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1.Written informed consent

8134 Patients underwent screening —

2.Entered a 14-day screening period

3390 Were excluded
12 Died
15 Had an adverse event
84 Declined to participate
3279 Did not meet eligibility criteria

1.Type 2 DM (or HbA1cZ 6.5% )
4744 Underwent randomization '
2.Evaluated 60 days after randomization
2373 Were assigned to receive 2371 Were assigned to receive
dapagliflozin placebo
5 Did not receive dapagliflozin 3 Did not receive placebo
249 Discontinued dapagliflozin 258 Discontinued placebo
T7Had mcomplete rollow-up for the [~ Z0Had mcomplete follow-up for the

primary outcome primary outcome
\ / 2 Had unknown vital status

Discontinued reasons: due to adverse event , pregnancy or diabetic ketoacidosis occurred

7€ 2017 5 2 HE[ 2018 4 6 H » 4 20 {5 410 {ERFEL - JRIeUén 8,134 fir
Az B EESIEA 14 RIOVEZREI > SIRA &R ZEE - &R
4744 fir - KB N2 & A MR 2 B2 HbAle = 6.5% ¢ FE # 77 Ik &
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Hazard or Rate Ratio

Dapaglifiozin Placebo or Difference
Variable (N=2373) (N=2371) (95% Cl1) P Value
events/100 events/100
values patient-yr values patient-yr
Efficacy outcomes
Primary composite outcome — no. (%) 386 (16.3) 116 502 (21.2) 156 0.74 (0.65 to 0.85) <0.001
Hospitalization or an urgent visit for heart failure 237 (10.0) 71 326 (13.7) 10.1 0.70 (0.59 to0 0.83) NA
Hospitalization for heart failure 231(9.7) 6.9 318 (13.4) 98 0.70 (0.59 to 0.83) NA
Urgent heart-failure visit 10 (0.4 03 23 (1.0 07 0.43 (0.20t0 0.90) NA
Cardiovascular death 227 (9.6) 65 273 (11.5) 79 0.82 (0.69 to 0.98) NA
Secondary outcomes
Cardiovascular death or heart-failure hospitalization — no. (%) 382 (16.1), 114 495 (20.9) 153 0.75 (0.65 to 0.85) <0.001
Total no. of hospitalizations for heart failure and cardiovascular 567 — 742 — 0.75 (0.65 to 0.88) <0.001
deathst
—
Change in KCCQ total symptom score at 8 mof 6.1:18.6 — 3.3119. — 118 (L.11to 1.26) <0.001
Worsening renal function — no. (%) 28 (1.2) 08 39 (1.6) 12 0.71 (0.44 to 1.16) NA
Death from any cause — no. (%) 276 (11.6) 19 329 (13.9) 9.5 0.83 (0.71t0 0.97) NA

340 hospitalizations for HF and 227 deaths 469 hospitalizations for HF and 273 deaths

from CV causes in 382 natients

from CV causes in 495 natients
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Placebo Dapagliflozin
A Primary Outcome B Hospitalization for Heart Failure
100- Hazard ratio, 0.74 (95% Cl, 0.65-0.85) 100 3% Hazard ratio, 0.70 (95% C1, 0.59-0.83)
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3 204 3 24
il 10-/
T T T T T T T | 0 T 1 T T T T =5 1
3 5 9 12 15 13 2 24 3 8 9 12 15 13 2 2
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2371 2258 7163 2075 1917 1478 109 593 210 Placebo 2371 2264 2168 2082 1924 1483 1101 59 212
Dapaglifiozin 2373 2305 2221 2147 2002 1560 1146 612 210 Dapaglifiozin 2373 2306 2223 2153 2007 1563 1147 613 210
C Death from Cardiovascular Causes D Death from Any Cause
1000 397 Hazard ratio, 0.82 (95% C1, 0.69-0.98) 1000 3% Hazard ratio, 0.83 (95% CI, 0.71-0.97)
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Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2371 2330 2279 2230 2091 1636 1219 664 234 Placebo 2371 2330 2279 2231 2002 1638 1221 665 235
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FEVUGRIE T A- ERGELER - B-ROERE(CHY(ERR - C-IE L IEHA

D-SER HAIRIA > ZeRIEH th RS 5% A2 REHE Dapagliflozin 4H15;

e S A S BRI > A

BRI aE REUR - (RS I 57 300 208 8 e S /2
JhanE

Forxiga R[S0 VIR O RIS EE 2 (EFER R IL R &R A4S

DAPAGLIFLOZIN(FORXIGA X BEE K ¥ EEEH :

1. BEERE
(1) 1E Byss —RUNEPR I BB B BRE OB B {Ze k] T A Bl e i he P 4% -

(2) RS —AUREPRIR BB RO EYe 5 EAV B ~ AR LM E BREE L
IME &b A R A% -
2. (EH%ER
(1) ¥ Forxiga &% S BRI N b FRE Rl [ -
(2) NP BRI ~ SEFRIRERE Th R a s -
(3) EEEIRERN 2 ~ RIAEYHESRD) ~ BUENTH AZEHEH -

3. B T
(1) B 18 BRLA TR E - L R R AT -
Q) RIBEVTE BN A B A B > MESEAREE T - ZJEM
(3) AR ARFNEEY) 2 S & B M AL HE ABRSAGA » SO R P& (5
4. WTRERITEA

(1) {&IER * Forxiga HEUME N AW - BraikH
SEYIET > FESHERIBIE M A EIREE - AAERH

gEVIR - ATRESRAE

>R

2H2

TEAR BT - SOEAR &%
GIERR A R R BRI -



(2) EESBERE, © LA INSERE R B A B R B AT - EHE
MR A SRR IR LS -
(3) SMAR © AIRESEAERTE - It ETKEIEIEET R -

5. {5 P

il

(1) Forxiga AV EEAFLAGTH & Fs Sme FFR—R > BEEEZEREIRA B 0] - {Eit2
Forxiga Smg B RK—RAVE A » T ZA/ MIAERZEHIES > P2 0T 0% 10mg
R—K

(2) B IIAEZE eGFR< 45 ml/min/1.73" ZH AN EER(ERH - HE eGFR FHERHA 30

ml/min/1.73° % {5 FH Forxiga °

+
B

Forxiga ZEY) (& m] LLEE e & OG0 IR BB AV - 2875 TR R I BR P Rl Y 2
Ji& o M Forxiga HAMEGE ZBIEMETEZ AR S IR EE A > mARZAETFT
ARSI R LTS B EHIHEE - HERKEER L WIFTAGEEN Forxiga ZEY) K LA
SGLT2 IR FY AT S 2R O B EE 1 O E fREE A - WHUSEREN
EERE

SELER
(1) John J.V. McMurray, Scott D. Solomon, Silvio E. Inzucchi,et al. Dapagliflozin in Patients
With Heart Failure and Reduced Ejection Fraction. N Engl ] Med 2020; 382:972-973

(2) Mikhail N. Kosiborod,Pardeep S. Jhund,Kieran F. Docherty,et al. Effects of Dapagliflozin on
Symptoms, Function, and Quality of Life in Patients With Heart Failure and Reduced Ejection

Fraction.Circulation.2020;141:90-99.



(3) C.PatrickGreen,Charles B.Porter, Dennis R.Bresnahan,et al. Development and Evaluation of the
Kansas City Cardiomyopathy Questionnaire:a new health status measure for heart

failure.Elsevier.2000;35:1245-1255.

(4) U.S. Food and Drug Administration. MEDICATION GUIDE FARXIGA® Revised:03/2017.

(5) Forxiga® sz {588

” SR B REIRIEEY I EE—JER Daratumumab (Darzalex®)
RIGEE SE6T

AIS

2% 1 #as (Multiple myeloma, MM)/Z#% N SH FIRGGHTAGHY H MBK—SEAAEA B 24
WA IR RS BRIV o 5 s R AR A E B P R — R o TR AR
At (BN HL A S A RV U - TR (BRI I A R 22 3 PR B - S Ll
FEE BB R EHER - (EREEE SIS - B - &1 B8RSSR -

RIgERE B - SRS A IREEEENE > 2 TG £5
—EHT2EHR ABUE 600 Z A o M3 E i e P EE LIS > g EE AN
AEL ~ Al - FHEERE - SRR RS o B AR R RIRL - HES
IR ~ PRIEAEH ~ X St g R S A FAMZE - LZERFHHUE R SRR V)
F% - HEER



%A R GRS B R B E BRI BT - BA R R EER - SRS
GWYITR o AT B —HE RO AR - E R - AR SRR LR 5
TG B e ECR RS R A H RS S 2 IR B BB AR - (LR BRI IE A (4 bR B (A
cyclophosphamide) ~ Hr R AR EEY) (Bortezomib) ~ 92 f%& 3 &/ (Lenalidomide) 3 » 1 #4HC
EERETE EEEEY)(Zoledronic acid) AR TER ARATEAR -

BRI DTS 8 M5 B R G EEY) > Daratumumab 2 8 Y BERR LB VI SE28Y) - (i
F B > SURBEES S TR R - AT AT ERE
fE17. Daratumumab JEFRRBLZERME « DUNEF/ 48 Daratumumab HYZEVIEAZRN - &
HEH RN E & 82 B R4S A2 B 2 S B B AW A - (EH

Daratumumab ;&R SR B 27 e PR AR R -

Daratumumab (Darzalex®) ¥ 2 AH 5
L i/
=Daratumumab 100 mg/5 ml
= Daratumumab 400mg/20ml
2. THEJENE
AN A E AR IR A AT B S S M B R A
= T D — TR R GRS S MR B R AR -
= R R (EL R — TR e RS i — T R R A B e —TERE 2R
BT BRI R LIRS S M B A 25 S M B R A
3. ERHVAEME :
Daratumumab 5 Z£2E R & Ky 16 mg/ kg -
RBA AN BEREERZAR
RGBSR AR T B S S M F BRI R A

(1) Daratumumab Ei bortezomib ~ melphalan J prednisone £



4.

IR Daratumumab $F ZEH% ]
61 %

% 7~54 18 3iH—X

5 55 HE Rt Fa4H—-X

LT e

Rl OE 2SR E A D WNTPNE

(1) Daratumumab B — ;%52 Daratumumab £ H] lenalidomide

R Daratumumab $F ZEHE ]
% 1~818 H—K

% 9~24 18 H—X

5 25 AR pREEit 5 48—

(2) Daratumumab ¥ Bortezomib k; Dexamethasone {f Y& (R4

R Daratumumab 5 ZEHE i

% 1~9 1[4 FHE—X

55 10~24 714 F 33—

%25 HEERE 4K
SETH R
CD38 A Leia MARE R mAV IR D - &R EE Mg R ARt -
Daratumumab & IgGlk \EHEEREDRE > &8l CD38 45 7538 DL 7 20R D R e
4 -
(1) 1538 Fe AT/ A XOHAE {E FIER SRR T -
(2) FHRG R AR S E FH(CDO) -

(3) DLl M EANAER 1% I F FH (ADCP) #4TE 2

MEAEH(ADCC) -




Daratumumab Mechanisms of Action

Indirect effects Direct effects

Antibody-dependent cell-
mediated phagocytosis

Cross-Hnking

Macroriats Complement-dependant
cytotoxicity (CDC)
Antibody-dependent )
cellular cytotoxicity %
. 0 L) Mysloma
- cell
L —\ .'

. ANEKJE : ] Daratumumab FFIZAYEE T - Fei FAVA BRERIURENE -
CERE ~ FBOKHE ~ B0~ BRR - EIPIRE R -

* W S (Infusion-related reactions ) : FF26 &Y Tl LR G (EEEELE RE > 1]
{58 BRI FH BT © (REZEE F SR E R B EREH R R AE -

SRR R

ALCYONE 388 ¢ 2355 B S 2 R A AT D 5 2 M BT
NG
B E54H(D-VMP 4H) Fy Daratumumab ~ bortezomib ~ melphalan fj[] prednisone > ¥fH&4H

(VMP 40) B4 FE © bortezomib ~ melphalan fj[] prednisone °

=R
D-VMP 4f (N=350) VMP 4H (N=356) P{H
BASRRUNE 318 263 <0.001
I R R PR MELE (%) 78 22 <0.001

D-VMP 40 FERF 318 A > VMP 4HF 263 A » P{E/NFA 0.001 » HEEZ =
o R R S E A R E L E B 105 A Bk a1 BT o K ERET



Rt

D-VMP 45 78% > VMP 40 5 22% >

Progression-free Survival (%)

Median
No. of Progression-free
Patients Survival
mo
Daratumumab 350 NE
100-4 Control 356 18.1
90 —_—
30
70
Daratumumab
TR o

60

50
40
Control

30

20 Hazard ratio for disease progression or death,

7 0.50 (95% Cl, 0.38-0.65)
o P<0.001
0 T T T T T T T T 1

0 3 6 9 12 15 18 21 24 27

Months since Randomization

No. at Risk
Daratumumab 350 322 312 298 285 179 93 35 10 0
Control 356 303 276 261 231 127 61 18 2 0

fFh L ERYEE BT > D-VMP 4HARY VMP &H

P {E/INiY 0.001 - HEEE R -

P /N2 0.001 » R =5 -

w (AR A B FELL51%)
D-VMP 4f (N=350) VMP 2l (N=356)

g £ R fE 28% 0%
MR FL

&b MR BRI T 49.7% 52.5%

AU MEET 48.8% 53.7%

- 28.0% 37.6%
JEMREAR B FE

R S e A g 28.3% 34.2%

B 23.7% 24.6%

. 20.8% 21.5%

) 66.8% 48.0%
ISR 3 [N %
MREREE ~ FERE SRS - w0 - BEEE R ERIESALE R VMP 4%

/A D-VMP &H > I 8
4H -

H R (& _Ep E

I
lu R

HeBifiti 3 )& A4 EEFIRIE D-VMP 2H% )% VPM



{8 A & 72 B R SN RAR R 2B 2 28 M S B AR A > THECH (H R
2 o [ERIIA Daratumumab A2V EE - B B EECESE CHIELBIET EEEE
B EHEEYE TR 2017 F-3845 Daratumumab ZEV7EF 0]58 > 2020 FEim B R IRAG(THA
il > S E iR R Y (B A B
Z M EES BioiE > BEUHEERENEER - S RE - MRKKR
&~ X A ES  BEEmEAEGR ] LGSR ISR EE - MER AT OEE
O EBVETLAER - BEEIEE R |

»

m

2L
1. Uptodate

2. Darzalex®{5 i

3. Daratumumab plus Bortezomib, Melphalan, and Prednisone for Untreated Myeloma
4. February 8, 2018.N Engl J Med 2018; 378:518-528. DOI: 10.1056/NEJMoal714678
5. Current use of monoclonal antibodies in the treatment of multiple myeloma

6. 25 April 2018 https://doi.org/10.1111/bjh.15121
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RIFTR2—id - ETRA SRS ARRBRITARN - IkEEZRRIFIZER o RRHE

REREERAZE  HEE B8 8%  ROTBESFERNEAN  BEERFRIEE

]]]]]

T E SRR - =R - B3R ERARS -

MY
ITESARBNRNBRENER - SioERoEBEmTER - AM - RBEMMRA

ITERNEEERREER  BEUWARBRTEEN S ZEEBRER - BFEARRD - B
fREAER  SARBRIER - IRTTAVEREMESRE  JEERVRE RTRIREERIFH S - HRE
HEERFE-RFEBTEELTEONRET)  BREEEFERAR —RIFEEHA
Hig RIS ERE - FIEERITA 4~8 BRIk BB R RIS TS -
48

FATRIRVTARS 1T - ol =%8 - 2RI B AITTIHE B ( Routine vaccination )
EEMEEENE ( Recommended vaccination ) RUNEMZEEEE ( Required
vaccination ) :

(—) BIFTHEEETE ( Routine vaccination ) :

=l

PliTEEREmARLBEFERT] - SERMTIHERZEEERE BRMX - &7

- Blir/aHZ/AREE - BREBMRE « /N\EME - fEBIKE - KE - W2/ARER

RGEEZ - HARKER - AR REEE  ZREEJSZEFEENEIEREFZZ

PE - Rk1TA - FERZEEETRANERBEREEERE - BEFBKBIER - 7%
HoEREREB B2 ENRABRITIIEV EERRAETEAR



(Z) BFMBEETE ( Recommended vaccination )

EEMemEBEn AT EEEREI  HEREMITNESR - FZ2SERITEN
BV ~ ikEE1TE - FREERESS  E@UEaEEsaRERTERZ BN
EEM S EROESE - U IEEREBRXASNEZR 2 BEE - ItREEaEEE

B ABRERE  RITHRSEERES - 8FEE - /N\EmEEH - =3EE

(=) WAEMZEETE (Required vaccination ) :
HoERZEKRRTEBEARNRREHREERR - AU S AR EHE
FwREEKIEXRIKEER /N REER - Bt REEES(WHO) BRRER L
ARBERRA=RNE - RERRIEI - FIAFER 9 BRI ER/ERBRRERRI
ERREA T EFEEER
SARRTRIEMAPrEEREGEHE - N3RS WHO, International Travel and

Health(2019 update)3l| i 7 B 5O & ez th & 238



\\\J

\/¢

\
Il

Bl
S

TihEE & R EEXR

=R

TihE JR ] S

H

=B

FEM
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FEN
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Benin BEFE

Burkina Faso i S AR
Burundi SEFE T
Equatorial Guinea 7738 24100
Ethiopia {X &L on
Gambia Htbae

Guinea 24400

Kenya 5 &2

Liberia #8LEHH 52
Mauritania 3 F/# JEoz
Rwanda B E

Sao Tome and Principe

B EREMALL
Senegal ZEX N
Somalia ZF5F2
Sudan B3

Tanzania 8% fE02

Argentina P 1REE
Bolivia JE F|## 58
Brazil EF
Colombia SH#EEEE
Ecuador [B/I%
Guyana 2537
Panama EE55
Paraguay B3
Peru 8

Suriname &A@
Trinidad and Tobago F2
e L=t

Venezuela Z Ak HI

Angola ZSH1

Cameroon [EZ5fE

Central African Republic F3FHA]
Chad &1E

Congo ISR

Cote d’Ivoire (Ivory Coast) R A /B =
Democratic Republic of the Congo
BIRE M

Gabon /&

Ghana 044

Guinea-Bissau 2A52tEZ
Mali F57!

Niger EH

Nigeria = & /52

Sierra Leone i L

South Sudan &R FT

Togo Z5f

Uganda T3

French Guiana

EBEDIR

BERAEIMNAES®E WHO RERRERRS AfRBE X E
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BEMEE  VWAUEHEECEBETIESEREBNT
3 EE | BE B RS BERE B THER B L E
BB
278 bl
Cholera | gaygg SYRENER | RERZEERENEREREARASS
- Bk PER  LHE |EER - BAtRKETCABEERAL
BERKRERY | REREAERENEERBAE  KEF
BEGEREN | BEEITEE - RERERESRIFNE
it & LERRIEIRTER - °
Hepatitis A | gagay, | ROF(E | 2o - SEMERD | BEEIRBASRENZ 28 2 HEE | L HEEANBY | BE TSRS 4
ampry | B |BE | REMSHE . | EDGEA - M0 sl ETE | & - BE - BURL - BB
REREEEE - E) | AEREEE - A2 EIE . TR 20 6 BRERRE - BE 2-3
B PEAES | MEMEED - 2 HEEA 12 R XERiE




e & B E

Meningoc- | fesked | FSE(L | BIARIDELIES | SEEEO0.5 ml) - WIASTES - #E% | LK% 6 BB EREIAIO]AEFE LIRS -
occal
discase B | BE | ERIENDEN | B 7~10 KO ELERE S  RENTMEE |82 BRIET  BREE®
r RS 54 B - EMEERIER -
FRATH 2B HEMYBH
( Meningitis A 1~-3 REW®IE -
2 BERE et cBU EFRmeEREERE 2H . B2l | & aSEEaWSE
elt
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