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DM+HF+CKD 3-4, N = 4072

DM+HF® N = 7980
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HF, ne CKD 3-4,° N = 9653
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Murray Epstein et al. Am J Manag Care. 2015 Sep,21(11 Suppl):S212-20
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SGLT2REZREDNZ17)L(DKD)

Primary or Secondary

Trial Year Published Treatment (s) End-Point

Composite Kidney Outcome Hazard Ratio (95% CI)

Doubling of serum creatinine, initiation of
EMPA-REG OUTCOME [24] 2015 Empagliflozin vs. placebo Secondary kidney replacement therapy or death from 0.54 (0.40-0.75)
renal disease

Sustained 40% reduction in eGFR, need for
CANVAS [25] 2017 Canagliflozin vs. placebo Secondary kidney replacement therapy, or death from 0.6 (0.47-0.77)
renal cause

End-stage kidney disease, doubling of the
CREDENCE [26] 2019 Canagliflozin vs. placebo Primary serum creatinine level, or death from renal or 0.70 (0.59-0.82)
cardiovascular causes

Sustained >40% reduction in eGFR to
DECLARE-TIMI [27] 2019 Dapagliflozin vs. placebo Secondary <60 mL/min/1.73 m?, new end-stage kidney 0.53 (0.43-0.66)

disease or death from renal cause

Sustained >50% reduction in eGFR, end-stage
DAPA-CKD [28] 2020 Dapagliflozin vs. placebo Primary kidney disease, or death from renal or 0.61 (0.51-0.72)
cardiovascular cause

Sustained =40% reduction in eGFR, chronic
EMPEROR-Reduced [29] 2020 Empagliflozin vs. placebo Secondary dialysis, renal transplant or sustained 0.50 (0.32-0.77)
eGFR < 10-15 mL/min/1.73 m?

End-stage kidney disease, a sustained reduction
EMPA-KIDNEY 2022 Empagliflozin vs. placebo Primary in eGFR to <10 mL/min/1.73 m?, renal death, Ongoing
or a sustained decline of >40% in eGFR

Sawaf H, et al. J. Clin. Med. 11, 378, 2022
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DAPA-CKD vs EMPA-Kidney

DAPA-CKD EMPA-Kidney

eGFR 25~75 +UACR 200~5,000mg D E& eGFR 20~45 or eGFR 45~90 +UACR200mglA £ D EH
A INT1)T0OT 10mgBE(215200) vs TS EREE(215261)  IT/NT1)T0OT 2 10mg(330441) vs TS5 MEF(330545)

FEIMHIEE :eGFR D 50%LL_EDIK T DR, REBAR FEMIBER  Blgm DEIT GREERL, eGFR10 KHADIET,
2 (ESKD), Blg Xz O MERNRERDIFETDES baselin eGFR 40%LL_F KT, BEABEROEEOVINH), £=lE
DIMERECLDETDES

A Primary Composite Outcome 30+
24+ :
Hazard ratio, 0.61 (95% Cl, 0.51-0.72) Placabo
1004 50 P<0.001
100+
90+ 16- Placebo & 20
{80+ ;o]
= - w i
§ 70 12 r 82
2 50
2 604 7 o = 10 p
2 ool 4 Dapagliflozin .E 60 /Empaglifiozin
.g 404 o s =]
la T T T T T T T 1 ‘06 404 - -
= 304 0 4 8 12 16 20 24 28 32 o | T T T 1
£ % 30- 0 05 10 15 20 25 e
S 204 = Placebo
% 8 207 Hazard ratio, 0.72 (95% Cl, 0.64-0.82) :
= $ 104 p<0001 , il
0 | | : : : : ; | 0 R ) - Empagliflozin
B T T T T 1
0 4 8 12 16 20 24 28 32 0 05 1.0 15 2.0 25
Months since Randomization Years of Follow-up
No. at Risk No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270 Placebo 3305 3250 3129 2243 1496 592
Dapaglifiozin 2152 2001 1955 1898 1841 1701 1288 831 309 Empaglifiozin 3304 3252 3163 2275 1538 624




DAPA-CKD vs EMPA-Kidney

DAPA-CKD

Zﬂ*ﬁﬁﬁ % L) 2906A Subgroup Dapagliflozin Placebo Hazard Ratio (95% Cl)
N no. of participants/total no.
&b 1 398A Type 2 diabetes .

(32.4%) Yes 152/1455 229/1451 —— 0.64 (0.52-0.79)
No 45/697 83/701 —_— 0.50 (0.35-0.72)
T T T T T T 1T1¢ 1
0.1 0.5 1.0 2.0
< —
Dapagliflozin Better Placebo Better

EMPA-Kidney

Hazard Ratio for Progression of Kidney Disease

*%,7?3’% 5 (') 3 O4OA Subgroup Empagliflozin Placebo or Death from Cardiovascular Causes (95% Cl)

no. of patients with event /total no.

1 ﬂ 68A Diabetes mellitus ‘ ‘

Present 218/1525  306/1515 ——
ZEE 2936A Absent 214/1779  252/1790 —il—

tﬂtb 3569A 0.5 1.0 1.5 2.0
(54.0%) Empagliflozin Better Placebo Better

0.64 (0.54-0.77)
0.82 (0.68-0.99)

IEREFRRMEIEE BT 2D RAICEIRDHY PRBREITE N



TR EBEDCKD stage

CREDENCE DAPA-CKD EMPA-kidney EMPA-kidney plus
(Canagliflozin) (Dapagliflozin) (Empagliflozin) EMPA-REG
eGFR 20-45; (Empagliflozin)
eGFR 30-90 AND UACR >300 eGFR 25-75 AND UACR >200 OR 45-90 AND >200
Albuminuria Albuminuria Albuminuria Albuminuria
Categories Categories Categories Categories
(mg/g) (mglg) (mgig) (mg/g)
A1 A2 A3 Al A2 A3 A1 A2 A3 Al A2 A3
<30 :g; >300 <30 ;g; >300 <30 :g; >300
G1 G1 >90 G1 G1
G2 G2 60-89 G2 G2
8 8 8E 3
5© | G3a 52| G3a | 45-59 51| Gl 52| G3a
it gt gt gt
o % G3b o % G3b | 30-44 o % G3b o % G3b
GE GE GE GE
G4 G4 15-29 G4 G4
G5 G5 <15 G5 G5

Beatriz Fernandez-Fernandez et al, Clin Kidney J. 2023 Jun 16;16(8):1187-1198



DAPA-CKD vs EMPA-Kidney
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Outcomes in the placebo arm
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DAPA-CKDIZHEERFEE . DNBEREB I X IVDEVEE
NE<EENTNS
EMPA-KIDNEY(ZIEMEFRIREBE N Z L)

FE/z. CKDDEEDE R VBEDEEZEDEIGHZ )
(KDIGO risk very high DAPA 54% EMPA 74%)

DAPA-CKD& EMPA-KIDNEYDE =T ER S

Beatriz Fernandez-Fernandez et al, Clin Kidney J. 2023 Jun 16;16(8):1187-1198
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eGFR (ml/min/1.72m?)

SGLTFHE®R vs {thDIMMIERETE (JAPAN)

HAD21 KRR D2BMERR CCKDD H D EE
Y& 18m Ll E FRME(1+)LLE ©ULIE eGFR60FE

eGFRHERS \ TR
eGFR FERTFIZILRE
3= SGLT2i -0.47 (95%Cl -0.63~-0.31)

| FOMEBESR  -1.22 95%Cl -1.41~-1.03)
éW J?EEIH) FIKEEE( ) RASS(+) RASS( )
l 7 n n
i SGLT2i o o 09
1) E o054 A7 £ 054 L F
oy \ { .EE( ('E 1.0 4 I Q E 1.0+
24 '\ Ty ‘ \/N—+/+\+—l | E E 1.5 E E 1.5
' . \+ @ £ 204 ® £ 20
> \ v e, U E s
SRR = & £ 2
-4 4 %0)1@;0)%:1%’7?% 3.0 3.0
~——a—— SGLT2 inhibitors
——e—— Other diabetes drugs Difference 0.75 0.65 0.80 Difference 0.99 0.51
2 il T T T T T T (95% C1) (0.51, 1.00) (0.13,1.16) (0.52,1.07) (95% C1) (0.63, 1.35) (0.18. 0.85)
-12 -6 -3 0 3 6 12 I8
p-value p<0.001 p=0.014 p<0.001] p-value p<0.001 p=0.003

Time since index date (months)
Number at nsk
ors 438 480 i89 697 431 490 375 261
Igs 302 188 321 548 361 382 280 170
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Finerenone

Spironolactone Eplerenone
Ae0/202 7L/ Ja4xRb/ 2 Tt/

SR Flat (steroidal) Flat (steroidal) Bulky (non-steroidal)
MRADFEE v vre
MRADZEIRE + ++ 4t -
AR EIR A DIRE + + _
pege| N ++ (+) - -
S e >20 h** 4-6 h** 2-3h* 30h
S - : : +
R ELhEE rh + . .

Ulrich Kintscher et al. Br J Pharmacol. 2022 Jul;179(13):3220-3234
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SUMO : small ubiquitin-like modifier, CKD : chronic kidney disease, EGF : epidermal growth factor

Shibata H, Itoh H, Mineralocorticoid receptor-associated hypertension and its organ damage: clinical relevance for resistant hypertension, Am J Hypertens. 2012;25(5):514-523, doi:10.1038/ajh.2011.245.
Translated and reproduced by permission of Oxford University Press. Translation Disclaimer: OUP is not responsible or in any way liable for the accuracy of the translation. The Licensee is solely responsible for the translation in this

publication/reprint.



MRISIMEE(T1 R/ DBIREMNRE FIDELIO-DKD

CKDZ D 2BUMERIREE 5,674 T4 XL/ RS ETSUREIC1IIT Y LML
I #p65.6i%, HbA1c 7.7%, HEFRIRTEREAR16.65F, eGFR 44.3, UACR852mg/gCr

—RIVRIRADE

KREABTE(ENEA - BIZHE - eGFR<15)
baseline eGFRD40% LA EDEFHEHUE T FRAA7Z IV T Z2/gCr
BlgSENES

1.4+

1004 40— Hazard ratio, 0.82 (95% Cl, 0.73-0.93) 1.2

o
=
E 0 — W
3 DATAIN
90+ P=0.001 - N o
5 304 TR g 104
R 804 g os-
(] = :
g /0 20+ - g 0.6
< 60 e A TA4RLS Y
S o
£ 50— 10+ % 049" Geometric mean albumin-to-creatinine ratio at baseline:
) 2] Finerenone, 798.79 (geometric SD, 2.65)
2> 40 @ 024  Placebo, 814.73 (geometric SD, 2.67)
— ]
) 3
= 304 0.0 T T T T T T T T 1
£ 20 0 4 8 12 16 20 24 28 32 36
= -
v Months since Randomization
10+ No. of Patients
0 Finerenone 2831 2725 2582 1841 856
Placebo 2840 2726 2598 1825 834

0 6 12 18 24 30 36 42 48
Mean Change

Months to First Event from Baseline
(percent)
No. at Risk Finerenone Ref. -34.7 -41.3 -39.9 -29.3
Placebo Ref. -4.7 -3.0 -2.0 4.1

Placebo 2841 2724 2586 2379 1758 1248 792 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 83
N Engl J Med 2020;383:2219-2229



FIDELIO-DKD & FIGARO-DKD

@9] FIDELIO-DKD [®) FIGARO-DKD

i x% ¥ (ZStage 3-4HADCKD J F(ZStage 1-2HADCKD
—R // '- CKDETT 18% ¥ <\ DB BEE 13% ¥
TONNL (HR 0.82 ; 95% Cl 0.73-0.93) (HR 0.87 ; 95% Cl 0.76-0.98)

—R <\ DIMEE. BER 14% 9 @ CKDETT 13% ¥
TINAL Z& (HR 0.86 ; 95% Cl 0.75- 099) (HR 0.87 ; 95% Cl 0.76-1.01)

-




GFR categories

FIDELIO-DKD& FIGARO-DKD X EE DCKD stage

Albuminuria categories

(mg/g)
A1 A2 A3
Normal-mildly =~ Moderately Severely
increased increased increased
<30 30-299 =300
G1 Normal or high 290
G2 Mildly decreased 60-89 RIGARSDKD > %ﬁéﬁg$ FI'
= Mildly to FIDELITY
£ G3a 45-59
e moderately decreased r sy ‘
M verlapping
= Moderately to 0ias Population fEDECIOI DR
E ) A Y
% severely decreased 140001§|J,L/LJ:
" G4 Severely decreased 15-29 TEEHFEL\%DZT_“JO)
MEPRIREHCKDERE

G5 Kidney failure <15




FIDELITY (FIDELIO-DKD+FIGARO-DKD# S BR4T)

2RMBERIREHMDCKDESE eGFR225, K£4.8mEg/L. RATMAEDRASSRIFEHIZ HH
T4k /B 65196, TSthEE 65074l

DMET7 I LA

BEX
Ly b =7 L o,
IDMEFE. FEERFEME D ERTEEE R L . eGFRS7%LLEDIETF o)
SEEELE AT, DR A =il ol 2370 ¥
ZERELTF
1007 259 MHazard ratio 0.86 (95% CI 0.78-0.95) 1007 259 MHazard ratio 0,77 (95% CI 0.67-0.88)
00] 9] P=00018 904 20 P=00002
80 154 FspR £ 804 15,
8 70 10 7_;.._-_—_;‘1_--"/ 8 70+ 10 705'&7'_\ ;
c P ~ )
% 60 " SR Ja4xRL/ § 60 4 e
1 = 5 g ~
Pl ‘L~ 20| I T oemy
§w~ 0 6 12 18 24 30 36 42 48 §4o< O 6 12 18 24 30 36 42 48
10+ ‘ = - 104
O —’v‘"" T T \2 T v " 0 2 ?dt-’—.r e T - Y T )
0 6 12 18 24 3 36 42 48 0 6 12 18 24 30 3 42 48
No. at risk Time to first event (months) Time to first event (months)
Placebo 7 184 4147 2969 2135 1082 ::"M BS07 6202 €07Y 5835 4949 29X 2798 1968 062
m:ﬁo g 3;023 203: ::?: ¢;;: W06S  NET 1087 e ' s 7

Finerenone 8510 €29 6107 5848 %027 73 2815 04 9%

Rajiv Agarwal et al, European Heart Journal,2022; 43(6),474—484
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and efficiency
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HORA—I\N—AER

18k ED46 NICEH
UACR100-3500, eGFR 30-90
ACEi,ARBZ% ## 5 N AR

SGLT2i E
@
MRA E
(@ )

S INI) T 10mg
4,8/ NAR

LB R

T/ 50mg
4BERE PR

HEE R

SINJ1) T 10mg
T/~ 50mg
48R RAR

&2

UACR
L%
(%)

20
-40 -

60 -

FINJ)oady

20 +
0 -

FIN7)oaI>
IJLb /2 +
IJLb /2

-80

eGFRZA(L |
(mg/ml/1.73m?)
-10 H
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0.5
0.4 —
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(mmol/L) 71 /4} .... } ................................................................ FA."

-0.1 A
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Michele Provenzano et al. ] Am Soc Nephrol. 2022 Aug,;33(8):1569-1580.



| SGLT2MIEEE+MRADHHAMRERIE (FHEL(TH)

...........
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Background empogliflozin con reduce kidney dual therapy with finerenone ond empoglifiozinis
cardiovoscular events in people with CKD and T2D.  superior 1o either agent alone in reducing ofbuminuria.

Participants Treatment arms Primary outcomes

- * 807 porticipants | Finerenone + Empoglifiozin ] Wnd\oogﬂ.i P

i:gscms e ”(IOorZOmgod] 110 ma od) UACIhomboalmq

‘o 180 days in:

269
* 2 18 yean R m Finerenone + Placebo
* 12D, CKD sioge 2-3 —& ” Dual therapy
/ : 230":’9: m ‘WS\—' {10 or 20 mg od) vs.

269
< 5000 ma/g = ' Finerenone
' “ Empogliflozin +  Placebo

«TID ga— (10 mq od) * Duel thera
 Serve K" > 4.8 mmol/t 29 0" g
S Tecument wit - p Empogliflozin

SGUT1/2ior MRA 0 Tractment peciod [doys) 180

Conclusi ‘Should on additive effect be shown, early and efficient intervention with dual finerenone and SGLT2i

therapy could slow disease progression and provide long-term benefits for people with CKD and T20.
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GLP- 1SRRI (BT ILTFR)DBRENER FLOWERER

Wk BHEEEE T 24D 28UERBEE (eGFR 50-75 UACR 300-5000 £ U<IZ eGFR 25-50 UACR 100-5000)
YT ILTFR1mg BDIRS

FEFMEEE BERIBAINRUL
FEIBLRL (BT E AN, BHE. eGFR15LLITAKT). basaline eGFRDMS50%IE T B« i(MERE(IC L DT

A First Major Kidney Disease Event D Total eGFR Slo
pe
L 359 Hazard ratio, 0.76 (95% Cl, 0.66-0.88 43 eGFROEF/&F  FEZE 1.16
- 3 o oo Urio (ol BRRSGER) 1& Y IILFR 219 vs TSR -3.36
0 %0 254 ' 46;
f - ol 20_ 70_'t—|_“ &
i j 71\ E RN} R
S 701 15 X . M 44 Y IIVFR
.g 60— 104 t??)b?l\ -
o 5+ E a2
(o] 504 0 - £ o—_E_I_\\
T T T T T T T T -~
& 40 0 6 12 18 24 30 36 42 48 T 40- Eal
&’Tv 20 ? Difference in annual slope, 1.16 ml/min/1.73 m?/yr
10 36|  (95%C1,0.86-147)
Z P<0.001
0 T T T T T T T T 0 T T T T T
0 6 12 18 24 30 36 42 48 0 12 52 104 156 208
Months since Randomization Weeks since Randomization
No. at Risk No. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1048 660 354 Placebo 17661663 15731609 1490 1441 1284 876 609 199

Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392 Semaglutide 17661665 15901606 1521 1468 1345 952 651 218
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Subgroup Semaglutide Placebo Hazard Ratio (95% Cl)
no. of participants with event/no. of participants in analysis
Estimated GFR
260 ml/min/1.73 m? 41/366 59/353 o i
245 to <60 ml/min/1.73 m2 80/515 103/540 ——
230 to <45 ml/min/1.73 m?2 137/667 181/691 ——i !
<30 ml/min/1.73 m?2 73/218 67/182 ———
Urinary albumin-to-creatinine ratio .
<300 55/561 62/552 ———
=300 276/1205 348/1214 ——
SGLT2 inhibitor use E
No 290/1490 372/1493 —o— |
Yes 41277 38/273 | -9
0.|25 0.|50 1.60 l
Semaglutide Better Placebo Better

0.64 (0.43-0.96)
0.78 (0.58-1.04)
0.74 (0.59-0.92)
0.81 (0.58-1.13)

0.86 (0.60-1.23)
0.74 (0.63-0.87)

0.73 (0.63-0.85)
1.07 (0.69-1.67)




SGLT2i. GLP-1RA. MRAD{H

TIVIT I URZHD 2BIMERIRICHR & U X T #EMT

/1l

(CANVAS,CREDENCE,FIDELIO-DKD,FIGARO-DKD,8{E D GLP-1RAMD study)

RASSZHEHIIL A

BTAEET crDER B2 FREABT2ICKDET

,0.77)
,1.02)
,0.88)
,0.83)
,0.70)
,0.61)
, 0.56)

, 0.96)
,0.94)
,1.00)
,0.90)
,0.86)
,0.90)
,0.80)

Outcome HR (95% CI)
CKD progression
SGLT2i —i— 0.63 (0.53
GLP-1 RA — 0.86 (0.72
ns-MRA == 0.77 (0.67
GLP-1 RA + ns-MRA —— 0.66 (0.53
SGLT2i + GLP-1 RA —— 0.54 (0.42
SGLT2i + ns-MRA —— 0.49 (0.38
SGLT2i + GLP-1 RA + ns-MRA —— 0.42 (0.31
All-cause mortality
SGLT2i —— 0.85 (0.75
GLP-1 RA - 0.88 (0.82
ns-MRA — 0.89 (0.79
GLP-1 RA + ns-MRA —— 0.78 (0.68
SGLT2i + GLP-1 RA —— 0.75 (0.65
SGLT2i + ns-MRA —i— 0.76 (0.64
SGLT2i + GLP-1 RA + ns-MRA —— 0.67 (0.55
[ I I 1
0.25 0.5 075 1 1.25

Favors combination therapy

Favors conventional care

S50 EN—R T D EUIEBAREEITDEAND MR

>

Kidney event-free survival (%)

1007

807

601

401

201,

______

WD

Projected mean event-free survival
Combination therapy: 24.9 years (23.4-26.1)
Conventional care: 19.4 years (17.5-20.8)

Difference: 5.5 years (4.0-6.7)

50 55 60 75 80 75 80

G

Brendon L Neuen et al. Circulation. 2024 Feb 6,;149(6):450-462



EFHXNZX L

[ 11
LT

AZRFE (4Pillars) DigzsRE DIRRES
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Sandra C et al, Diabetes Care 2023;46(9):1574-1586
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Systolic Blood Pressure (mm Hg)

>

1354

130+

125 -

R#mEHA I

-2.1
Control diet ’Qﬁ)t
59 i § -a6
(~8.0to ~3.7)# } F N\_(~6.9t0 ~3.2)4
: ~5.0 :

' {-7.61t0 25)3

DASH diet |\ -2.2

-13
(-2.61t0 0.0)"

gl -4.410 -0.1)* @

Y

7

{-3.0to ~0.4)¢

120

High Intermediate
Sodium Level

1
Low

Diastolic Blood Pressure {(mm Hg)

HiafRER MM+

854
-1.1
Control diet Q(—1'9 to. 0.2
-29 \ —2.4
(-4.3t0 —1. 5)¢ 9 ’ (—3.3t0 —1.5)%
' {~4.1to —0.8)1 ; ks
80"‘ DASH dlet \' ( 25 t.o 0‘4)
-08 \i
{(-1.5t00.2) _am
{(—=1.9tc ~0.1)t
8.7g9/H 5.99/H 2.99/H
75 T T 1
High Intermediate Low

Sodium Intake

NEJM 2001 Jan 4,344(1):3-10
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OBRERERZHRICEKRT D55

XKz RE]d SAEB]
-GFR 30-45 mi/min/1.73m?

¢

FE~Wa7 IV I URTEL

_-GFR 30 ml/min/1.73m2kg%

OEERBEZERURVES
ERHEEE 1.3 g/kg/day =i

A7 IV T I URZHE I DEH
THHICE KRR T SIER!
GEIfTDHEZ GFR 3-5mi/min/1.73m2/5FLLE)

BIEICX U CIREHERD

BREDIEFTIRIFZUL

EHEN=E
0.6~0.8 g/kg/day

*AELBIEAE

k TRV —1BENE(F30-35keal/BW/day 2 FE(R

S E - TIVINZ7 - TL1IVEULIEZED RO D H D EEH
D75m Ll EDOEERE TR EULTY /N O BERE (HE 5!
CEQE@“%?T %Bﬁjéiﬁ'&l;o Sg/kg/dayE—F@btil/\

*{RE (X BIZERE
X FIVIRZT - TLAIVEULIEZFD I RO D HBIERIT
GFRZ60mi/min/1.73m2 CHTLL, 1.5g/kg/dayk CTHA

HERPEE DARERFISE HEHRIR63(3):91-109,2020
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MERREHEIMED R

SBERMRIME 130/80 mmHg LA E
\ 4
EEEEDEIE - MEERE R CBEFEEAEZRIAT S
1) IMME140/90mmHgLl Lt EEEREEIAT D
2) [MHE130-139/80-89mmHg:EGFEEDEIE CRENRAH DIZRF. EGERICLIEEZ17H
ZHBZ TR\ V\EEF T+, ME130/80mmHglL L7325 | BRERBYIC [(FEINERE & HIRT UBRE R % BIRT S

v
HY WE7IIV T I URERIFERER 20
ARBZE /= ZACERHESR ARBZE7z[FACERBEZE, CatFinZ., FIRE

- R —

I

REFIE] € ———ly ) F|| % {3
BT+
v
3%I% (s ARBE Tz IFACERRE SR, Catndk, FIREE
v

SBEBIZE 130/80 mmHg K



FEEREEEOMMESEE ACCORD-BP

Y& UOIME ) R OEHDA0mRLLLE SBP 130~180mmHg. HbA1c27.5% 2BUEERIFEE 4733A
sR{LEOERF SBP<120 mmHg #1REEFEEF SBP<140mmHg

1.0+ 1.0+
t 0.8+ £ 0.8
Q Q
g & EE LR
< 06— = 0.6+ AR bEOREE = 4
= = "____L,—J—
3 2 0.0+ l T
| — c
S 04- S 04 0 3 4 7 8
£ %7 p=020 £ " p=003
2 -4
° )
a 0.2 a 024
0.0 T 1 1 S —— 177 7| T
0 1 2 3 4 5 6 7 8
EzHARE () ERZHARE (5F)
No. at Risk No. at Risk
Intensive 2362 2273 2182 2117 1770 1080 298 175 80 Intensive 2362 2291 2223 2174 1841 1128 313 186 88
Standard 2371 2274 2196 2120 1793 1127 358 195 108 Standard 2371 2287 2235 2186 1879 1196 382 215 114

MNEARY MNEZFHEEE) FEERFE AR ZE (BIREHEIRR )
DIMESE  DEEE NEE

N EnglJ Med 2010; 362:1575-1585



BIE1HRIC YT 9 B R EALER

FINIR. WET IV VRDIRVHERREE TR
RASSREFEFIEMMDEERIC KD AR VNFRAEIC DL TDXYEEMT

No of events/total
;E:/H\H EI%;F% RAS Control Relative risk Weight Relative risk
RAS VS Ca*ﬁ?ﬁ% RAS blockers v calcium channel blockers blogkers (95%C1) (%) (95% Cl)
ALLHAT (diabetes mellitus) 105/3510 126/3597 —.l- 29.45 0.85 (0.66t0 1.11)
ALLHAT (impaired fasting glucose) 10/407 3/364 3.44  2.98(0.82t010.83)
IDNT 82/579 104/567 —H 27.29  0.77 (0.58t0 1.03)
D+L Subtotal: P=0.132, 1°=50.5% - 60.18 0.88 (0.64t0 1.21)
|-V Subtotal > 0.84 (0.69t0 1.02)
RAS VS *IJ ,7?’7_%5 RAS blockers v diuretics
ALLHAT (diabetes mellitus) 105/3510 156/5994 - 30.29  1.15(0.90t0 1.47)
ALLHAT (impaired fasting glucose) 10/407 9/628 B 6.51 1.71 (0.70t0 4.22)
D+L Subtotal: P=0.401, 1°=0% o 36.80 1.18 (0.93 to 1.50)
|-V Subtotal o 1.18 (0.93 to 1.50)

RAS vs Bj“D vY j] — RAS blockers v B blockers

UKPDS 39 4/400 4/358 3.01 0.90 (0.22t0 3.58)
D+L Subtotal: Not applicable i 3.01 0.90 (0.22t0 3.58)
[-V Subtotal . 0.90 (0.22t0 3.58)

1

D+L Overall: P=0.089, I°=47.7% 100.00 0.99 (0.78t0 1.28)

|-V Overall 0.96 (0.83t0 1.11)
0.1 10
Favours Favours
RAS blockers control

BIE THADHERIA R E ICRASSRIEFEEAIZ £ U TE BT E THIHE DIRMILTRL

Sripal Bangalore et al. BMJ. 2016 Feb 11:352:i438.



é%t No of events/total ] E’\ a\é No of events/total

RAS Control Relative risk Weight Relative risk RAS Control Relative risk Weight Relative risk

RAS blockers v calcium channel blockers Blackets Ga%A o) PRl RAS blockers v calcium channel blockers blockers (G5% ). ) BE%Ll)
ABCD (hypertensive) 14/235 18/235 0.77  0.78 (0.39t0 1.56) ABCD (hypertensive) 10/235 8/235 3.08  1.25(0.49t03.17)
ABCD (normotensive) 19/181 19/173 0.93  0.96(0.51t01.81) ABCD (normotensive) 12/181 11/173 3.86 1.04 (0.46 t0 2.36)
ALLHAT (diabetes mellitus) 674/3510 683/3597 33.04  1.01(0.91t01.13) ALLHAT (diabetes mellitus) 365/3510  468/3597 = 24.70  0.80(0.70t00.92)
ALLHAT (impaired fasting glucos) 58/407 55/364 2.75  0.94(0.651t01.36) ALLHAT (impaired fasting glucose) 27/407 37/364 —— 8.56 0.65 (0.40 t0 1.07)
BENEDICT 3/301 2/303 0.12  1.51(0.25t0 9.04) IDNT 58/579 86/567 - 14.00  0.66 (0.47 t00.92)
CASE-J 40/586 49/609 —I-l— 2.15  0.85(0.56t01.29) J-MIND 0/208 1/228 0.29 0.37 (0.02t0 8.97)
FACET 4/189 5/191 ——a 022 0.81(0.22t03.01) JMIC-B 5/173 8/199 _ 221 0.72(0.24t02.20)
Fogari et al 3/103 4/102 — 0.17  0.74(0.17t03.32) STOP-2 22/235 24231 — 6.83  0.90 (0.51t01.61)
IDNT 87/579  83/567 - 414 1.03(0.76101.39) D+L Subtotal: P=0.833, 1>=0% “ 63.54  0.78(0.70100.88)
JMIC-B 5/173 2/199 —t——=——  0.14 2.88(0.561014.82) 1V Subtotal > 0.78 (0.70 10 0.88)
MITEC 0/100 0/109 0.02  1.09 (0.02 to 54.93) RAS blockers v diuretics
NAGOYAHEART 22l575 16575 e 0.90°  1.38(0.72102.62) ALLHAT (diabetes mellitus) 365/3510  581/5994 2503 1.07(0.94t01.22)
STOP-2 N 56/235 50/231 2.57 1.10 0.75t0 1.61) ALLHAT (impaired fasting glucose) 27/407 29/628 7.91 1.44(0.85102.43)

DeLsubtotal:P=0.973,*=0% 47,91 1.01:0:9210:1:10) D+L Subtotal: P=0.289, 1>=10.9% 3295  1.11(0.93t01.32)

|-V Subtotal o 1.01 (0.92t0 1.10) [V Siibtotal 1.09 (0.96 to 1.24)

RAS blocke‘rs leumlc? RAS blockers v B blockers
ALLHAT (diabetes mellitus) 674/3510 1145/5994 41.33  1.01 (0.91t01.11) UKPDS 39 12/400 9/358 3.51 1.19 (0.50 to 2.83)
ALLHAT (impaired fasting glucose) 58/407 107/628 3.66 0.84(0.61t01.15) .

D+L Subtotal: Not applicable 3.51 1.19 (0.50t0 2.83)
NESTOR 1/286 2/283 0.06  0.50 (0.05 t0 5.46)
s I-V Subtotal 1.19 (0.50 t0 2.83)

D+L Subtotal: P=0.475, 1>=0% 45.05  0.99 (0.90 to 1.08)

I-V Subtotal 0.99 (0.90 to 1.08) .

RAS blecksre v B blockiors D+L Overall: P=0.039, I>=47.7% 100.00  0.90 (0.76 to0 1.07)
LIFE (diabetes mellitus) 63/586  104/609 - 382 0.63(0.46100.86) LV:Overall 0:92:(0-8410:1.00)
UKPDS 39 75/400 59/358 3.22  1.14(0.81t0 1.60) 0.1 1 10

D+L Subtotal: P=0.012, 1?=84.1% 7.04  0.84(0.47 t0 1.51) Favours Favours

I-V Subtotal 0.83 (0.66 t0 1.04) RAS blockers control

et T s IDTZICEWVWTDHFENHDEDD, ALLIHATHER
1 . ICEESTINTHY ., TORBRIIBEERINTLD

Favours Favours
RAS blockers control

RASSHRIEERILZDMEEERIC LEE U, FET . (DIMESE. (OAATESE, PoIVE. MEBEM. MEE.
BTE CHERRZELSRDT

Sripal Bangalore et al. BMJ. 2016 Feb 11:352:i438.
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Steno-2 Study
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