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Table 2. Multiple linear regression analysis of progression promoters in type 1 diabetic patients suffering from diabetic nephropathy

Variable Slope (95% CI) P value

Dependent variable
Rate of decline in GFR mL/minlyear

Independent variables
Mean arterial blood pressure per 10 mmHg M= 118 (0.59-1.77) <0.001
Albuminuria log,, 77 /V7 < VIR 2.04 (1.07-3.01) <0.001
Hemoglobin Ay, % HbAlc 0.73 (0.36-1.10) <(.001
Serum cholesterol mmollL 2L X7 A —JL 066 (0.27-1.03) 0.001

R*adj.: 0.29
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Predictor Adjusted OR (95% Cl) P

Age, yr 1.01 (0.99-1.03) 0.172

Sex, male 1.12 (0.78-1.59) 0.537

Smoking

Ex-smoker 1.05 (0.67-1.63) 0.837
[ Current smoker 1.81 (1.17-2.8) 0.007 | REDOHELE
BMI 1.00 (0.96-1.04) 0.938
[HbATC level 1.25 (1.16-1.35) 199 x 10°] HbAlc

DL _cholestero 0.72 (06-085) 205 < 10 '] LDL-C
B
= £

ensory neuropat 83 (1.32-253) 200 x 10 ] REKRREHERES
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A Intervention Control RR of end-stage renal disease RR (95% Cl)

n/N n/N ACE inhibitors or ARBs vs other active interventions
All studies (n=13) 304/11065 525/26024 + 0.87(0:75-0-99)
Studies with less than 500 patients (n=9) 45/596 63/579 B

RAZRBEREIIEKIFBEREAD
Studies with 500 or more patients (n=3) 133/1415 140/1142 — B ﬁ@ U =z 7 % 139% j:ﬂ] f_ﬁl ’g‘ %

ALLHAT?7 126/9054 322/24303 . 1-05 (0-86-1-29)
Studies only including patients without diabetes (n=8) 130/6584 203/15958 - 0-80(0-59-1-08)
Studies only including patients with diabetes (n=4) 160/4426 305/10011 4_ 0-89(0-74-1-07)
[ ]
0.5 1.0 1.5
Favours ACE inhibitors or ARBs Favours other

active interventions
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Doubling of serum creatinine Network odds ratio (95% Cl)

Endothelin inhibitor | 032(0-11-0-91)
ACE inhibitor —— 071(055-093)
ARB + 075(0-64-088)
ACE inhibitor+ARB i 076(0:33-174)
Calcium-channel blocker - 116(0-91-1-49)
Renin inhibitor —- 240(177-326)
B blocker i P 464(094-230)

| 1

01 1 10

+“— —>
More frequent creatinine More frequent creatinine
rise with placebo rise with active drug

ACEl., ARBTEEIZH L

BEITEA
End-stage kidney disease Network odds ratio (95% CI)
| ACEinhibitor+ARB B 062(043-090) |
ACE inhibitor —— 071(0:51-101)
Endothelin inhibitor —— 0-71(0-44-114)
It - 077(06509)) |
Calcium-channel blocker 4+ 1.04(0-79-138)
Renininhibitor a1 e 1:21(085-170)
| |
0:01 1 10
“— —
Fewer patients having More patients having
end-stage kidney disease end-stage kidney disease
with active drug with active drug

ACEI+ARB, ARBTEEIZA 75
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ESRD Odds Ratio (95% CI)
Compared with Placebo
ACEI —e— 0.60 (0.43, 0.84)
CCB R 1.0 (0.71, 1.5)
ARB —o— 0.74 (0.62, 0.88)
ACEI-ARB —o— 0.58 (0.39, 0.85)
ACEI-CCB o 1.2 (0.62, 2.3)
IGC HbAlc < 6.5% —— 0.58 (0.36, 0.90)
IGC HbAlc 6.5-7.0% o 0.61 (0.22, 1.8)
IGC HbAlc 7.0-7.5% —o—1— 0.80 (0.53, 1.2)
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6% HbATC e
CKD G1 Severity of CKD CKD G5
Absent/minor Macrovascular complications Present/severe
Few Comorbidities Many
Long Life expectancy Short
Present Hypoglycemia awareness Impaired
Available Resources for hypoglycemia management Scarce
Low Propensity of treatment to cause hypoglycemia High
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I BHERARBAEIT T HSCLT2EEED BN ERELI=52F L
1 LB ER4AR(EMPA-REG, CANVAS, DECLARE, CREDENCE)

SGLT2IAFREDBE A N MIHINR e AZfEATIZTEHEL 7=
A ESKD

Events  Patients RR (95% Cl)
CREDENCE 281 4401 B 0-68 (0-54-0-86)
DECLARE-TIMI 58 25 17160 - 0-31(0-13-0-79)
CANVAS Program 18 10142 By 0-77 (0-30-1-97)
EMPA-REG OUTCOME 11 7020 ] 0-60 (0-18-1-98)

Overall ‘

’ZZO'O%; phctcroqcncity=0'41

0-65 (0-53-0-81;
p<0-0001)
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AN MHIZNRE AZFEATICTEE

EIZBAHhind

]

Events Patients RR (95% CI)
eGFR =90 mL/min per 1.73 m’
DECLARE-TIMI 58 120 8162 — . 0-50 (0-34-0-73)
eG FR%QO CANVAS Program 17 2476 - 0-32 (0-12-0-88)
EMPA-REG QUTCOME 22 1529 - 0.21(0.09-0.53)
| subtotal T 0-37 (0-21-0-63; p<0-0001) |
T=21-37%; Pheterogencity= 0" 10 & S~
B ARV b 7Z63%HNH]
eGFR 60-<90 mL/min per 1-73 m’
CREDENCE 78 1809 e e 0-81 (0-52-1-26)
DECLARE-TIMI 58 186 7732 —il— 054 (0-40-0-73)
eG FR60'90 CANVAS Program 30 5625 = 0-48 (0-23-0-98)
EMPA-REG QUTCOME 61 3638 - om 0.61(0-37-1.02)
| Subtotal -~ 0-60 (0-48-0-74; p<0-0001) |
T =007, Pheterogencity= 0 20 S~
BA RV b= 40%IDH]
eGFR 45-<60 mL/min per 1.73 m’
CREDENCE 99 1279 — B 0-47 (0-31-072)
eG FR45_60 CANVAS Program 16 1485 - 074 (0-28-2-01)
EMPA-REG QUTCOME 39 1238 = 0.68 (0.36-1.28)
| subtotal — 0-55 (0-39-0-76; p<0-0001) |
T=0-0%; Pretcrogenery=0 D2 = NN
BA XY bz 45%H0H]
eGFR <45 mL/min per 1.73 m’
CREDENCE 200 1313 —-— 0-71 (0-53-0-94)
eGFR§45 CANVAS Program 10 554 - 0-79 (0-21-2-94)
EMPA-REG QUTCOME 30 563 = 0.63(0:30-1.29)
| subtotal > 0-70 (0-54-0-91; p=0-0080) |
T=0-0%; Prererogency =0 94 = -
Puends fOr eGFR subgroup=0-073 —  BARV} 75_/ 30%%]]] %IJ
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I AERREAE TN T HSGLT2IEEED /RN

THERIEL-52F L

b LK ER4 A (EMPA-REG, CANVAS, DECLARE, CREDENCE)
SGLT2AEED B AN MIFHIh R E A2 2T ZTEE@L7-

RARBEEZEHY
CREDENCE 377 4401 —— 0-66 (0-53-0-81)
DECLARE-TIMI 58 317 13950 — 0:50 (0:39-0-63)
CANVAS Program 209 8113 — 059 (0-45-0-78)
EMPA-REG OUTCOME 125 5627 052 (0-37-0-74)
| Subtotal < 0-58 (0-50-0-66; p<0-0001) |
BT Prmrty =035 BA N b EA2%HF)
RARMEFERLZL
DECLARE-TIMI 58 48 3210 = 077 (0-44-1:37)
CANVAS Programf 40 2021 B 0-67 (0-36-1-27)
EMPA-REG OUTCOME 27 1341 » 0-65 (0-30-1-39)
| subtotal = 071 (0-49-1-02; p=0-065) |
*=0-0%; Pheterogeneity=0-92 E%—'_% AL
Pheterogeneiry fOT Use of RAS inhibition=0-31 | l :
03 05 10 15
< »

Favours SGLT2 inhibtor ~ Favours placebo
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SGLT-2 inhibition

Common suggested causes:

- Diabetes

- Obesity

- CKD with reduced nephron mass
- HF

RA%BEE?@T
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RAS and SGLT-2 inhibition may reduce intraglomerular pressure through their
respective effects on efferent and afferent arteriolar tone. Combining these two
therapeutic approaches may further reduce intraglomerular pressure.
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Acute kidney injury from SGLT?2
Inhibitors: potential mechanisms

Kai Hahn', A. Ahsan Ejaz?, Mehmet Kanbay?, Miguel A. Lanaspa* and
Richard J. Johnson*

SGLT2 inhibitors have shown great promise in the management of diabetes mellitus and the
prevention of cardiovascular complications, but increasing evidence suggests that their use can
be associated with an increased risk of acute kidney injury. Insights into the mechanisms involved
might help to identify individuals who are at risk of renal injury.

Nat Rev Nephrol 2016;12:711-712
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Subgroup SGLT2-i Non-Sglt2-i

All Sgit2-i 1224118915 86612/3813100 ——

Empaglifiozin 12412652 855123813100 —

Dapaglifiozin 17713651 85512/3813100 ——

Canagliflozin 928 /12693 85612/3813100 —a—

ROR
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Cases with renal Cases with other
failure (n = 1224)  adverse events

(n =17,691)
Age, years, mean (SD)  59.6 (11) 58.1(12)
Weight, kg, mean (SD) 99 (26) 94.7 (25)
Female, n (%) 603 (49.3%) 10,643 (60.2%)
ACEI or ARBs 246 (20%) 2688 (15.2%)
Diuretics 130 (19.6%) 831 (4.7%)
NSAID 35 (2.8%) 537 (3%)

Abbreviations: ACE-I = angiotensin-converting-enzyme inhibitors;
ARBs = angiotensin II receptor blockers; NSAIDs = non-steroidal
anti-inflammatory drugs.
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triple therapy (& #E K% 14 B gy [ ZF8 3 891 Z @<

B Nat Rev Nephrol 2019;15:68-70

GLP- 12 B {K{EENEE SGLT2[HE % ARB

- S RAS inhibitors
GLP1 agonists SGLT2 inhibitors (e.g. ACE inhibitors, ARBs)

I 1

Metabolic factors \\
(e.g. high glucose levels) |

|

— Y |
I ! 1

Activation of Cellular Epigenetic
intracellular : e : bl pathways
signalling pathways L iflammatiolly Eslaative sUE (edgdﬁjf:f;ﬁn;;ﬂsvgy) (e.g. histone and

.g. )

(e.g. PKC, MAPK) DNA methylation

-

Haemodynamic factors
(e.g. high blood pressure) )

\ 4

[Diabetic kidney disease}
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|12k Triple therapyMN =L =14

g/gCr (FRER)
mL/min/1.73m?2 (B #4EE)

60 -+
-21.2 mL/min/1.73m?/&E

-12 0

ARB

-4.1 mL/min/1.73m2/&E

~—a
~~
-~

-~
~~~.

12 24

A ILAT9% 40 mg/day
GLP-1Z2 &R EENZE

(59 B TE)

-e-eGFR ®H [REH

-1.4 mL/min/1.73m?/£

+0.1 mL/min/1.73m2/4E

E 4 ~—% 0.9 mg/day
SGLT2MEX

months

TARJLH10 mg/day

Morino J, Hirai K, et al. CEN Case Rep 2019;8:128-133
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mL/min/1.73m?2 (BH#48E)

-o-eGFR m [REH

-60.0 mL/min/1.73m2/£

\ +10.5 mL/min/1.73m2/&E

-25 -20 -15 -10 5 10 yeeks

ARB 7,370 25 mg/day
GLP-1Z2&E{K{EBIZE E4+—4 0.3 mg/day
SGLT2MEH #144')L50 mg/day

Morino J, Hirai K, et al. CEN Case Rep 2019;8:128-133
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BEICXSIBEH
(Lipid nephrotoxicity)

B Nat Rev Nephrol 2018;14:57-70

Elevated lipids and lipoprotein levels Impaired cholesterol efflux L X7H—ILD /jf,%

Altered sphingolipid
metabolism
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i Fatty acid oxidation
and impaired uptake
Kidney

L|p|d nephrotox:aty
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Glomerular injury
T Proteinuria

T Albumin uptake
T Podocyte injury

T Inflammatory cytokines
T Mesangial cell proliferation
Altered insulin signalling

Tubulointerstitial injury
T Proteinuria

T Inflammatory cytokines
T Immunoglobulins

|

[Progressive kidney disease]
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B Ann Intern Med 2006;145:117-124
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- mple Effect
X ﬁ 7— V @ ze,n (95% CI), %

Study, Year (Reference)

Excretion < 30 mg/d

e

— }l/ 7\\ >~ }:I Asselbergs et al., 2004 (18) Pravastatin 864 12 (-1 to 25) +
-~ / 7K Dalla Nora et al., 2003 (20) Atorvastatin 25 =70 (<171 t0 31) .
< 3 O m g/ El Fried et al., 2001 (21) Simvastatin 39 -5 (=90 to 81) « i >
I Subtotal of WMD 2 (-32 to -35) —— I ﬁ = ;‘__E 73: [/
Excretion, 30-299 mg/d
Buemi et al., 2000 (19) Fluvastatin 21 ~73 (136 to -10)
— l/ S~ Lintott et al., 1995 (26) Fluvastatin 42 -81(-217 to 55) <~
3 ,:'
) 7 ~ / 7J< Nakamura et al., 2001 (28) Cerivastatin 60 —61 (-106 to -16)
3 O _ 3 O O m g/ E Nielsen et al., 1993 (29) Simvastatin 18 -44 (-113 to 25) <
Tonolo et al., 1997 (31) Simvastatin 20 -50 (<93 to -7)
] N
Zhang et al., 1995 (32) Pravastatin 20 -8(-61t045) : ) =z g 7/_ D2 {« i 7 )L 7\ N4 ':7K 7&
’ ~
| Subtotal of WMD 48 (=71 to -25) _ | 48 (y NN
N=
0 /)uji o) 3
Excretion = 300 mg/d .
Hommei et al., 1992 (22) Simvastatin 21 -5 (=137 to0 128) B
7L S~ o }:. Lam et al., 1995 (23) Lovastatin 36 -32 (102 to 38) : B
y :
IV = v 7K Lee et al., 2002 (25) Pravastatin 66  -47 (=64 to-29) —'—
> 3 O O m g / EI Lee et al., 2005 (24) Pravastatin 82  -62(-79 to -45) :
- Nakamura et al., 2002 (27) Cerivastatin 40 67 (-87 to -48) 14— — )L S~ o %
: j— < =V
Thomas et al., 1993 (30) Simvastatin 30 20 (-28 to 67) ] 7l*> X ﬂ 7 Li ) ) 7 A 7K
I Subtotal of WMD -47 (~67 to -26) _ I 4 7 O/ N=rl
0 o
T T
09 0.0 03
WMD

Favors Statin

Favors Placebo
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_Total Mean SD _Total Weight IV. Random, 95% CI IV. Random, 95% CIi
01 RSV vs. Control (placebo, no statins , or usual care)
703 ’b 5 :‘ Abe et al1253(201 1) -0.4 11.85 52 -0.9 2.31 52 0.6% 0.06 [-0.33, 0.44) i—
JUPITER“Z(2011) -7.9 135 8143 -8.4 13.3 8136 98.6% 0.04 [0.01, 0.07)
VS Sawara et al1s(2008) 2.6 3.2 22 -2.2 16.72 16 0.2% 0.42 [-0.23, 1.08] =i

Verma et al2% (2005) 4.8 11.84 48 21 1412 43 0.5% 0.21 [-0.21, 0.62) |

7 [/ Z I\ J— )|/ Subtotal (95% CI) 8265 8247 100.0% 0.04 [0.01, 0.07] }

Heterogeneity: Tau®= 0.00; Chi*= 2.00,df=3 (P =0.57), F= 0%
Test for overall effect: Z= 2.52 (P = 0.01)

02 ATV vs. Control (placebo, no statins , or usual care)

o _ . ALLIANCE?® (2009) 0.8 2861 1217 -1.36 322 1225 18.6% 0.07 [-0.01, 0.15]) o
7 7 ‘= Bianchi et al 2% (2003) -1 1.75 38 -58 1.73 18 12.5% 2.71 [1.95, 3.48] —t
CARDS?? (2009) 099 713 1154 055 694 1153 186% 0.06 [-0.02, 0.14] =
VS Goicoechea et al?2(2006) -1.4 23.46 44 -1.3 2492 19 15.0% -0.00 [-0.54, 0.53) —
GREACE3? (2004) 8 11.79 783 -5 11.14 703 18.5% 1.13[(1.02,1.24) -

n31 2010) 1 04 2 24 2¥=1 . d 2 74 Eﬁ 1m. 011 O 24 0 47] =

JE h—JL

—
Subtotal (95% CI) 3189 100.0% 0.59 [0.12, 1.06] ‘

eterogenel aus=

| Z=2 = 0.0 ° - 524‘7%‘&51& 7&_’_:.16— &
Test for overall effect: Z= 2.46 (P = 0.01) l) t I\ JL Li ETeEeiR —F HEIC a %
03 RSV (experiment) vs. ATV (control)
ATOROS3? (20086) 2 26 60 0 2052 60 14.5% 0.08 [-0.27, 0.44] o
U t° l\ — )L PATROL3Z (2011) 1.3 457 a6 05 13.47 96 19.0% 0.08 [-0.20, 0.36) -
PLANET 13 (2010) -5.56 17.66 222 -1.16 1277 101 226% -0.27 [-0.51,-0.03) —-—
VS PLANET 24 (2010) -3.04 1263 145 -1.74 13.96 75 19.3% -0.10 [-0.38, 0.18) —-r-
URANUS3% (20086) 23 135 172 01 1346 172 24.6% 0.16 [-0.05, 0.37) b
7 L X l\ — )|  subtotal (95% CI) 695 504 100.0% -0.01 [-0.18, 0.16] <
Heterogeneity: Tau®= 0.02; Chi*=8.24, df= 4 (P = 0.08); F=51%
Test for overall effect: Z= 0.14 (P = 0.89)
-2 -1 0 1 2

Favours control Favours experiment
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B Kidney Blood Press Res 2014;39:124-128
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B Clin J Am Soc Nephrol 2015;10:1542-1552
THIRBDENEZIRIEL=50F LMEIORF —/\—EER
SRS B ELBLIZBES BOMRZE AT TEHE

FRAETINT I BEHE (BIR) FRETILVT IV HEHE (FBEFAKR)

g Bk - Salt intake reduction Mean Difference Salt intake reduction P
tudy ohot  Therapy  Er il /NN BT LNAY st a4\ = e\ ROt
ud Cohort Thera (] = = 0
1_ iJ:|:|:L TR =im TR el J i 1_ i.EIII. 7] =) iJ:|:|1 7] (95%cl)
Fotherby, 1997 Hypertensives Notherapy 0(-241710241.7) Placebo _— 38.5(31.4 10 108.5)
Placebo _— -25.7(-92.3t0 40.9) Houliham, 2002  Diabetics,
- Di y
Houliham, 2002 Disbeies. S B74(177210424) hypestensives | u10n —_— -430 (82.4 t0-36)
Luik, 2002 paeenes o 1 163210 1o 50.) Swift, 2005 Hypertensives  Notnerspy — 136 (316 104.4)
Healthy subjects  Notherapy — -40(-275t018.5)
Vet ot NoMALB Hotherapy S11.1(-2145 10 192.3) Hacebo e 143 (50.4 10 21.6)
edovato,
MALB Nothe R A
otherapy 25.9(-250.7 to 198.9) — wmenn e ] RIS
Swift, 2005 Hypertensives Notherapy —a— -19.3(-38.1t0 -0.5) ' patients
Plaosbo —— -22.0(-33810-10.2) Losartan + HCT _— 277 (645 109.1)
Vogt, 2008 Proteinurcpatients  Losatan - -25.0(-36.0t0 -14.0)
Losatan ¢ HCT .y 14.0(-25010-30) Notherapy - -13.9 (:313.4 t0 2856)
Notherapy -84(-256.4 to 237 6) He, 2009 Hypertensives  potherspy 236 (376.4 10329.2)
He, 2009 Hypertenshes Hecapy, -14.1(-3434 10 315.2)
Notherapy -13.7(-248.9 t0 221.5) Hetharpy -128(2835102379)
0S-Te &
HOS Temisaran 88(-1206t0 138.2) o A
. TR HDS-Telmisanan + HCT -16.6(-183.2 to 150.0) Slagman, 2011 :::ix:'l:m
Ekinci, 2009 hypertensives LOS-Telmisartan -38.3(-127.7t0 51.1) Lisinopril +Valsartan —_— -44.4(83610-5.2)
LDS-Teimisartan + HCT - - -
e L) McMahon, 2013 CKD patients -66.7 (-355.2 10 221.8)
= vy Lisinoprl - -51.0(-584 t0 -43.5) therapy
o Usinopril + Valsartan - -62.0(-704 to -53.6) ACE+ Placebo JR— | [OYAN= - /J \ 440(9161036)
McMahon, 2013 CKD patients Fetihypentensive therapy —— o/ J= ~ /J \ -510(-1108t088) Kwakemaak, 2014 Diabetics 2 6 /O /J l:& /
ACE+ Placebo i 3 2 /0 B -42.0(-57 50 -26.5) ACE# HCT _— -258 (74.2 to 226)

Kwakernaak, 2014  Disbetics
® 264 (36.9t0-15.8)

ACE+ HCT e -610(.73810 .
l Combined Effect: p<0.01 @ -32.1 (443 to -188) CombinedEffect: p<0.01
"BTOUT =50 g o . . = Heterogeneity: p=0.7, P=0% 200 100 0 100 200

Mean Difference in UAE (%) Mean Difference in ACR (%)
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. . group K Effect Estimate (mU/min/ Lower limit  Upper limit Sig. ? Q(p

— B TSNS TC8. Yoq Forest Plot for included studies Weight  MDI95%CI] 1.73mPlyear) e pd estimate (%)  value)

H Difference in Protein diet Significant -1.15 1 -0.18 S 80 S
BHBrouhardetal. 336 18 8 816 48 7 >—-—‘ 3.77% -4.80[ -857,-1.03] between group
K Zeller et al 396 644 20 972 92 15—t 207% -5.76(-11.20,-0.32] Mot moniicant éljfilt}:ﬁ,K}f)ggi Z\\ﬁ'&"%@ U NS ORENNS
PSWiliamsetal, 672 508 28 828 686 27 P B 479% -1.56[ 476, 1.64] m 12UM Lt it b

: excl. T2DM 273 S 83 s
R.P.F.Dullaart et al 91471 14 51182 16 v 072% 4.00[ -5.64,1364] Study duration (months) >_24 NS 0 NS
SKiahretal. StudyA 363 479 291 403 481 294 - 1382% -040( -1.18, 0.38] <24 % > ) s 79 s

: eG R<6 ’@) ’G W |
H.P.Hansen et al 38 317 41 39 396 41 - 10.21% -0.10[ -1.65, 1.45] GFR 60 Jad NS 0 NS
LT.JPijs etal 48 12 63 64 14 68 —— 290% -1.60[ -6.06, 2.86] L <60 241 0.1 S O |

d Age (vears >40 12 -0 59 -1.42 024 NS 75 S

Meloni et al.OM 78 1 4 3 13 4 - 14.46% - 0.87 7 =2 3

C Meloni et al.DI 578 15 40 6.0 3 40 ; 6% -0.25[ -0. 037) a0 3 469 744 224 S o NS I
CMelonietalNDM 347 026 44 605 123 45 . 1521% -258( -295,-2.21) 54 3 081 158 035 NS a1 s
B.Dussol et al 35 55 22 25 75 25 e 383% 100273, 473] [ 45 G 012 s st ns ]
D.Koya et al. 61 65 56 58 57 56 - 7.33% 030[ -1.96, 2.56] Number of subjects in study (n)  >100 40 bl’ 45% % T g % U NS 0 NS
N.RLarsen etal 198 821 46 32 881 53 — 448% -122[ -4.58, 2.14] <100 1 2 / SVE ss 82 S

. Design of study T 10 -0.59 -1.45 0.27 N: 79 S
3 I, 7. 9% &
DRJesudasonetal, 25 98 7 74 92 4 : 0.51% 9.90[ -1.68,21.48) i 5 55 e — 5 S
B.U.lhle et al 184 31 579 3 —_ 344% -4.00( -8.00, 0.00] sensitivity of MORD exc.MDRD 13 147 208 026 s 75 s
BCianciaruso etal. 228 576 212 216 552 211 Y 1247% 0.12[ -0.96, 1.20] use

: MDRD use 2 324 -5.69 12.18 NS 63 NS

only
RE Model - 100.00% -0.95[-1.79.-0.11] |  imputation for primary effect excl 13 -0.88 -1.72 -0.04 S 76 s
. S R AR R favours Experiment ol size imputations
Imputationonly 2 -1.25 -8.68 6.19 NS 56 NS

| [ | * K, number of studies included in analysis; Cl, 95% confidence interval; Sig. . Sig of effect i?, y due to f Q y:
E j: H b 70N 1 |] % Q, chi-squared test for heterogeneity; S, significant; NS, not significant; T2DM, Type 2 Diabetes Mellitus; ITT, Intention-to-treat analysis.
(O.95m|/mm/year@%% b))



B MTEEH

AKBDFEED

B ERFEEBEREAOERLEEIT DEAF(E. BME. SMmAE.
= IR IMAE TH 5D,

:'s/bl:l_)l/j—éo

B MEEEE

|ZIFARBZ LT, Y#EHAME110-140mmHg(<

A [ZIIXGLP1Z AR AFEEIZELSGLT2BEEEZALVT,

HbA1c<6.5%. B M#E{E <200mg/dlca>kO—/Ld 3,
B ARB+GLP-1Z &R AEEIZE+SGLT2EEZE MDtriple therapy
X, HEMTERENRLEAFTES,
B EEERICIEIRIFUZRHANT, LDL
O0—)L9 5,

m B

= USG5 BR (<6g/day) HYE

-C<120mg/dIlzak

L EZTH D,

N



