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[IREE]4 ERTIICREOHBEELZESN ., thfET PCI(LAD#5-6 [Z DES Nobori®3.5/28.
Nobori®3.0/28) XL B ERE. TDRIHEETIAFO—IN T V=, 1 BRKGWEINSFHE
BRI E . m FRROENAERGY . BRIEER L, ARG TRELGYRAER G-
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(R EREIRIBMEOHEE. SIE. BB ER (stage 3B) | [EEERIE

(REE)FELL

(HERIEZELERED 3 ABELL. BEISHBRE

(£FEEIRERHY (LDHEELZEICEED) BB (AIZ 1 BREE)
(FLLX—-BItERE)GL

(ARFSFEINATREYA001T 1 X EBRE. TFHSTUILG) 1T I XBARER. S0V TIV—
JLAB) 1T I XBABHE . PRLAREZFU0) 1T 1 xEBB#%R. 7LOCEVGIT 1 X BB % -FS
B

[OTC-HTUAVBEERIERALL

(BARTR] &K :164.5cm, {KE : 71kg. BMI: 26kg/m2

[/NAZ)L YA )T :145/106 mmHg, AkH:90 bpm (£&) , {A;8:35.8° C. Sp02:92%(room air)
EREFH. MTHREZESHYRERMR (dayl) JIAKE: TP 7.2 g/dL. Alb 3.3g/dL. T-Bil 1.1
mg/dL. AST 44 IU/L, ALT 46 IU/L. LDH 306 IU/L, ALP 136 IU/L., CK 90 IU/L, BUN 29 mg/dL.
Scr 1.67mg/dL. eGFR 33mL/min/1.73m2, Na 136 mEg/L. K 5.5 mEq/L. Cl 107 mEqg/L. WBC
8900/mm3. RBC 535 J5/mm3. Hb 14.6 g/dL. Het 49.5 %, PLT 15.3 5/mm3. TSH 3.4 1 1U/mL.
FreeT3 1.16pg/mL. FreeT4 1.21ng/mL. GLU 96mg/dL. HbA1c 6.0%. T-Cho136mg/dL. LDL-C
74mg/dL, HDL-C 47mg/dL. TG 71mg/dL. UA 5.9mg/dL. BNP 2507pg/mL

FRIEE REBH), #8C) TR AKG) oBE Y /=452 (%), B (-)

EBL T B RBY L MERLL 61%) . S>M&HY

DIO—EEIMERE: SEET. £EBED): UFAMITIET., ZEBRH 3 32%
(BREREZE& 15 miEbF <



IEYV—K 1(FRIDTARAY3ar)

(ZEZRDOFIBICAG THE (T, ABRELYFIRF (ZOE2F) . BRI (=R T L)),
BRRE S EFBLz, FIRBIFEREELICFIRABON., FEIRNREL -, HEEFIZPIEL, Al
3 HEIZ—HRRIEIZERHE, FALICITESREICEREDERR R IIHo1=-h ., REFHITER
WNighotz, ZOEIFIEARRE 4 HE KY#EDO 40mg [TYIYE R ST EELEHT=,

[FRZ]daylin 145mL/out 600mL (ZA+EZK 40mg iv)day2 in 1900mL/out 6500mL (ZA+E3IF
40mg iv) day3 in 2500mL/out 5300mL (ZA+E3FK 40mg iv)

(B3R 1% 5 1day1Sp0298% (022L %5 ) day2Sp0297%(021L % 5) day3Sp0296% (RA)
[BEEEE ]dayl #REE day2 AR day3 FAE THHSE . REVEEZERGERE 7 F))
[#2Z&Fr R (day3) JM%&1#&% : T-Bil 1.0 mg/dL, AST 24 IU/L, ALT 13 IU/L. LDH 200 IU/L, ALP
100 IU/L. CK 37 IU/L. BUN 18 mg/dL. Scr 1.70mg/dL. eGFR 32.3mL/min/1.73m2. Na 139
mEqg/L. K 5.0mEq/L. Cl 103 mEq/L. WBC 6400/mm3. RBC 521 5/mm3. Hb 14.1 g/dL. Hct
46.2 %, PLT 17 75/mm3. UA 8.7mg/dL

[ZFE (day4-) I/ SAT7 ZEY2(1001T 1 X RER. TF3TV)ILG) 1T I XBARER. 52V TTV —
LA IT 1 X EBAB#H. PRLAREFU(10) 1ITIXEBER. PLAACEVGIT 1 xBEB#%. 701
SR(40) 1T 1 x BB

[ & {KFT R (day3) J{KE 66.6kg (-4.4ke)

(/N1 ZILY A2 (day3) 1ILIE : 136/85mmHg. Ak$H:96 bpm () | {KiR:36.2° C. FEIR%K 18 [A]/
. Sp02:96%(room air) BB HH. ZEBIIM TR ELHE

EHIEEERRE:
1. A3 BE. —FEEiE_ROTOTL LY RMEERL TS,
21D ENRPAFEREIZXN TS SOAP Fr—hEERL TSN,



IEY—R 2(FEDTARAvay)

(&8 mBMH(EHR]ITEFIE

[(BRE](TEY—F 1 OfFE) —REICEE., 70tE3R(d 40mg NARTHGLIAEL 64kg &
FTREA. 70€3FE—EB 20mg [TRESLG STz, LAL. TOERAELSEMERIZHY 7O £
K 40mg ICZIEE . BERI(L 64kg BT 1 BREBEBLEREGS>T- (AR 21 BHB) . 2 BRZ DI kK
2. BRBFLVAED 2kg BMLTEY . M TFRISFELAADNTz, BRIETDERA F%L,
TR | ABIRFIERE (XF (A of-. BEDEEIEENTOTEY. KO DBFELE
BY (>1500mL/day) [E1ToTLVEM 21z, RETZRET7 SV RIEBIFTHo =,
[OTC-HTYA M- EEER]IFRALL

(BEFTRIZ R 164.5cm, {KE :66.8kg (RTELRBER M D 2kg 1E10) . BMI: 24.8kg/m2

[NA BV A2 JIE : 111/78mmHg. AR¥E : 79bpm () . {X;8:36.2° C. Sp02:96%(room air) &
HEH. M TERIZEEHY

[B&EFR)M&ERZE TP 7.0 g/dL. Alb 3.4g/dL., T-Bil 1.7 mg/dL, AST 21 IU/L. ALT 16 IU/L,
LDH 270 IU/L. ALP 146 IU/L. CK 108 IU/L, BUN 20.6 mg/dL. Scr 1.79mg/dL. eGFR
30.6mL/min/1.73m2. Na 141mEq/L. K 4.9mEq/L. Cl 102 mEqg/L. WBC 6100/mm3. RBC 459 /5
/mm3., Hb 13.6 g/dL. Hct43.1 %, PLT 16.4 5/mm3. GLU 90mg/dL. UA 5.6mg/dL faERL > k4
> BB AR DR EERE EAFITE LG, MKErE (—)

(FEE)NNAT7REY00)1T 1 XxFEARER. TFHSTYILG) 1T 1 xEBHEBR. 52VT5J—IL(15)
ITIXERE. TRHLARZFUA0) 1T I XEBABR., 7AODEDGIT 1 x AR &, 7013F(40)
ITIxEBRE. (+TEY—K 1 TEM-ERLEES: B TAvH—)

ERIERRE:
INEZZROTOTL LY ANEERL T
2REBM- TRIZE (DA EKZAVEA—IL) [TxF D SOAP Fr—hZERL TS,
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

Problem #1 : I &~ &
(NYHA3->NYHA2)
S)*FALBFICEREDMEI
EAER

- REEFICITER AL
GEMTHEZRLIZLMEER]
-FIRFEIR. ARAIDIERE
RE EEROREIVTS
AT RRR

O) BARTR -/ 13)L
68i% B . K 164.5cm.,
{KE 66.6kg(-4.4kg) . BMI:
24.6kg/m2- BP 136/85. HR
96. SpO, 96%(ra). RR 18.
BT 36.2

BX #HEE
MIR LY EED  EREE
BE1EE : OMI., CKD (G3b) .
HT. HUA. DLP
Bk R . JRESBATHET
8899ml, Ml TR IFERE
f&m

I O—:EF32% ( ARTH)

. LvDd68
IR R M>-om /N
BISA % EoHY Dk
K :CTR61% (dayl)
BREHEE Na 139.K 5.0,
UA 8.7 BUN 18, Cre 1.7,
eGFR 32.3, Alb3.1, Hb 14.1
LDL-C 74, TSH 3.4, FreeT3
1.16. FreeT4 1.21

Medications:
Ja+E3R(40) 1T/1XM
IFS5TJIL(5) 1T/1XM
FLADE(5)1T/1XM

Risk Factors: DA EIEE(CE HBIRIEF

-SMESE -CKD -BEREA -MRAREBA -CatiiiE -DHEER -XFX
(SHBE.RERN) -BUE - 2Fd -5 BE
Severity / Stage: NYHA%>$8:AHA/ACH Stage 8- 9U—HIL L FUALE

- NYHAZ £ ABeRII>IRTE I | -Stages 48 :StageC, - (DA E 5348, HFrEF
Non-pharmacological Therapy : JEZEY R E D A E 4 ET({H

CRIERE (RRERLSLE) ., KN EREREGERE) . EEEEA (SRR
E).-BAOMEAREAE GAEAENIEE), -BADELEFH: YR, Fik
L. FHHERE &, -BEEE, -ZEHGEWHEZEDOFHE/M)

Pharmacological Therapy: EEA P B HNED-HICHELEY AR EZ M
TRLTWSEYAE -BREA -MRAREA
1LALARTO—)LEEYTOO—)LDRIR ALAY D)

HER:EY7OoO— LB #OI=HCKDHHIENS, MEFHD-HAHILA
2O0—)LHEL TS, HREZFBEHERNTHY . MEDEEELLZLY,
LA ELEEREGELEBERE

1.25mg bid > 3HMBTE=4U>Y >2.5mg bid BEHNIX+HPKEIIZE FIK
BEICABEFAI(T1/2:3.25hr ZD4-5E]) FFH#EEIIRIELZ LD TTI2IFERLE
W58 FBIL-) BIEZREE(X10mg bideLTTEDLEITEEL TN, =M
EAME TER ELENIETLAR YD RIEERETT S,
Adverse Drug Reactions:
EZBYVTRAE
-ME SBP100Y]% or ASBP20LL EIZH B LIUHIEMER—REZRET
‘IR¥A 60/min A FIZHA LB BREDOHRHEFSBIER
-BEERK S5 0F EILMELE. UNEYEOMEETICKS AR
DA ARE-TLKH-UNE QIR

Drug Interactions:

AT XEICTIAY B-LECaEMEHAICKIMEERTDEEHY.,
FERBBRICOVWTIEBELGLIEFITENEEZD,
IFST)IL: =K

Goal: BHAML EHIZE REAMAGBERE
HEMBE: SHoMEKRDHE BNIEE
REBWEE: DFE2FROBE
Care Plan: JEEWE L - EME LD EAKNLET S
EEMBE BN - K- REGEDEEIEE
BEYIAER AR O—)LT1.25mg bid TRAAL 3days
THE=E
OMRAZ IR T HREM
WETIEHGELKEETLTHLTLLDTIE
SR ANT-ADbetter
OACEIZIE=E | ACEIZARBICE R F - (IHAT REM
‘KIERE TEHERE
*ARBADZEE (T, EKRITEFBZ GV, ERXILE=4FY)
27
QCaiEMFEXBEFXEFTTHREMN
SEE-FIEDAME
(BR)RPFRERESTST EGL. HAFZA0T
FDFEFRBESEDAREMEOERLHD
@ IX L UREDBLDEIVHELN: TE
(HAR)BRELTETE, EREETHYEET LA
BEEMEERLIKW, F-—ATKRHADLAT 2D IKEL
BNIEDEITEENELNEL, 22 LBREF L TOM
%,
Monitoring Plan:
MBDEZARYDTINGA—A: ME - RIA - DA 2R
DNHE
BEMERDE=AVT INGA—2— ME-BRiA-DAE
fEIR. TR (1177U0) RE(MEERTICKSREET
nNHdHE)
Educational Plan:
BEAIZBTHERIREDOAR
DD TERRY TERWKSICTIETT  EELT
BAROHEZDEES, DEEzREFEBSELIDT. K
EETEHEOICITEETY, - (BHER) IIH LA SEFIC
SALDETHNE.FEHE, AS LYVIZHFEL D
B, -BIC(IE-RB-ER-AE)DE=ZFIVINE
BETY, DAEFIREDITTZEL AR O—)L
. RRICHREZECLTLKETT . EHENT
LoAERAL TS,
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Subjective & Objectives

Drug Therapy Assessment (A)

Action / Intervention (P)

S) FRRiFME

O) BMIETHL., RERBFIFIR
B ABIEFIEIRELL

K o5 0B B G E W
(>1500mL/day) [ 4T> TUL A
Ly
BEDEREEIENTOTLS
REFZRET7SVRIEBRITF

<BKmR>

164.5cm ., 66.8kg(+2kg) . BMI:
24.8kg/m2, T T BEEE (+)
<INABZIHFAL>

BP:111/78 . HR:79 (%)
BT:36.2°C. Sp02:96% (ra) &
B

<IMKRE>

TP 7.0 . Alb 3.4, T-Bil 1.7, AST
21, ALT 16, CK 108, UA 5.6,
BUN 20.6. Scr 1.79, eGFR 30.6
Na 141.K 4.9, Cl 102, WBC
6100, Hb 13.6. Hct 43.1
<MEL T2 >

AR AR R IR EHFICE
b4l . BKEFE (—)
Medications:

IFS5TJIL(5) 1T/IXM
FLADEU(5)1T/1XM
78+3R(40) 1T/1XM
EyvJoo— L (0.625)
2T/1XM

TRILINZRAF(10) 1T/1XM
7 AE Y VBB & (100)
1T/1XM

52975 —)L(15) 1T/1XM

Severity / Stage : NYHAZ>#8 - AHA/ACH Stage38- 2 )= AL FYALE

Goal: f2HiRYZ HIE R#MIGEHAZ

NYHAZ$8: I ~ II . ACC/AHA: StageC. HFrEF(EF32%)

Risk Factors: Fl| R¥|IEIn LG HER
FRFEERMHEDORRELTEZONDED

*CKDIZ&Y L —TRIRED Rt mEAETL TS ATBEME
=T RIREZRSICKSEMRKAETONaBERINED LT
AER/SUR O DREE

BENATIHINBNTAEZER - RE(AEEN- TRIZFEOERLLTE
ZAbNd1LM)

"CKDIZLDREETDEE

AEMERA B L TS TULVELD

HE7 LI mE (REIEFER)

7 ILa—)LEERRR

- BEEREER (NSAIDs, 5 DELEZ—BFMICRARL TLVEM o TF=hHY)

-RfEE . BREAEICREBL TR ofzh

AL R GRIZZ DEEKR)

REMEOHESR

Non-pharmacological Therapy : IEZEYEE % D o Z 14 2 514
1E 5 #IBR6g/dayRiE . 7K 2 #IFR (1500mL/ B LA T #k#r) L (D) /\EYT—3
VUEKRAHRET HETIEIRE) . BIE, BiF, REEFHEDIFUETRE

Pharmacological Therapy: 7A3F CTHE T 3 ENBFOSNEMEE D X IG
ERBENRLED-OI—TEHATIENRUDI-OR) IVOILAFTIR
1mg/BZ%EN

FEMNRELIZONYHAT UL L, EFS35%ThHY R FHRHERMIZ, 70€2
FRIRFTHYKDIEZRLGEASREQ/SY12.5mg/HEN

AT H AL, MRAZFEALTHERELEWSEICIXARTRLNT 2O D E
AZEH&RE

Adverse Drug Reactions:
AT HFARRDEMICEYIENa-BKIZEETIHEHY
ACEINIRF D= IMEE FTMNIEZETHHEREET T HRIEEELHD

Drug Interactions:

WENBRPOEFRTOMREERIETRIZLL,

() ZEONE
(RAMIB AR -SECZRESYT

Care Plan: W% - EMEE D EARNL TS
JEEYE L
FERESE S HIBR6g/B K4 #IE (<1500mL/B) D

ML
RJGAILAFTOR(1) 1T/1 % EAE% 2B

Monitoring Plan:

[ZhE]

FE.ARE C<AHDREFETHLTRES>TIHLAY)
(EI4ER]

mE. HFEL-S55DEF, MEFE/LF7FZ2, BUN, Na, K
Cl. UA

Educational Plan:

-REMTEOBIE (B8 (HEREZ) . WEID 2DV T>
FPORRTOMEMMET T HAIEEMELH D=8

s SBDECHEVIEFETS

-KEBIE (BH) OWBEMEICDOLT

BHZEZOETR
HEITENENEEDRELS
-ARA120/9 LA E

- 1B T2kgbl EDIREEE D

MELELNGIN-HEEDORIG
ABRLTRILINTA3.75mg/BDE A
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#3C4 : Dapagliflozin in Patients with Heart Failure and Reduced Ejection Fraction
(N Engl J Med 2019; 381:1995-2008, DOI: 10.1056/NEJMoa1911303, PMID: 31535829)

(BB OFER IR L 5.2 20 OFBIZESEHRATHIZHE L T ZEW,)
N. NA & 72 o 72 H DS EER 5 DRF R Th D
NS T ANE Lm0 DL T A 5A13HE O (/) OO T oZEHICH
ﬁbf?éwo

THH e i FLECATT - MR -
BRI E
Introduction
1. BFEBMIOFIEDR D D0, WY oN oNA | s
+ We designed the DAPA-HF (Dapagliflozin and P.2, Introduction

Prevention of Adverse Outcomes in Heart Failure)
trial to prospectively evaluate the efficacy and
safety of the SGLT2 inhibitor dapagliflozin in

patients with heart failure and a reduced ejection - BEIRIS ORI L 572
fraction, regardless of the presence or absence of WV, DERH SRR T LA
diabetes. NDERTY T AT D

AN & 2N DRT T
pTsEZ A9 & L7

Introduction @R
- RO Lo

Method

2. BRAMVEHEILEYI DY, XZ ORRIMIFERICEED 720 | BY oN oNA | SR
Lo, RERT A O D D0, B T E

“io, P.2 Methods @451l * Trial
procedures

P2-3 (Protocol)

Trial procedures

After screening* + - 1:1 ratio of the two regimens. EEEZ k. 7 v & L5

(111, 2EHER, EEH
wm (T Yy Tavyr
10mg). 77 & ARxtHR

P.3 Methods O] B

3. BINFE O ILAEIZ OV T LA ANIEYE (inclusion | MY oN oNA
criteria) <CERIMEHE (exclusion criteria) DFCHEA
& D0, BRANEREITTED ), XE OFRIMNIHRE RITE
MIRUNE DD,




Inclusion Criteria

— Age of >18 years

— LVEF <40%

— NYHATII- IV

— NT-proBNP >600 pg/mL (>400 pg/mL in HF pts
within 12 mo, >900 pg/mL in AF/AFL pts
regardless of history of HF hospitalization)

— Receiving standard of care (incl. device therapy,
ACEi/ARB/sacubitril-valsartan plus a beta-
blocker)

— MRA was encouraged to use

— Drug doses were individually tailored

— T2DM pts continued to take glucose lowering
therapy but doses could be adjusted as required

— Dose of insulin and SU could be reduced to
minimize the risk of hypoglycemia

Exclusion Criteria

— recent treatment w/ or unacceptable
associated with SGLT2i

- T1DM

— symptoms of hypotension or SBP <95 mmHg

— eGFR <30 mL/min/1.73m2 or rapidly declining
renal function

SEs

P2 Methods
Patients
Eligibility- -

DA .

Exclusion---

BBRE L 72D & O M RB DN AN (RIS
o ha—/) [ZOWTOFRIEHNH DD,

e, HE, FM, 7S8R, a0 547 0 ATk
8. DFAZE, B & OB, EIRRM R & &R ~<Tn
50 MR E A S 5 2 TiEdns, wash-out #
X2y 7 — % OIUE R ONIE FIEIZ DN T
IEARTND D,

WEE . (B) 6, Wi, [EEk, 8, SEAZRE, |
EH DG DY) — T — X UUE - (F)ETH Xk - - -
T—FIWEDOZ A I 7, R T —)

All the patients provided written informed consent
and entered a 14-day screening period, during
which the trial inclusion and exclusion criteria
were checked and baseline information gathered.
After this screening, patients were randomly
assigned to receive either dapagliflozin (at a dose
of 10 mg once daily) or matching placebo, in
accordance with the sequestered, fixed-
randomization schedule, with the use of balanced
blocks to ensure an approximate 1:1 ratio of the
two regimens. Investigators used an interactive
voice- or Web-response system to determine
treatment assignment. Randomization was
stratified on the basis of a diagnosis of type 2
diabetes (i.e., an established diagnosis or a
glycated hemoglobin level of >6.5% [>48 mmol per
mole]) confirmed at screening.

Patients were evaluated at 14 days and 60days
after randomization,

WY oN oNA

10mg 7> B DA X — MI%Z
LUy (ENEITRRD)

2 BUPEIRIF A OF O 1 % B
MENY (TR 2 LT
%2 L THERIBOEED
iV % fe/ME LT B
NRHIiCT&E 5,

P.2~3 Methods @ TRIAL
PROCEDURES

P.27 FIGURE S1: DAPA-
HF Trial Design




— Dapagliflozin 10 mg, QD vs. matching placebo

— Pts were evaluated at 14 days and 60 days after
randomization to assess HF and volume status,
AEs, renal function, potassium levels

— Additional trial visits were scheduled at 4 mo
and 4-mo intervals thereafter

— Study drug was to be discontinued if pregnancy
or DKA occurred

— Dose reduction (to 5 mg, QD) or temporary
discontinuation was permitted in case of an
acute, unexpected decline in eGFR, volume
depletion, or hypotension (or to avoid these
conditions), w/ a subsequent increase in dose or
restarting of treatment, if possible

FRNZRE S AUVIEICER S 7o 12 (BIRAY) 77M | MY oN oNA
IHH (primary endpoint. secondary endpoints)
IZOWCREHD B 5 H>
AT B SRR B2 N T 570l L B2 5
ND50,
Primary: P3 ~— 5 Methods @
— Worsening HF + CV death OUTCOME
— "Worsening HF" was either an unplanned
hospitalization or an urgent visit resulting in IV - EEEHME E
therapy for HF DARROEALE 210
MAEFEDOEET U b J A
Secondary (key):
— Hospitalization for HF + CV death
- BV FEALI T H
Secondary (additional): CLDRAEIC LB AREE
— Total number of hospitalizations for HF X LMEEOEES T v
— Total number of CV deaths NN
_ Change in KCCQ from baseline to 8 mo (Whlch BN PN
is scored on a scale from 0 to 100, with a higher ¥
score indicating fewer symptoms and a change o D BE
of 25 points considered to be clinically .8 4, A0 KCOQ
meaningful) -~
— Worsening renal function (a sustained decline in Bz= 7,‘ Ojjlﬂi
eGFR of >50%) + ESRD (a sustained [>28 days] - ERAR AL T
eGFR of <15 mL/min/1.73m2, sustained WRIEOHEET U NI A
dialysis, or renal transplantation) + renal death - BT
— Death from any cause
- B
Safety (prespecified): FHIRESINT-AESF
— SAEs %
— AEs associated w/ the discontinuation of a trial
treatment
— AEs of interest (i.e., volume depletion, renal
events, major hypoglycemic events, bone
fractures, DKA, amputations)
— Dx of Fournier's gangrene
— Lab findings of note
PRIB OB O E (T F B2 71k, KAETH L7, | MY N oNA | - EF 40%20 T

an ejection fraction of 40% or less, and New York
Heart Association (NYHA) class II, III, or IV
symptoms. Patients were required to have a plasma
level of N-terminal pro—B-type natriuretic peptide

- NYHA 1I~1V
* NTproBNP 600pg/mL
+ KCCQ

NYHA,KCCQ 13 D




(NT-proBNP) of at least 600 pg per milliliter (or
>400 pg per milliliter if they had been hospitalized
for heart failure within the previous 12 months).
Patients with atrial fibrillation or atrial flutter on
baseline electrocardiography were required to have
an NT-proBNP level of at least 900 pg per milliliter,
regardless of their history of hospitalization for
heart failure.

FRWNY T Ry R A
YR THDHZ LITHEE

P2 Methods @ 4 ] -
Patients

7. ABRBAGHROT U NI LAOEERH D6, ZEN | oY oN HNA
A & B ORHA D DD
8. LOLXIICHEESENRD LN OLH#H S | BY oN oNA

A
o, BT FRNCERE L7787 & QXS5 E,
Al () BUEIC W TORHEE & T,

We calculated that 844 primary outcome events
would provide the trial with a power of 90% to
detect a hazard ratio of 0.80 for the comparison
between dapagliflozin and placebo, using a two-
sided alpha level of 0.05.

With an expected annual event incidence of 11% in
the placebo group, we estimated that the
enrollment of approximately 4500 patients would
provide the required number of primary events,
based on an anticipated recruitment period of 18
months and an average follow-up period of
approximately 24 months.

P5 Methods D
STATISTICAL
ANALYSIS

9. FHEMNIHELTEIZHOWNWT, ZORWOTEIH 5
M FEZIULEERMINCERR S D H D),

WA BHIE SN DIERBRENBR ELOEROH 574
LT AL a Fa— A RHAN LT
DI ENEFE LW,

The assumed HR of 0.80 is considered as clinically
relevant and has taken into account the HF
outcomes in the EMPA-REG trial.

With an expected annual event incidence of 11% in
the placebo group, we estimated that the
enrollment of approximately 4500 patients would
provide the required number of primary events,
based on an anticipated recruitment period of 18
months and an average follow-up period of
approximately 24 months.

The assumed placebo event rate of 11% is based on
a review of recently published clinical studies in
the HFrEF population, including the PARADIGM-
HFtrial.

HY oN oNA

HR 0.80

- BRIRAY 72BN & 5 &
EZHNTNDHZ®H

+ EMPA-REG outcome
DFERZEEZE

HRO.8., 7T AHREEDA
Ny AT 11% &4
TE, HoEHE 2% DT H
TH2DDMN?

P.5 METHODS ®
STATISTICAL
ANALYSIS

P.66 Protocol 8.2 Sample
size estimate
7T REERED A R
NI AE SR DOARPLITBERR 1
HAONWTWD,

10. FEfEFT T O 6, P IEEHEIZ OV TOREH L | oY oN ENA
H D,
11. 754 RIZOWTORELRH D0 (BFE, /rA#E, | BY oN oNA | ASCTiEt#Ez L

T N LFHIE, T 2T, 7T A 2 ROk




zELe,

The blinding of treatment is ensured by using a
double-blind technique. The dapagliflozin tablets
and the respective placebo tablets will be identical
in size, colour, smell, and taste. The bottles with IP
will be labelled with wunique identification
numbers.

No member of the extended AZ study team,
personnel at study sites, or any CRO handling
study data will have access to the randomization
scheme during the study. The AZ personnel or
delegate generating the randomization scheme
and the Supply Chain Study Management may be
able to access the randomisation scheme as
appropriate.

— All outcomes were adjudicated by the member of
a clinical-events committee, who were unaware
of trial-group assignments, according to
prespecified criteria

PK samples will be analysed at the bioanalytical
laboratory only for patients on active IP. The
bioanalytical laboratory will therefore have access to
the treatment codes but will not share the codes with
the sponsor or others involved in the study until the
blinding is broken for the study after closure.

B

A

Protocol P.32 3.6
Methods for ensuring
blinding

7y N7 LEHIE

—Page 4, lines 1-3 from
the bottom to page 5, first
line

T — X fRETE
Protocol P.33 3.7.1
Unblinding for

bioanalytical laboratory
personnel

FE - BRRIT U B D OFER EEBIC W b U7z Bt
F)FHEDOTH D B 2 2 WEIZRITIENBR S LTV D0,

We used a mixed model for repeated measurement
to analyze longitudinal measures (e.g., glycated
hemoglobin level and body weight) and estimated
the least-squares mean differences between
treatment groups, together with 95% confidence
intervals.

Time-to-event data were evaluated with the use of
Kaplan—Meier estimates and Cox proportional-
hazards models, stratified according to diabetes
status, with a history of hospitalization for heart
failure and treatment-group assignment as fixed-
effect factors.

For the renal outcome, the baseline eGFR was
included instead of a history of hospitalization for
heart failure.

We used the Cox models to calculate hazard ratios,
95% confidence intervals, and two-sided P values
and used a semiparametric proportional-rates
model to calculate total (including recurrent)
events.

HY oN oNA

AL P5 METHODS O
STATISTICAL

ANALYSIS 547 7 A F B
- intention-to-treat

P9 METHODS @
STATISTICAL
ANALYSIS /1 E%H

- Kaplan—Meier #£E &
-+ Cox HBINY—RET
V%




We analyzed the total symptom score on the
Kansas City Cardiomyopathy Questionnaire as a
composite, rank-based outcome, incorporating
patient vital status at 8 months along with a
change in score from baseline to 8 months in
surviving patients, using the rank analysis of
covariance method, with a corresponding win ratio
(3Ciik 17 X v :the total number of winners divided
by the total numbers of losers, i CTIEIEH /Y
T OFEROEIZH V%) used to estimate the
magnitude of treatment effect.

We assessed the consistency of the treatment
effect among 14 prespecified subgroups.

The safety analyses were performed in patients
who had undergone randomization and received at
least one dose of dapagliflozin or placebo. We used
Fisher’s exact test to compare the incidence of
adverse events.

All the analyses were performed with the use of
Stata software, version 15 (StataCorp) and R,
version 3.5.1 (R Foundation for Statistical
Computing).

12. BRARMHE Lo SRH FERIOMIGHE 2 L) O
WD,
HafpfF oRHIORLEE T,

G et itor & FIEBMR O R WIFEE R E T A
YU, TR b RIERBRORNERITO N
LELV,

The executive committee designed and oversaw the
conduct and analysis of the trial in collaboration
with the sponsor, AstraZeneca.

The safety of patients in the trial was overseen by
an independent data and safety monitoring
committee.

The analyses conducted by the sponsor were
replicated by an independent academic group at the
University of Glasgow. The first draft of the
manuscript was prepared by the first author, who
had unrestricted access to the data, and was
reviewed and edited by all the authors. All the
authors made the decision to submit the
manuscript for publication and vouch for the
accuracy and completeness of the data and for the
fidelity of the trial to the protocol.

HY oN oNA

Phase 8 trial Th v | filE
R OPERRIZNEETH 5

P.2 METHODS & TRIAL
DESIGN AND
OVERSIGHT




Method DRSS

* 10mg IFEFRTHERAEIN TV LEHAETH D,

* 2% DR ERD D T LITERKRIICERD H 5 D),

s FUREOFHABIN S 725 Z ENBESND 120,

s B R EORBLBET OLERD D,

 HEBRRBIC RN, AT Y Tu U REE 7T AR E OBIZ, Hematocrit, NT-proBNP, K&
BACIZZEZRRBO LN DT, 774 2 RiEHED /et v (Table 2 Laboratory and other
measures),

C TIAVRNBREIZL DY T T U R LA (DARRIZLED AR E) OA Xy MIIZERPTEO LN
TEHEEMED H DN, N—RT7 7 MU A THBZEDNRBD BN TWH7% (Table 2 Efficacy outcomes

Cardiovascular death ¢ P flZ not applicable & L TR SILTUWVRL)

W (Figure 2C Death from Cardiovascular Causes),

L BTG LV

Results
18. HEHEZDOWT, 7 & MEBIfF T &z Ak, HEIKE | BYoNoNA | P3 Figure 1
AR A Z T T2 AN HE T U N ADOBHTIZHW G
AT N DFEHD 8 2 70,
7a—F¥— hORREED
14, BFHTONT, BRBITBER L7 Rk £ TR LT | MYoN oNA | - iR
Lo 7o (EE) LB ARENEHE &b AN N = BV i<
IR STV D0, 10.5% 77 &EAREE 10. 9%
TDONBUTFRERITEEE HT- 2 55D TIEHRWVD, Bi7E OBRH OFEHEIT /e
- BPMYIE T E 18.2
FRJE 72 CIRIE L X EBR O b o & | BIERIC X 5T H
FERe EA MR E RTINS EOH D2 D LD < LO%FRE TH 0 | WRERFR
XA, @ CRER A TR U7 eBRE O, B/ E3k FEOMRERTH DO
BERER] TR U2, Sl BTN EN 0 A3 Hiie N Z Pas iiiib/a
VARHERF SN TV S OB, BEHEEOSAIX
15%A , FLHNERRIE 10% A 23 74 i 7R
Dapagliflozin was stopped for reasons other than
death in 249 patients and placebo was stopped in P.9 RESULTS DA 1]
258 patients (10.5% vs. 10.9%, P = 0.71).
Table 2. Safety outcomes bR Y ) S ol == 1o D
Discontinuation due to adverse event — no./total Dapagliflozin @ 249 A,
no. (%) Dapagliflozin 111/2368 (4.7)— placebo placebo ® 258 A O #
116/2368 (4.9) 45%IXAE CHIIEL7Z L&
Zbivd, o IEBEhIT
FLAZR L,
15. ZNE O SEEYM LB 2 8 E 9 2 BT OFEH | Y oNoNA
D38 D,
From February 15, 2017, through August 17, 2018, P.9 RESULTS D4
a total of 4744 patients were randomly assigned to
receive either dapagliflozin or matching placebo at
410 centers in 20 countries(Fig. 1).
The median duration of follow-up was 18.2 months
(range, 0 to 27.8).
16 AR T Lz ABAE, E7203H ik L285A10i3E o H | oYEN oNA
f3 & B OFLE B B D,




15.16 7 HRERHARISC follow HARI A HEHI9 25 = & A
HIRED>

February 8, 2017~dJuly 17, 2019

ARICIZFOHE 7 L
ClinicalTrials.gov
(NCT03036124)

1T{5HOR—=X T 4 2B 5 AN0#KHZE
(demographic) DFEH N &> 5 7>, BRI A T A
/EI\UO

MR SER, RO, 2O/ RITZOREERF LT
[APYiEN

BRIE D, ERPDLIGAMERICEEEZH 2D
D TR,

BEMZEIIBRRE I TEY 23 hneB i bh
%, NYHAI 2% 67%., M2 32%

HY oN oNA

P.4 Table 1

18. HEIE - ZEVEOKMITIZ I T DIENTER (OREE 722
L) ORERH D0,
ITT. FAS, PPS 7¢ & E) 2 fiEAT £ 28R X T
éz}‘l)

We included data from all the patients who had
undergone randomization in the analyses of the
primary and secondary outcomes, according to the
intention-to-treat principle.

HY oN oNA

SITT fEtr AV ST
%)

P.5 METHODS D
STATISTICAL
ANALYSIS

19. T3 - BlRT 2 RRA > FOENENITHONWT, KiE
DOFREFRENANICEDE—V 27 ONF— FEb) M3
FEXHE & &bzt STV a0y,

FEE (hofE) ZRCEcT DR, EERE (LU
Do EfE) & ECHE L TV D0,

HY oN oNA

P.6 Table 2

20. fENT TR LD PAENFTE I TN D0,

BADY, AEARLPHESNZ P E) & O
FETdb % DT % 72 O EERHR,

HY oN oNA

P.6 Table 2

2L IRIBIC K > TRALZAREED S D, KHOEERAF
EEF ORI D DD,

RBITER. AEFROER & HERTIETEYID,

Serious adverse events related to volume depletion
occurred in 29 patients (1.2%) in the dapagliflozin
group and in 40 patients (1.7%) in the placebo
group (P = 0.23). Serious renal adverse events
occurred in 38 patients (1.6%) in the dapagliflozin
group and in 65 patients (2.7%) in the placebo
group (P = 0.009). Adverse events rarely led to a
discontinuation of treatment. All serious adverse
events are listed in Table S1; there was no notable
excess of any event in the dapagliflozin group.

HY oN oNA

P.10 RESULTS D=1

Appendix S1 IZHFEFHR
DEMERD Y

Protocol P62- 6.1
Definition of adverse
events (AEs) (ZHERIE H
EEHSNh WA, BLod




% AE (Volume depletion ,
Renal events, Major
hypoglycaemic events 72

E) bigishTng,

Result DR A
o LPEDS 25%FLE
* NYHAIVOFMHAANEN R 5L TEY
+ eGFR<45-60 mL/min/1.73m2 DIEFIEITARATSH 2,

THY, REEEIE,

PEERIGLIE ~ D 5B T 52 G R
L FEETAMNENRD D,

L TEEED D D,

A D 7,

BRI ISAENT-EROE REZE LT, En k)
TR TR U CYBI AN rTRED R &

Dapagliflozin was as effective in the 55% of patients
without type 2 diabetes as in those with diabetes.
This demonstration of the cardiovascular benefits of
an SGLT2 inhibitor in patients without diabetes
provides support for prior suggestions that such
treatment has beneficial actions other than glucose

Discussion
22. IR E B & EHI R EEOEWVWZ XL T4 | BY oNoNA | FHZEEH6E

HR 0.74 (0.65 to 0.85)

Mt GEEZSH Y (ZL) OHE LT, HBRRER p<0.001

IEFRNIERE LT 22 R L TV D0, F o2l

KT AR BERICOVTERIN TS, FHEEEB o 3HEE BER
AL - AR, LA 5E)
T, IO REEZMZ DN
TV, (et raEZE
DRI L)
- KCCQ AaTizk sl
AEDREIR R TE T
W3
- BRIRH R BE%RRN D 5 &
EZHND

Each of the three components of the composite P10 DIrLS,(,}U§SION 2k

outcome was less common in the dapagliflozin 1Bk R

group, as were the total numbers of hospitalizations

for heart failure and deaths from cardiovascular

causes. The use of dapagliflozin also resulted in

fewer symptoms of heart failure, as measured on the

Kansas City Cardiomyopathy Questionnaire. The

observed benefits, which were substantial and

clinically  significant, occurred early after

randomization and were seen in patients who were

receiving other recommended therapies for heart

failure.

CRBRAE RO — AT OW T, AR S ECEAPEOFE | @Y oN oNA

P.10 DISCUSSION 0O#5
il

P11 Fig. 3 #7271 —7

fEAT T2 0 5 THHE Bk
BERIF O NP — R




lowering.4-11 Thus, our findings potentially extend Re 5,
the therapeutic role of dapagliflozin beyond patients
with diabetes.

The lowering of the risk of the primary outcome was
generally consistent across the other prespecified
subgroups, although one comparison suggested
possible heterogeneity, with less treatment benefit
in patients in NYHA functional class III or IV than
in class II. However, findings with respect to other
subgroups that also reflected more advanced
disease (e.g., more reduced ejection fraction, worse
renal function, and an increased NT-proBNP level)

were not consistent with the finding regarding the
NYHA class.

24, RERORFUZ O W CEREID B D >, HY oN oNA

R T ZAD AR, B ORTE, AT L co R,
SEDOTFHA o TIIHAIC TERVARDOMEE R LY

We used specific inclusion and exclusion criteria, P12 DISCUSSION
which may have limited the generalizability of our Ao 2 Bk B~ 1 BV H
findings. Less than 5% of the patients were black,
and relatively few were very elderly with multiple
coexisting illnesses. The baseline use of sacubitril—
valsartan, which is more effective than renin—
angiotensin system blockade alone at reducing the
incidence of hospitalization for heart failure and
death from cardiovascular causes, was low.
However, the postulated mechanisms of action of
SGLT?2 inhibition and neprilysin inhibition are
distinct, and in a post hoc subgroup analysis, the
benefit of dapagliflozin was similar in patients
treated with sacubitril-valsartan and in those who
did not receive such treatment.

25. fEEmILI HBO E AE L TV D 0, WFERER TR L2 | BY oNoNA
L BAERENIL TN D D,

ARIOIFFEFER DI FESNTEMN D RE T, o
RS R AT L TR < o3RG,

Among patients with heart failure and a reduced P'A12 DLIECUSSION
ejection fraction, those who received the SGLT2 i 2 Bl A
inhibitor dapagliflozin had a lower risk of worsening
heart failure or death from cardiovascular causes
and better symptom scores than those who received
placebo, regardless of the presence or absence of
diabetes.

Discussion OEFS
* 10mg & E DIRILIZ 2
c BARIZBTDEZ T 7 a T OMINFHERFETH O | DAREASOBIST AR,
© TI4 2 FIEFEDFREMEICOWTE KA L,

Y 3w, N: Wiz, NA: NotApplicable 7% L 72\

<FRERAE R > * R A



outcome(+) | outcome(—)
I AEE a b (a+b)
386 1,987 2,373
poilctisa c d (c+d)
502 1,869 2,371
(a+c) (b+d) (a+b+c+d
888 3,856 4,744
<HE R DR >
WABEDOFASR  alla+b)=  16.3 %=EER
RPRFEDFAEZR « c/lc+d)= 21.2 %=CER

RR (#f#xfV %27 ) =EER/CER= 0.77

RR<1: MABEDOFEKR RR>1: MABEOEFNNENL D (ERH
%)

RRRUFEx Y A7 Jdib3#) =1-RR = 0.23

ARRGfaxt U 2 7 g/ %) =CER-EER= 0.049

NNTG&ELEH)=1/ARR= 21 A 18 » A
(NNT 13/ USLA R 20.4 2810 EiF)




[EREESZAk B 1 Dapagliflozin in Patients with Heart Failure and Reduced Ejection Fraction N Engl J Med 2019; 381:1995-2008

23F

HRRTHT1> 7k R
BH) : HHBANBAE . - BRI RME 18.24° 8 (0 ~ 27.84H)
YEFRROBE(CHHDS| - 18m%= - BEER 1 H)\JUTJOD B 10.5%. TS5 mREE 10.9%
RN DB TOA| - EF 40% > FEIRKRA>b:

LEEICHITBY) I
DO O E RS
HEDFH

BRI :
ERLIER. S5 ALE
F (1:1) . 2EEHR.
EEMRE (¥/\JU7J0
>>10mg) . IS5tk
BB, ZE3HEEER

sUBRODRAR :
201742R 15815
201858H17H (CH{F
y=1ld

SHERDIUE .
55905 y:2373
TStRi2371

XIREH :
£ 66.2+11,66.5+10.8
%7 23.8, 23.0%
BMI 28.2+6,28.1+5.9
AA 70, 70.5%
7T N 23.3, 23.8%
NYHAII 67.7, 67.4%
III 31.5, 31.7%
IV 0.8, 1.0%
(0MA%E 71.5, 71.5 bpm
SBP 122, 121 mmHg
EF 31.2, 30.9%
NT-proBNP 1428,1446
EMmE 55.5,57.3%
DA APR47.4,47.5%
Af 38.6,38.0%
DM 41.8,41.8%
eGFR 66,65.5
mL/min/1.73m?2
FUPREE 93.4,93.5%
BPEE=H 96.0,96.2%
MRA 71.5,70.6%

ACEI 56.1,56.1%

- NYHA II, 111, IV
- NT-proBNP 600pg/mL=
125 BMAICOAETAR LIZiZ&(3400=
LEHREIorLEAEENN B E900pg/mL=
< IDAREOEEN T ) o EE & SR AT
- MEPRIR B E (L IAERE T FEIC K DIEEF
RAEHE .
- BRIEDSGLT2-1(C K BIAERE
- R S5NIRWVSGLT2-1DEIER
- 1BUHELRIR
- {RMEAREIR or SBD 95mmHg>
- eGFR 30mL/min/1.73m?2 >

FEISRKRA>b:
IDAREDEAL or (LIMEFEDEE T’ MO
BRI RRA>b
OFBLREIRI> RAR1> b
IDARL(CKB AR or LIMEFEDEES T I M
mBEI
IDARE(C KD ABTHREL
- DIMEE
- 8 B DOKCCQEEX DT DEAL
- BHEERICECIBIRBIEDEES T T ML
- BT
O%Z&%
cBEREESR
BERRHCLZDIEEER
cBESR Bk, B, EmiE. 8iF. o877
R—= 2.t
- JIL=TiEE
- [RERIREE
EE
IDARZDE | FEHNDUARICKDARR(—IREZH
PO+ 245 E DA R+ ODASEIRDEIL +
IDARZ2DOFT R REBEDE(C+IUAEDEE)or B
BRE UIDAE DRI S DA

pr=y;-¢:: 3N
- Dapagliflozin 10 mg 1H1[g]
YFiRorsr R 7S R—2 X Eio e 55 HIE
W=, PETEEFS (K. eGFRIET. {KMn#E)
- ML, 14, 608. UEF45AE

“ngyonsy TR
(N=2373) (N=2371) INF—RH Pii&
event/100 A £E event/100 A £E
FET7IML 386 11.6 502 15.6 0.74(0.65-0.85) <0.001
IDFEIZ&D ABTor R 2 KR 237 7.1 326 10.1 0.70(0.59-0.83) NA
IDFRLITED AR 231 6.9 318 9.8 0.70(0.59-0.83) NA
IDRL(T &R 10 0.3 23 0.7 0.43(0.20-0.90) NA
IEIE 227 6.5 273 7.9 0.82(0.69-0.98) NA
BIRI>RRA>b:
#R7)Rsy PR NE—RH
(N=2373) (N=2371) or PiEE
event/100 A £E event/100 A\ £E =
D& SEor IDFLITEB AR 382 11.4 595 15.3 0.75(0.65-0.85) <0.001
IDMEFEE DL ABRDEE 567 742 0.75(0.65-0.88) |  <0.001
84 A MKCCQRAT DEAL 6.1+18.6 3.3+19.2 1.18(1.11-1.26) |  <0.001
BHREDEL 28 0.8 39 1.2 0.71(0.44-1.16) NA
A m 276 7.9 329 9.5 0.83(0.71-0.97) NA

BHE{ER : 5/37) 702 (N=2368) vs T5t7R (N=2368)
BEERICEDHIE 111(4.7%) vs 116(4.9%) p=0.79 -fHisK 178(7.5%) vs 162(6.8%) p=0.40

BEEEZR 153(6.5%) vs 170(7.2%) p=0.36 =B 49(2.1%)vs 50(2.1%) p=1.00
Ul 13(0.5%) vs 12(0.5%) p=1.00  -{EI0#E 4(0.2%) vs 4(0.2%) NA
HTRTFUR—UR 3(0.1%) vs 0 “JJL=IiEE 0vs 1(<0.1%)
RS :

- SGLT2- 104N 5 BEPERE (CET SRNEENMON DTSN D D, KixDZ
ZOABR(C DN B EIREEN D B

- RMBEUNNOLEEIEEREAH,

- eGFR <30mL/min/1.73m2 OFE IR Z=N TN D,

- NYHA IV, ZHERMR T ADDIRO DAREDEBEENN— X THIFRE
ACE/ARBH, B. MRAMERAENTLDBENEICHREMRD TS,

- 148D O Y —Z 2T BB TEWERDIZH (CRI SNz BENMERE VD,

* NYHA III/IVOEE TIFILC LR THRANE W EIEEEN D D,

&5

NYHA II, III. EF40%3 . eGFR30mML/min/1.73m?2 LI LT, FIREDS KXUBEMETE
BROOALEE(CHL, /00U TJO0>%BMNT D&, DARRICED AR OMETE%E
21.2% H'516.3%\1.5FTHS5%FID =D




817 [ BENAENICEYAREERT 27007 -0 ay 7
[REGIRRAT & XBREHE T — 2 > =2 v 772019 1 AR EFIBIT I — X %22 L T

EANERKFRm  KAIE
MARTHEF

RKT—=02 a3y TAOSMIEEOETHE I — X ICHEE_EB TH 572, FEFEITHID
MHISERD A EZ R LICFED, SOICZOBEREZEBRICEOFOBEICEALESZNE S
N &EEZ Tz, SHIOEGIEIT I — XA TIRHFEERALEZFEEN L. —DOEFICOVTE
DR, hORENEEBENARERN TEDLLHICABZZEZBIELLSMLZ, £/, 5
DT =P ORETHDIEHLSMLIEZVWEB SV EDDESNITTH -7, FATHER
HCU TRBEBZT-> TV 37O LALEBEOLUREEICELIEMEN LIELILH D1,
BRI TR BB RCARICE T2 FRUEZEEL LIAEICDOVL T OB Z RS
5ZEbE. LYVBULEYARECHBR T TRBITI~NOERICHDERAIRTHDL EEZXT
Wah i,

2 HEOEAIREITIE. 1 HEOEYEERS K UEYHREOBR TCFALABZEN) LE
MEEDH TV o7, TET VYV RICEDWIRBZEMICH TEH LT THRL, ZDEET
RRZY D IEPHEROEMCEEESEZER L. /- T2ETERRBRCE=ZV VT D
FAYMIOWTRWERATE ., HFICEYHREICOVLWTE, ERHZYEHL LD
STEMFRENR T A — X —DEALICDOWTHND Z EATE e, 1HEICERZZHELLE
IEE, ZZEFTRERONERBRLETEDD H - 72h . EEIEAEHE S L VRS AR
RICOWTEZD L TENDBRAERWERZTHD I EAERL, SHEIFEFICS 7O Y A
—DEYPEREICERE Y TTEB LD, BREIFEISMBOEFICOVWTHMMNTHIZ, -
e Uz, SEBRTELEXAZHAILDEFKICH L THHRIL T,

Fho. BEERSTIEPIIRBARRD O —BREAOIRR, S oICEARZIZRETT
EY — 2 E. DARBRELNZBUERALP O BUHHE TC—BL UIThNE I LDEERZHR
BCTEDRNBTH o7, SEDIA—REHKZ, DARICRO T, BEICBYLEYAELIR
L ZOMEAXIET 2101k, K. EREAOT INTORAAIBAT Yy 7T—bENn b
ITETYRCZDORAFEFZIMENH B L LTz, KT7—0> a3y TTEZOFEIMY %
BBZENTED, 22002 —R%ZBLTREARILZBRRHZTENL, £/12. XT7—7
vay TA0SiEBEOEREICBEER > T,



%17 0 B A ERICEMIER AR T 50D —r va v
THEGIRMT & SCIREIE Y — 27 S 3 » 77 2019 : OoARA] STEREEA = — 2 123 T
~FLDEBMD#HAEEBIZ, o o ~

FIT IR « B PR R - AT
B4 kKA Sk

S5~6FIFERNICK ANSLEF VEZITELE, [4EBM OU—Zay 728 LT
WHDETFE, Bisleb kSN, |
e BEBZDEBHFENENID MBS INLIZDD .

ERICEAT 58, HEHEIL. WELHLPLLIAIZHVET, A, EBM WO & [E
R L a AT, BB SADRBEIIHE N THIE, |TRATRES 2T, R/ DD 0
R2EBMNENWT U= ay B ML THDLIEIZLEL

ZLT, DT 21DV —rvay”, ZETIHEAICH B R 1D, ZD% . 5,
64 T—DODT =T NEMATIRDEFR R L Zwt b TOEET, A/ — R F A - =
Al - RFBEFE %2, FNORBUEBERZRZRNODTIATALTch—2, it HE LT
it DOEREBGRE LMD ICIZEILTHINL Y | o THORHVET, ZHNIh—27 THAL
BIEHVETN, TNICEDDIAIZ RN VDTY, ENDEARERRIETHLHRETHD
EMTEET, ZHEMNRDELN L L ! | ZICTETCHLEERILEH I THLLWNE
L7z, EBM EIXB AT O TWHR AT # 2B F 2 A CHIFE Lz T, &0
M AR T FIELME STON, S OR 2R ILA E ORTOBE ICEDIIIT
BRI BROBEERILLOIEE,  ZHUTET Vo o S THRWIK
DHEBEDIETELN L L JO—F TIEWITRY, o o o BERNILSDFATNIOER
L JEBIRENT & SCRATM Y — 2723y 7 2019 O & 7-7-&F L7z,

AT —ay 7 &MU T, SCRAHET5 ECRISAHT DR E RS ST O FE A 512 B 35
FARBYIRRA L M S TN TEEL, SURAHIIZBIL TIXH ORISR L T eoh TL
Tein, RO TRATWZY | BERRAL M BEEL TWED T 52 LI -<7RE | FEFITHDLD
DRI —Tay 7 TLIz,

U= ay 7 CHEO IO BNE OB BT T RS AE KL, SCRGEM O A LA 5
DHEEBIT, TREMER S T, WIRE L THREICIRVALA TOE 72N LRI T, 2 H [H
DI = ayTwf& TTHIENTEEL, HUVNEITEINELT,



7V — MR
BAZ 754 F -5 a—F4 7 R¥E
[ E17E FEH - AHENICEYRELEERT 22007 -2 av 7 2019 LFAE |

B H 2 : 2020/01/25-26
&Y SRR
SN 19 %4 GEGIENT 2 — 29/ 3CkEE =2 — 2:10)

(%]

n=16 (EGIfENT 2 — 28/ SCHRFHili = — X:8, /7 v 7 — P REEHE 2R <)

BEHART 794 F -T2 —TF4 7 R¥%E

I e

m R ISR AM G R
0% 20% 409% 60% 809% 100% = 7= L

[ BEOE (54N tBEo7—2rvay 7ShEE ]

n=16 GEGIFENT 2 — 28 /SCEHE = — 2:8 /7 v 7 — F REEHIFE 2R <)

ot |
£ oo
' K] (7967 50) 3R O )
oot | oo
m0(0)-1(0)
m 1(0)-0(0)
Lot o
m 3(0)-0(0)
10 :
I ¥ m3(2)-1(1)
%g m 3(1)-0(0)
 oesr |
s
S
B .
T oss
K
4 I
o NA

o
—_
[\
w
S



(V=2 ay 7o EICoWT])
— n=16 CiEIfENT 2 — %8,/ ki liz — 28/ 7 v 7 — P RIEHE 2R )
[l e R 1] BLChrihot: midorr mED5 mEEAL

e = — | 2
et = — < | o —
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

> #iH
> 10 A~2 H

n=16 CREFIfENT = — 2:8/ SCHREHAG = — 2:8 /7 v 7 — b AREEHE 2R <)

BEHLHLEHE AW [ RN mEE L

e, |
sy = — | 2 e—

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

7'a 77 Lokl

> 2HM AM/PM
> 12 [FfH

I n=16 GEFIEN 2 — 2.8,/ CHkilio — %:8 /7 v 7 — F RIEHEZER )
EﬁfﬁbﬁFﬁ BeChlnor midor miD95 mEELEL

aEpIfEsT = — 2 | ——
ket = — | —

0% 20% 40% 60% 80% 100%
> DHLELUNITKIKCHREL CHITE TR WTT,
> B
> ZSEOHERRD o 72
> B
. n=16 (EEGIFENT 2 —2:8,/ CHkEkli 2 — 2:8,/ 7 v 7 — F KIBHZE 2K )
NI S 5 SN
Bl o7 D9 milAhw mETh kot
sy =~ |
scika¥iti = — = | s .-
0% 10%  20%  30%  40%  50% 60% 70%  80%  90%  100%

> 5000 HUAT%#HEL 3,
»  5000~6000 M7 b &2 5 ?
> 10000 M
»  6000~10000 9



[ V=2 ay 7%Ao7% o0 L SMEHE ]
1) V—23vay7%MozZonF  (n=16)

T s sz
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

BWebH /4 + mid= 3 m&HE A—=LEE mF o7y mEEkRL

TEHRIR N4
HP, 7HT7 33975747 —7—
Web %4 F ?NS 6 %
4 HP
¥4 HP LHIAD & DARA
WEAEZAE L 72 A
M= 3 FEHEo KA 34
5o L]
EARILE THTIvIrT47—7— (24) 2%
X S T 7R THERPOLDRA—)L 2
A=)
FIv Wilg7wy 7N REDF 7 v 14
&7 L mERL (24) 24

2) Shnshk
@ AEFIENT =2 — 2 (n=8)

e e
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
BHCHHE W7—<iRE "WEEaL "zoft

TEGIENT 2 — ASE

T —ERE T —<IRBICO VT ORI ERINE
H C i H C i

Z DAt HIf[E Sk 2 — =2 e L <

m% 7 L mZ7xL (44)




@ SCHREHEi = — 2 (n=8)

I .

0%

10% 20%

30% 40% 50% 60% 70% 80% 90% 100%

B CirE W7 —<l BERINT Wz ofl

SCRRFHAT =2 — 2 S0

H o

XERZEGD B KD ICR Y IehoTed b

YD RFZHY 2w B om0 Td,

e At —22BiEL 0. HEOEKRICE»T ECHXicowto 7 7
O—F%Lohh bR CHEAnERWE L -,

>V T NATSCHR % B 72

SCHRETA D 72 @ D RHIEk % B 1T D 1 F 72 »

— <R

N

TEER G I IR 23 B o 7=

I

B

\

HEEART O AL, A FAT v 7

Z Dt

—EHE L7200 72720




[ 7—27 3y 7o#BEBENRICONT ]

g [ 77—~ B ORETEHL & EEHESRYAE
n=16 (EFIFRNT 2 — 2:8 / XHkiFli = —2:8 /7 v 7 — F RIEHHE %25 <)
BETHED»o7z mXro7- miD9)

o=~
scugein= |

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
> 1HHIED A LB E D o255 L AICL TRL W T,
DARLEIRETH 572720 0E 0 ARAREN 2 F Z IREEIRSTE 2L 25
> LIV WBHELWAELEWTh Ihodh BunEd,

\4

[ 7 — v BRSO SRYBIRE | B X ORI
2HHDSGDIZ& B E L ?

n=8 (7 v 7 — b RFEHEEZEER)
| &ICALD mECHBITTD
o= |

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

> RILNOHE(FZTHE, L THMMICRI2ATLE, HIHBLIHITInE L,

i THIE & BB OISR | 35 X 0N 13,
2HH®OSGDICELH F L7z ?

n=8 (7 v — M RIBHEZE %)
| BNk C R hyAe) B THBEITILD
oo~ |
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

> FETHATOELD b, 2 HHOAAHEST o RBHIZD LB -7,



[ SFrifdfmErHCOWT ]

FHHIAAERONBFIZ 2B TL 2D ?
n=16 (EFIfENT 2 — %:8 / kil = —2:8 /7 v 7 — F RIEHE&E 2R <)
BETLEDo7 mEdo/z miaD) I mEERL

spaesr= - | T .
skt = — > | 3 o

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
> BREAE% L., ETICHEZETZ &R L Do 72, HEHTHIRI2SKZE,
> HERZW VTV HY, ERKABICLEBNE L, EboTANIE, RELREL 72007k L IZEwn
ES AR
> REu

HATRCATE R O EMEH I 2R3 T L7220 ?
n=16 (FEFIRNT = — 2:8,/ Cikakli = — 2:8,/ 7 v 7 — b KIZHE &)
mEY) m RS E S mEEAR L

.
.,

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

> ENrOLWMVIHA T2 L T, HFELALRS, KCTRMZELZDBPKESL 70T, B3k
HEEIKIM. HEINZREFTDKRELEAS5REESL - - -,

HAEAAERO PHIZIEOBRETWE L7227
n=16 CGEFIEENT 2 — 2.8/ XEkiHli= —2:8 /7 v 7 — F RIEHHE & L)
BT CE Sy iy LT +orELE

o« |
saisrn—

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

SHkFHAT = — 2
> TEHPRRLTEY, CREEBPTLELZ, HLRT TV EEA,




[ 2—xoREIcoVwT ]

2HHDSGDOAE T VB TLZD?
n=16 CEFIfENT = — 2:8,/SCHkFHi 2 — 2:8 /7 v 7 — P RigHHE&E 2R <)

BETCHID»oT Lo 509

oo |
scire= -

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

SCHRETHi = — 2
> LTHTEICH2L VLI L7 Fr—LTHEZ, AP CHYV2L ) T nE L,

2HHDSGD D5 1T 23T L 722 ?
n=16 GEHIEHT 2 — %:8,/ kil = — %:8,/ 7 v 7 — F RIBHEZE 25 L)
B LYY mETHELY mbroErw mH&EARL midrorz

sepmerro - | s S
sk - I

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

HEITE - BRI T 3T L 720 ?
n=16 CEGIfENT = — 2:8,/ (ke 2 — 2:8,/ 7 v 7 — F RIBHE 2R L)

mLThIDroT mLror CESeok)

st = — - | N
sk = — > |

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

ARy T DREEIZ BN TLZH?
n=16 CiEWIfENT 2 — 28,/ k= — 28,/ 7 v 7 — P RIEHEZ R L)
B THEDo/2 mEIbo7zm mEADD

o=~ | S
s>~ | S

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%



HETOBESTIT D3 T L 7227
n=16 CEFIFEIT 2 — %:8 /SCHRFEM = — %:8 /7 v 7 — F RIBHEZF %R )
meThIhros mEror

seoor- - N
scia=— | S

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

I —R KA CHEEBCHBIOEH CTCE oNATLR?
n=16 CEFIENT 2 — 2:8,/ CHkFEli 2 —=:8 /7 v 7r — b RIBHE 2R <)

mLChiEHCcCE I miEHcCE 2 mELLTH AW

sepverr= -« |
=~ |

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
SCHREHil = — X
> [ERETE OBBICEB T 2 IRECEEOEFERICTEPRFINET L, HOVBRL I T nES, £, RKEFHE
ELHENTSMEETCHE W ERBVET,
> R¥EBECICIREMALEVEEZEZTVET,




[ BhEd&EEE )
1) SED7 —2 Y ay FCHECELNZABEDNITBE L EE W,
FEGI Rt 2 — &

>
>

YV V. V V V V

PRI, R (T A7 2 v o KF, 1EBREDIKT) <, EYEREASZT 2 2 L IEHIEE L 7%,

DA D I HEFHA
JilE D SOAP D% z /5"
EYIBNRE DIE R E & BRR O YR I L 7256
HHIW 7 7 o FHif

TAX7 b yv—>CKDEE - + - Bl TWE L7,
EYERE, LA LK

25 ER Y IR 2GR L 72 DT, B -blocker CFI PR D HA M 70 FEH D SV B TE % 5 2 7= HIEMET 257 1<

o7,
DA TN EF DO PK XT X —4%

SCHREFAR =2 — 2

>

> i

>

YV V. V V V V V V

OAROJRAE, FYEHRICBE S 2 A,

XD Method D EHME: & | FRSCHER 2> & FEEROREFNC K L RIS 2 56 DERE .
T—7y—bEMFESLICLD, FRXOFM~DOHAPILE Y, NEOKHE CHKE Z EHBRLH
L7ze IKEHELC. MG Eid T zwn e BuE s,

ORI LT, EBRIC— b & ¢ 5 2 L AHKk 2 22 EE,

IV RRAVMEFRET L0010, FEFIBOFREDSHE

B, ZEEICOWT,

LHERDOHERK, EHANTHWEHNEDIEE 2>+ -+ -

SCHRDHEAR D BT

FHliF =y 7> — DKL b

= —rDF L)

SCRRE BUHIIG R Z L7z BT, BonaEmE Lo X ) IcBFGER S TH LR

2) SEIDY -2 ay TTREUBEE o2 L BINITBHE L ZE W,
JEGIENT 2 — R

vV V V V V V V V V V

SEHENRG I, EYERER E 2 ¢ IRET L2 L oRY)X,

FEIEFNIC, EDXIICHA F T4 VORNRZIGHTEDnE WS Z &,
DA A D I

SEYE) e

PRIBICHN T 2774 F 74 VickD CEYIFREICE T 2 FAFMBE 2 5~ &,
HYBHE S ST o LB CEX E L 72,

7'a 7L L, SOAP O# 2 /7

EYEEEE 2 B L

BRI, RO E 2

AR R

P00 E



> DA D kG

> Bblocker, FIPRAIDERKRIIL HATE., ERE L CHEHE MR

> LATLR—FIEHNE

SCHkEH = —

> LARONRRE, YRGBT 2 A,

> LD Method DEEM: & | FCRER 2 b EEROAEHNIC X L CHHli$ 2 54 o FE .,

> HIToOWT, R, RIETREFRAL VPOV T, Lo BERCHEHE, DB TITnE L,

> fiEbT

> NF—FILE P PEEDLIBUCL LA, SETRICH LAl HBCHSEE X 9ICAh20TIIEES
TwEd,

> 2f

> BAHHE BROMELHE FRION L CREfiZ 1T Y & T A,

> BUHIRRS R o Fi ik

3) SEIDT -2 ay FCHRTCE okl b, IRBHEBERTDZE 0 b BBNITBEXKE TV,

AEBIAEHT =2 — 2
> EPEHREC, FHUETY O AREHLE, HEHRE 2 REEOFAICEZL S 2 L,

>

vV V. V V V

HWYBREN E PR D720, ISR L T S e BARBE LR U T L,
flil % D FEAh & B ICIGH L 7256

HEJE R D o 72,

HYBRE, LA O K

HYBREEEZ 5 L, EYEREIIEEL 3,
ETHTEICTIREWZT20 T, FEICOWTIIERTE L7,

SCHREFT =2 — =

>
>

vV V V V

Weat o amCRH D FR o7

at OEBERFES AR L TEY ., L VEBEZED IR/ LoV EEHL T ELZWEEZTHWET,

L) wE LT,

fig b BEle o> R 75

WUE o A

% HEIUE D [l R

M a2 LR D Z Y PRI D\ T

HYp



4) 2~4 CRREMLTEVZZ L ZIREY ., 5%, MEERNCEILERDELEILTHLoLeWET

2? SOBRFELEBRALAEI Y,

REGIfENT = — R

> BYEHREIC O W THEE LT, ERoEAPLEEZCL IO TELILND X IC, BVKELEZTASZ L,
> HYNBIRZ AT 2 720 I I3FEYBEOMMA R Z KL £ L,

> Stk HA F 74 vicHo L EYEE oW (BE) ko ohz &2 5720, Zokk7—7
Vay TBMOBEEFEDTCOELZVWEEZT T,

DAZED 2B HCHEMAEE Y E L,

DEMEID, Sl 7zwed,

EYNERE RS E RS

I 72 GOAL, R 7 GOAL %% 2 b iR oE Xty bMEDOEREZE X EBM 2 _ 27 F L&
LCHEETRAZIN) ANBEREL T Z L

> 3. MOBRLEFIETLZI N,

YV V V VY

SCHREHi = — X

> Xk 121 28HliL Ttz &

> Lo LGToRBAEE L, XV EFREZED, MO ERE L TChELZWEEZ TV T,
> fEfroh g, BR, BHWZ VB2 TMELawvwe, &2 0V ELATL .,
>
>

SAHEHE . PRIMEE D 22 % G % 2 72 % o R R
EELas o S\ C S T

5) K7 =22 ay P TCE5HBLIATOIbVWEWZ E, KTV —2 v ay FE3AELECELTBROEIC

ToN7zZeBHVELEDL, TERESBEELIEI Y,

SEBIIRENT = — X

> AR, mE, RILOMERD Y 23L 5 T nE Lz, REDHHELAICLTVWET,

> Efl 2 — R - G T — ASINFE L, HEES] - FCe T d TE (HZETRETH) LTnkzZopn
TwvwociEhwnrBuEd,

> ZUHTRRVWFEVCHBHERDZO, 772707 =22 a2y 7ORVEHZEBWET, fho¥a b Tk
CiEH LRV T,

SCHEREFHl = — R

> HILBRROERTHPLoTD LW TT,

> BRI CTOREZ TR ALELRETHCo T AFTIEL vt BunE T,
> BRHIY SO THEL TR LW




