
Untreated MM CASSIOPEIA, open- Median f/u: 18.8 1. Daratumumab 16 mg/kg
pts, eligible for label phase Il RCT. months. IVF g\zN for 4 weeks, then
IVF Q2W.
autologous HCT, : :
. binati 1085 pts (age <65 Results on 100 (4 induction cycles, 2
in combination _
) y/o) with median days after post-transplant
with VTd. ) ) ) ) consolidation cycles),
time since diagnosis autologous HCT. with VTd
of 0.9 months.
SCR: 29% vs 20%.* |2 VTd
(1:1) bortezomib 1.3
' mPFS: NE in either | mg/m2on D1, 4,8,
(Daratumumab with group. 11 of each 28-days
VTd vs VTd) cycles, thalidomide
TRAEs leading to 100 mg PO QD, and
Ref: Lancet. 2019 Jul discontinuation: dexamethasone 40

mgon D1, 2, 8,9, 15,
16, 22, 23 of cycle 1;

6,394(10192):29-38. 7% vs 8%.




40 mg on D1, 2 and
20mgon D§, 9, 15,
16 of cycle 2, then 20
mgon D1, 2, 8, 9, 15,
16 of cycle 3~6.

Untreated MM
pts, ineligible for
autologous HCT,
in combination
with Rd.

MAIA, open-label
phase 3 RCT.

737 pts with median
time since diagnosis
of 0.9 months.

(1:1)

(Daratumumab with
Rd vs Rd)

Ref: N Engl J Med
2019;380:2104-15.

Median f/u: 28
months.

30-months PFS:
70.6% vs 55.6%. *

ORR: % 92.9 vs
81.3%. *

mOS: NE in either
group.

MRD negativity:
24.2%vs7.3% *

TRAEs leading to
discontinuation:
7.4% vs 16.2%.

1. Daratumumab 16 mg/kg
QW IVF for 8 weeks, then
Q2W for 16 weeks, then
Q4W thereafter, with Rd.

2. Rd:lenalidomide 25 mg
PO QD D1 to D21 and
dexamethasone 40 mg
PO QW in each cycle.

For patients with R/R MM.

MM pts received
at least 3 prior
lines of therapy,
or double
refractory to Pls
and IMiDs.

SIRIUS, phase Il

single-arm.

106 pts with median
of 5 prior lines of
therapy. 80% pts
have received
autologous HCT.

Median f/u: 9.3

months.

ORR: 29.2%.

mTOR: 1.0 months
mDOR: 7.4 months.

mPFS: 3.7 months.

16 mg/kg QW IVF for
8 weeks, then Q2W
for 16 weeks, then
Q4W thereafter.
(mono-therapy)




Ref: Lancet. 2016 Apr
9;387(10027):1551-1560.

mQOS: 17.5 months.

TRAEs leading to
discontinuation: 0%.

MM pts received
at least 1 prior
line of therapy, in
combination with
Vd.

CASTOR, phase lll
open-label RCT.

498 pts with median
of 2 prior lines of
therapy.

61.5% pts have
received autologous
HCT.

(1:1)

(Daratumumab with
Vd vs placebo with
Vd)

Ref: NEJM 2016;375:754-
66.

Median f/u: 7.4
months.

12-months PFS:
60.7% vs 26.9%. *

ORR: 82.9% vs
63.2%. *

MRD negativity:
14% vs 3%.

TRAEs leading to
discontinuation:
7.4% vs 9.3%.

Daratumumab 16 mg/kg
QW IVF for 9 weeks, then
Q3W for 15 weeks, then
Q4W thereafter.

with Vd.

. Vd:8cycles of

bortezomib (1.3 mg/m2
D1,4,8,11in each 21-
days cycles) and
dexamethasone (20 mg
POonD1, 245,89 11,
12 in each 21-days
cycles).

MM pts received
at least 1 prior
line of therapy,
in combination
with Rd.

POLLUX, phase IlI
open-label RCT.

569 pts with median
of 1 prior lines of
therapy.

63.2% pts have
received Autologous
HCT.

Median f/u: 13.5
months.

12-months PFS:
83.2% vs 60.1%. *

ORR:92.9% vs
76.4%. *

MRD negativity:
22.4% vs 4.6%.

Daratumumab 16 mg/kg
QW IVF for 8 weeks, then
Q2W for 16 weeks, then
Q4W thereafter.

with Rd.

Rd : lenalidomide 25 mg
PO QD D1 to D21 and
dexamethasone 40 mg
PO QW in each cycle.




(1:1)
(Daratumumab with
Rd vs Rd)

Ref: N Engl J Med
2016;375:1319-31.

TRAEs leading to
discontinuation:
6.7% vs 8.2%.

MM pts received
at least 2 prior
lines of therapy,
in combination
with Pd.

EQUULEUS, phase 1b
single-arm study.

103 pts with median
of 4 prior lines of
therapy.

74% pts have
received autologous
HCT.

Ref: Blood. 2017 Aug
24;130(8):974-981.

Median f/u: 13.1
months.

ORR: 60%.
mPFS: 7.1 months.
mQOS: 17.5 months.

TRAEs leading to
discontinuation:
16%

Daratumumab 16
mg/kg QW IVF for 8
weeks, then Q2W for
16 weeks, then Q4W
thereafter, plus
pomalidomide 4 mg
PO QD on D1 to D21,
plus dexamethasone
40 mg PO QW in
each 28 days cycle.

MM pts, at least
1 prior line of
therapy
combination
with Kd.

CANDOR, phase 3
open-label RCT

466 pts with median
of 2 prior lines of
therapy.

58% pts have
received autologous
HCT.
(Daratumumab with
Kd vs Kd) (2:1)

Ref: Lancet. 2020 Jul
18;396(10245):186-197.

Median f/u:
16.9 months.

mPFS: NE vs 15.8

months. *
ORR: 84% vs 75% *

MRD negativity:
12% vs 4% *

TRAEs leading to
discontinuation:
22% vs 25%.

1. Daratumumab 8 mg/kg
IVF on D1 & D2, then 16
mg/kg QW IVF for 7
weeks, then Q2W for 16
weeks, then Q4W
thereafter with Kd.

2. Kd: carfilzomib 20
mg/m2 IVF on D1, D2,
then 57 mg/m2 IVF BIW,
and dexamethasone 40
mg PO QW in each 28
days-cycle.




@ C/T: chemotherapy; EFS: event-free survival; f/u: following-up period; HCT: hematopoietic cell
transplantation; Pls : Proteasome inhibitors ; IMiDs: immunomodulatory drugs; MM: multiple
myeloma; mDOR: median duration of response; mOS: median overall survival; mTOR: median time to
response; NE: not estimable; OS: overall survival; PFS: progression-free survival; Pd: pomalidomide
with dexamethasone; Pls: proteasome inhibitors; RCT: randomized controlled trial; Rd: lenalidomide
with dexamethasone. R/R: relapse or refractory; sCR: stringent complete response. Vd: bortezomib
with dexamethasone. VMP: brotezomib, melphalan and prednisolone; VTd: brotezomib, thalidomide,
and dexamethasone; TRAEs: treatment-related adverse events. y/o: years-old.

n%"  symbolizes statistically significant.

Number Median Median Median
Study Phase of Previous Regimen ORR PFS oS
Patients Line (Months) (Months)
RELAPSED PATIENTS
GEN501 +
SIRIUS Daratgmum
POOLED I 148 5 ab single 31.1% 4 20.1
28] agent
92.9% NR 1-year OS
PO[I2_I§]UX i 569 1 ParaRdvs. vs. vs. 92.1% vs.
= 76.4% 17.5 86.8%
CASTOR Dara-Vd vs. 83.8% 16.7
[30,31] 1 498 2 Vd VS, vs. NA
= 63.2% 7.1
NCT019989 Dara-Poma-
711[32] Il 103 4 dex 60% 8.8 17.5
1-
NCT019989 year 1-year OS
71[33] Ib 85 2 Dara-Kd 84% PFS 82%
74%
NEWLY DIAGNOSED PATIENTS
0,
ALCYONE I 706 _ Dara-VMP 9(3/59 % cSR NA
01 = v WAL 73.9% 18.1
92.9% NR
MAIA [38] I 1?I§I7E - Daraé%d vs. vs. vs. NA
81.3% 31.9




Number Median

Median Median
Study Phase of Previous Regimen ORR PFS os
Patients Line (Months) (Months)
2CR
CASSIOPEI 1085 39%
A [39] 1] TE = Dara-VTd vs. VTd Vs, NA
26%
51.5
GRIFFIN 207 % Vs.
40] 1] TE Dara-VRd vs VRd 423 NA

%

ORR : overall response rate; PFS : progression-free survival; OS : overall survival; Dara,
daratumumab; IV, bortezomib; C, cyclophosphamide; d, dex, dexamethasone; T, thalidomide; R,
lenalidomide; K, carfilzomib; Poma, pomalidomide; M, melphalan; P, prednisone; NR, not reached; NA,
not yet available; TNE, transplant ineligible; TE, transplant eligible; CR, complete response. Reference :
Cancers 2020, 12, 15; doi:10.3390/cancers12010015
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18%) ~ BIIBKIE N (60% ; 3/4 #& : 20%) -

AEFEAEREIEA

> EREIER (>20%) A8 HERE - B0 - 38k - W - DR EIFIRERR -
BEaIFA (3/4 &) LIBNEEBE BRI RBE -

> HMBZRGEAFROD
1. oDESEEFR : SIE (10% ; 3/4 #& : 5%)
2. PRWELHEEFER : 8% (12% ; 3/4 %4 : 1%) -
3. KNEARADLHLHEEIER : BREE (15% ; 3/4#% : 1%) -
4

7 e HElfER . B0 (27%) ~ 188 (16% ; 3/4 #4& : 1%) ~ &4
(15%) ~ &Rt (14%) -

5. MAERFEEITEA  MEIKIE S (72% ; 3/4 4 : 30%) - HMIXE T (60% ;
3/4 4 0 20%) ~ [/IVRIET (48% ; 3/4 #& : 18%) ~ &l (45% ; 3/4 #& :
19%) -




6. SRESRCRAREEIER BT HEBENRE (48% ; 3/4 AR - 3%) - LIFIRE R
F(20% ; 3/4 4R : 1%) ~ 2% (15%) ~ bk (11% ; 3/4 4 : 6%) -

7. BRIAZESIER: B (23% ; 3/4 4 : 2%) - B (17%) - MkE
78 (15% ; 3/4 /& : 1%) ~ MRz B ERAATE (12% ; 3/4 A& : 1%) -

8. MRZ#FEIFR : %W (21%) - B (17%) - WIKEZ (15% ; 3/4 #4 :
1%) -
9. HglfFA : IRER (39% ; 3/4 %k : 2%) ~ /RB2 (10%) -

AR BEEEYETRRSRE - MRENEIER - 815  EYASHNEIER - RAERTRNER - SE2E
MR EMZEYR T AERIER - ZYEIFANE R ZBEBIREN RG] NE REHEZE (Common
Terminology Criteria for Adverse Events, CTCAE) - B 2B A EZ(CEAFEE - FIERESUENE
BEENH - BUDPRBERERFANEINE - 2REMOR) PR AK)  BREG R ) Ban(4 R)FIET
(54) - B8E 3 AU LWEIERR - FBENABREBETHSRENIFE , B8E 4 RET - AZHZE
FERNTABEEE -

T =A%
> BINEERZE . hEBREZRZHAEES -
@Y ) N ITER N - daratumumab EAREIBINEERE A D (Creatinine
clearance 15~89 mL/min) - H&Y)ERERTBEAEEE -
> WIeEAE  HhEEEZR ZFAEEE -
@) NEITER N - daratumumab R IIEEERED P ESENRA - HEY)
> KEERITERFEZEE
B EEMREUNESE  AIERBREREESES0EFHE - (NFE=3-FB
[z FEAERE RV IR 3E)
B 4T HRE X E(nfusion-related reactions) - BlEmBREEESE &
BARIEfERZE - FFANARRARDREENEREAERAERE M- fTER
EAHEENERIE -




EE/EIEFREARRERRENEE
> ENEHEEARE
hEZE% - BT daratumumab BIDIRENT R - BEFEA TR EZEm - Wk -

FABERT Y FEBh & E AR R 2 B 2 B2
Daratumuma B BEEE (e TPRUMW) -
b 87 | &—RET4 T methylprednisolone 100 mg
BiERIAY 1~3 IV - 555 _RENTRIT[ZERES 60 mg IV or PO -
IV EEZD A dexamethasone - RITIIEAI 44
dexamethasone 20 mg IV or PO - ERAFEEIMNNL 1R
EEE -

=& A prednisolone - B daratumumab 45Z2H]
2% dexamethasone fERER -

Acetaminophen 650~1000 mg PO -
Diphenhydramine 25~50 mg IV or PO - Si2EMEIE
AT AR AR -

Daratumuma mEEEE -

b 87 : 5—RET4 T methylprednisolone 100 mg
BT EAMR IV - &5 _RETAITEERES 60 mg IV or PO -

A E &R DA dexamethasone I prednisolone - EXRK~

FERIMNNAE TR R E RS -
HRTWIHEARE  ERBREREESE  BERAUFE . WHRTFETNZ
RMEOR -

BIfERERIR Rz




T B URIEEHZE  BIREARER -

AR & B EIERTEER  EMAERRIRRARARR/RTH

(EHEFE) 1/2 (B8 - BHRERREEREEERE - BIDEE
IR - &RRAV LR 200 mL/hr -

=R E1H B RIEFAZE  ERERER -

B8 S e B EERTEER  BEVMAERIIERRARRERRTH

(BE) 1/2 (B8 - BLHAERE _REE — RNV HER

fE - QIENE ESR - SERERETERAE -
N EENAEAREESRNSANWTEBERE - 8K

A -

SE AR EIEE
A S S B RSB
(B &%)

>  HfttIEMmEHES 4
HESIREMRSY - HEIRBATEREZNEYERSRE - DUER ERERARFE

B -
NS =
Pt E Mk B SRS RCAARR IR S -
&+ B OEETEAE . 53 ANC KELSEERE -
/R T B R4 RYIR SRR BRI RS -

B OEELEHEE . B3 Pt RELSEEAE -

ANC: absolute neutrophil count; PIt: platelet count -

> MRSt
#R1E daratumumab RIEIMIMSE - ILZE DI REZREIR R B Al - WolsER E B 5
3B - AMBERIEARA daratumumab SRR ZENEER - ELE2HINKRA - 5
BEESFEEF NN aFEZN_RBABREMAUNNEZIEN -




> WIAMES
HAIEARA daratumumab RET O MNER - #EBIREE IgG EEEE
Horow  AZEARZEWIDRERT ; AMBARZEMSEENSES
SREHMEEMRFEH - MILREERRIARENSERY - lﬁtinﬁﬁﬁg?ﬁﬁﬁaﬁm
ML -
> EERT -
B st¥{FEH daratumumab BIE A - (HERG FHEAMITEENEZRIES -
2019 FRY/NEIRZERE R - daratumumab T BEE T AELEE REENIY
73 - 40 : PCV13 - PPV23 + Haemophilus influenza vaccine - LUK seasonal

influenza vaccine - FIttERARGERB®E DR TOEFHF - AEE
daratumumab MEZEMF]EENEERE -

B 5 —7HE daratumumab RIKEFT EIE0 HBV & VZV BE{ERVERE - A%
MEIEBRASL "R, ERERER (remission)  RAEEMFTENMIERRRE
TETFBIARER - 1R4E 2020 £ European Myeloma Network £+ #17& &t /Y
% ICHIRE R B R B R E T -

HMRZEIEH
>  HEREIREOERR EBRZNEY R EER -

it R &S AIIE B

> REBHGEAFEERENZMKEGTERAMIKIE - M/MRETE - MATE -

> CAERIRERJBEMXRERENR (HBsAg ) ~ BN R0 Ee (anti-HBc) ~ 4
FP3REMEE (anti-HBs ) - AR B ES HBV BERRSE - HAlE  FE
EITRERRF A EEZSFENRBEYIEN -

> HERERBZAEEEBENNNMED)EE TR -




’
/
/
\ /
N /
\\\ Neutrophils Macrophages ,”
N v8 T cells (m1) ,’
. ROS ’ J/
\\ //
N
N LAMP-1 /
L 3 N

N e /
% @-: ’ coc
N NK cells - Lysis //
- . - 7
TAMs R A FeyR ’
\\ Dara //
= Y Jk / Clq
-
.. \ CD38 | // \/ig \
- /ST

- e MM : Complement
\ - activation
”“38°‘V‘°5'5\,—{!‘ MAC complex €——"
* -——
o L @023 073 “TT=—o
D'{ /‘ ADO.. . Immunosuppression T ~—__

A AmP activity
ADPR

* o
)‘/\/. * ’ Bregs

l Immunomodulatory effects ‘

. Tregs
=<

T cells

> (D38 A& RN plasma cell FHWFEER - EE%‘@&HELE%%E’\]UJ* - NERR
529 CD38 #EEA CD31 455 - & plasma cell BEEZFBMBE A EE - EIRFZERE(EE
FHUR - 5—HHE @ £IERNSEARSEMNEAML requlatory T cell R7AH
HER CD38 FIR - SEMRIW AR R EAIHIAEREE -

> Daratumumab A#t¥f CD38 ME ANRERITEE - BEEBEL Fc receptors &S
ZIAMEERN=IaHE - 835-ADCC (antibody dependent cellular
cytotoxicity) ~ ADCP (antibody-dependent cell-mediated phagocytosis) -
CDC (complement-dependent cytotoxicity) - #MEZIRILZ R M SIEBAMN -

> S—7HE daratumumab BEHIHIFE plasma cell B9 CD38+ AR - :EE B FHEnHY

MR - MIEAN CD8+ T cells WILLEREMIGMNILEERL -
Ref: E. Hill, C. Morrison and D. Kazandjian / Seminars in Oncology 49 (2022) 48-59.
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