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Irbesartan slows progression of nephropathy in type 2 diabetes
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Months of follow-up

Effect of irbesartan, amlodipine, and placebo on the course of patients with hypertension with nephropathy due to type 2
diabetes; the target blood pressure was similar in the 3 groups. Treatment with irbesartan was associated with a risk of the
primary end point (doubling of the baseline serum creatinine, development of end-stage kidney disease, or death from any
cause) that was 20% lower than placebo and 23% lower than amlodipine.

Adapted from data published in: Lewis EjJ, Hunsicker LG, Clarke WR, et al. N Engl | Med 2001; 345:851.
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Type 2 diabetes mellitus
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Type 2 diabetes mellitus

Lifestyle modification

ACEi
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Mortality
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problem?

surveys (or censuses)

that allow matching to local
circumstances**

Question Step 1 Step 2 Step 3 Step 4 Step 5 (Level 5)
(Level 1*) (Level 2%) (Level 3*) (Level 4*)
How common is the |Local and current random sample [Systematic review of surveys [Local non-random sample** Case-series** n/a

Is this diagnostic or
monitoring test
ccurate?
(Diagnosis)

Systematic review

of cross sectional studies with
consistently applied reference
standard and blinding

Individual cross sectional
studies with consistently
applied reference standard and
blinding

on-consecutive studies, or studies without
consistently applied reference standards**

reference standard**

What will happen if
we do not add a

Systematic review
of inception cohort studies

Inception cohort studies

Cohort study or control arm of randomized trial* (Case-series or case- n/a

control studies, or poor

therapy? quality prognostic cohort
(Prognosis) study**
Does this Systematic review Randomized trial Non-randomized controlled cohort/follow-up ICase-series, case-control Mechanism-based

ntervention help?

What are the
COMMON harms?
(Treatment Harms)

of randomized trials or n-of-1 trials

Systematic review of randomized
trials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
effect

r observational study with
ramatic effect

study**

studies, or historically
controlled studies**

Individual randomized trial
or (exceptionally) observational
study with dramatic effect

What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

Non-randomized controlled cohort/follow-up
study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
common harm. (For long-term harms the
duration of follow-up must be sufficient.)**

studies**

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

study**

Non -randomized controlled cohort/follow-up

studies**

ICase-control studies, or |Mechanism-based
"poor or non-independentreasoning

reasoning

ICase-series, case-control,[Mechanism-based
or historically controlled |reasoning

ICase-series, case-control,[Mechanism-based
or historically controlled |reasoning
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Effects of sodium-glucose co-transporter-2 inhibitors by background cardiovascular medications: A systematic review and meta-analysis
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PICASP I EEigstEX &

ChSP

Critical Appraisal
Skills Programme

CASP Checklist: 10 questions to help you make sense of a Systematic Review

How to use this appraisal tool: Three broad issues need to be considered when appraising a
systematic review study:

N
\
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Are the results of the study valid? (Section A) o/ $+¥3 %4 FE B EH 4 7

What are the results? (SectionB) ¢ TR BFEE T
Will the results help locally? (Section C) v/ HI10EREIREERFI R HID
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1.Did the review address a clearly focused question?

bzt LIRE&E 7 —EBF%E - IAMERVERKERE ?

Validity




1.Did the review address a clearly focused guestion?

lEz e BE SR 7 —EB%E - IBERERKERE ?

Background: This study was designed to evaluate the efficiency and
safety of combination therapy with sodium-glucose cotransporter 2

\l/ —|:|:|:| :I:
E=] :%El

(SGLT?2) inhibitors and renin-angiotensin system blockers such as

angiotensin—converting enzyme inhibitor (ACED and angiotensin receptor
blocker (ARB) in patients with type 2 diabetes mellitus (T2DM).

Type 2 diabetes
mellitus

Sodium-glucose
contransporter(SGLT2)
inhibitors and renin-
angiotensin system blockers

angiotensin-converting
enzyme inhibitor (ACEI) and
angiotensin receptor
blocker (ARB)

Efficiency and safety

anes No o Can’t
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2.Did the authors look for the right type of papers?
FERESHESHRERAINE ?

Validity




2.Di1d the authors look for t

ne right type of papers?

FESESHEED

AERYSLRR ?

Methods:

We searched the PubMed, Embase, Web of
Science and Cochrane Library databases from their
Inception to May 2020. Two authors independently
performed study selection, risk-of-bias assessment
and data extraction. The quality and risk of bias were
assessed by the Cochrane Risk of Bias Tool.
Statistical heterogeneity was determined by the 12

statistics.

Q(Yes No o Can’t
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3.Do you think all the important, relevant studies were included?

(REEASPIAEZHMEINHREEESHRMAA ?

Validity



3.Do you think all the important, relevant studies were included?
REeRPFEEZEHMERMNMREEEEWMA ?

c
.g Records identified Additional records
s through database identified through
E searching other sources
S (n =1014) (n=0)
k=)
Records after duplicates removed
(n=772)
o
=
=
@
e
3 Records screened
(n=772)
Records excluded
(n=746)
Full-text articles assessed
for eligibility
(n=26)
Full-text articles excluded,
with reasons (n = 19):
> « Wrong study design
= (n=9)
-'% - Non-randomized
b controlled trials (n = 5)
= Non-relevant drug (n = 2)
= Duplications with the
same samples (n = 2)
* Full-text unavailable
(n=1)
Studies included in
qualitative synthesis
(M=),
©
Y
°
=
©
£

Studies included in

quantitative synthesis
(meta-analysis)
Y N (n=7)
e S FIGURE 1: Preferred Reporting Items for Systematic Reviews and

Meta-Analyses flow diagram of the selected studies.
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4.Did the review’s authors do enough to assess quality of the
Included studies?

MR EIRERY(FE R SR A PRI AR TR EAImE ?

Validity
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4.Did the review’s authors do enough to assess quality of the included studies?

R R B FE 2 & TG A TR RAImE ?

Random sequence generation
(selection bias)

'0
~

A
Allocation concealment \ / —om
(selection bias) n HE mE

Blinding of participants and personnel
(performance bias)

[Elreviewersi& 178 PTUX
SRR T B 5T

- MBI BEEMmENE LB
7 #R A:data extraction

Blinding of outcome assessment
(detection bias)

Incomplete outcome data
(attrition bias)

Selective reporting
(reporting bias)

SlCIEICICIEIE
% @ @O e e e e
@ @ @ @ @ @ @

® O e e

® O G C

- @lee oo
%@ @ o e e e

Other bias .
: e = 1 J 1 J form on Covidence and
Q)@(@ A 0(\5{9 O}\’bq/g KOS {boq,Q ’ W Percent—:gge (%) " = COV' d ence S R SOftwa re,
A e ’ '
N K Cochrane’ sdomain
‘ D Low risk of bias Unclear risk of bias D High risk of bias ba Sed eva | u atio n
FIGURE 2: Risk-of-bias assessment of included studies. ° qu Eg TZ‘E ]:)2 Eﬂ: % Eﬁ E
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5. If the results of the review have been combined, was It
reasonable to do so?

MRIFERARGRETSH  ERNSHEETIE?

Validity
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5. If the results of the review have been combined, was it reasonable to do so?
MREBRBAREREITSH -

EENEHEESIE ?

A SBP

Study 1D

Sha 2014

Townsend 2016

Weber1 2016

Weber2 2016

Petryvkiv 2017

Pollock 2019

Overall {I* = 15.7%, p = 0.313)

WMD (95% CI)

-13.10 (-21.37, -4.83)
-2.49 (-7.29, 2.31)
-3.10 (-5.54, -0.66)
-4.28 (-7.24, -1.32)
-5.30 (-11.40, 0.80)
-2.90 (~7.60, 1.80)

45

NO

-3.84 (-5.40, -2.28)
B DBP
15  StudyID
Sha 2014

Townsend 2016

Weber1 2016

Weber2 2016

% weight

354
10.52
40.70
27.73
6.52
10.99
100.00

Overall (P = 47.2%, p = 0.128)

WMD (95% Cl) % weigh
-6.80 (-11.73,-1.87) 448
-0.25(-2.89, 2.39) 15.64
-1.00(-2.56,0.56) 44.95
-0.77 (-2.53,0.99)  34.94

-1.06 (-2.10,-0.02)  100.00

_15

Can’
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=\[; =55 4t
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:<50%)

1% Ffixed-effect model
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5. If the results of the review have been combined, was It reasonable to do so?
ERNEHEASIE?

lC 24 h ambulatory SBP
Study ID

Townsen d 2016
Waber1 2016
Weber2 2016
Kario 2018

Overall (12 = 0.0%, p = 0.420)

]
— )
'

<

WMD (95% Cl) % weight
-4.09 (-745,-0.73)  33.93
-2.90 (-6.33, 0.53) 32.55
-5.80 (-10.64, -0.96)  16.33
-7.60 (-12.32, -2.88)  17.19
-4.59 (-6.54,-263)  100.00

NO

D 24 h ambulatory DBP
Study 1D

Townsend 2016

Weber1 2016

Kario 2018

Qverall (F = 0.0%, p = 0.386)

'
—_——
i
'
—_—a
i
i

v
—_——
'

WMD (95% ClI)
-2.40 (-4.32,-0.48) 39.67
-0.70 (-3.03,1.63)  26.86

-2.80 (-4.89,-0.71) 3347

-2.08 (-3.29,-0.87)  100.00

Can’t tell

% weighll @

=\[ ===

AT RE RO

ZE % ( heterogeneity) :
BE(: <50 %)

¥ Hfixed-effect model
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5. If the results of the review have been combined, was it reasonable to do so?
T8H  BENSHEERIHE?

[E vACR
Study ID

Petrykiv 2017
Kario 2018

Pollock 2019

Overall {I” = 0.0%, p = 0.471)

WMD (95% CI) % weight
-40.00 (-62.07, -17.93) 33.52
-29.00 (-52.68, -5.32) 29.13

-21.00 (-41.91, -0.09) 37.35

-29.70 (-42.48, -16.92) 100.00

L
=150

g( Yes

NO

40
F eGFR
Study ID
Sha 2014
Petrykiv 2017
Kario 2018

Pollock 2019

Overall (P = 12.0%, p = 0.333)

WMD (95% ClI)
-4.10 (-8.68, 0.48)
-5.70 (-8.62, -2.78)
-2.90 (~5.26, -0.54)
-2.33 (-4.73, 0.07)

-3.46 (-4.85, -2.07)

Can;t tell

=\ =55 4+
AT B A
FZE M (heterogeneity) :
BE(: <50 %)
% Ffixed-effect model
RIGEREDHT
R RIIE
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5. If the results of the review have been combined, was it reasonable to do so?

MRIFE R

n\n

EITEH

EENEHEESHE

I::I?

A Hb1Ac B FPG
Study ID . SMD (95% Cl) % weight Study ID _ SMD (95% Cl) % weight
Weber1 2016 + -0.46 (-0.63, -0.29) 26.45 Townsend 2016 el -0.21 (-0.53,0.11)  17.22
Weber2 2016 + -0.64 (-0.84, -0.44) 24.56 Weber1 2016 _.* -0.36 (-0.53,-0.19) 31.77
Petrykiv 2017 ' -0.34(-0.83,0.14)  11.30 Weber2 2016 —uf -0.42 (-0.61,-0.22) 28.40
iKarc:2018 B =OLZIGIA5, ~048) Agi9 Pollock 2019 14— -0.03(-0.28,023) 2261
Pollock 2019 =% -0.15(-0.41,0.10)  21.51 :
Overall (P = 66.6%, p =0.017) @ -0.48 (-0.68, -0.28) 100.00 Overall (12 =54.2%, p = 0.088) <> -0.28 (-0.44, -0.11)  100.00
NOTE: Weights are from random effects analysis E NOTE: Weights are from random effects analysis
B a 3 R
C Uric acid D Body weight
Study ID ] SMD (95% Cl) % weight Study ID ] SMD (95% Cl) % weight
Sha 2014 —u— -0.48 (-1.15,0.19)  7.78 Sha 2014 —_— -1.60 (-2.37, -0.84) 5.59
Weber1 2016 + -0.31(-0.48, -0.15) 26.70 Townsend 2016 *’*r -0.50 (-0.83, -0.18) 14.52
Weber2 2016 + -0.32(-0.51,-0.12) 25.15 Weber1 2016 — -0.00 (-0.17,0.17)  19.58
Kario 2018 — -0.83 (-1.18,~0.47) 17.00 Viebraizono | -021(-040.-003) 1899
I _. T Petrykiv 2017 —+— -0.29 (-0.78,0.19)  10.16
H Kario 2018 — -0.25 (-0.59, 0.10)  13.93
Pollock 2019 4+ -0.14 (-0.38,0.10)  17.24
Overall (P = 70.3%, p = 0.009) -0.35 (-0.57, -0.13) 100.00 -0.29 (-0.50, -0.08) 100.00

o

NOTE: Weights are from random effects analysas

Overall (P =72.8%, p = 0.001) &

NOTE: Weights are from random effects analysis

-3 0

g( Yes

NO

=4 0

Can’t tell

= A=
—

=\|/
AT RE /O

FZHE 1% ( heterogeneity) :
T ~5E(l:>50%)

¥ HArandom-effect
model

RIGEE DT
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5. If the results of the review have been combined was It reasonable to do so?

MRIFE R

I::I?

A AEs B Hypoglycemia
Study ID RR (95% Cl) % weight Study ID RR (95% Cl) % weigh
Sha 2014 ~fre— 157 (0.79,3.12) 226 Townsend 2016 . 099 (0.31,3.15) 858
Townsend 2016 _i_’_ 1.35(0.73, 2.49) 4.75 Weber1 2016 45—-— 257 (0.82, 8.12) 6.32
isberi2016 T JO5086150) 69 Weber2 2016 fhee 215(0.83,555)  9.67
Weber2 2016 T TR0 2810 Petrykiv 2017 i 5.00(0.25,100.32) 080
Petrykiv 2017 —f——+———  233(0.66,825) 097 i

: Pollock 2019 = 147 (0.85,1.61)  74.63
Kario 2018 —f——— 185(059,585) 1.34 :
Pollock 2019 i 1.00(0.81,123)  25.89
Overall (P =0.0%, p = 0.583) 1.08(0.96,122)  100.00 Overall (12 = 0.0%, p = 0.411) ] 1.37(1.03,1.82)  100.00

0.01 15 0.0001 1 250

C Genital infection D Urinary tract infection
Study ID RR (95% Cl) % weight Study ID RR (95% Cl) % weigh
Weber1 2016 124 (0.38,4.01)  47.23 Weber1 2016 —————  3.09(0.84,11.30) 33.14
Weber2 2016 149 (0.43,522) 3843 Weber2 2016 : 1.99 (0.37,10.76) 22.47
Petrykiv 2017 3.00(0.33,27.38) 9.59 Pollock 2019 et 1.28 (0.35,4.66)  44.39
Pollock 2019 : 9.18 (0.50, 169.08) 4.74
Overall (= 0.0%, p = 0.587) <> 1.88(0.90, 3.95)  100.00 Overall (I = 0.0%, p = 0.638) Q 2.04(0.92,4.50)  100.00

NO

T

0.01

Can’t tell

30
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6. What are the overall results of the review?
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6. What are the overall results of the review?

Smde St 2

& Jm F

2 A1 R E] B RV 2RS4 SR AT ?

|

A SBP B DBP

Study ID . WMD (95% Cl) % weight Study ID . WMD (95% CI) % weigh

Sha 2014 _._ -13.10 (-21.37, -4.83) 354 Sha 2014 -6.80 (~11.73,-1.87) 448

Townsend 2016 a -2.49 (-7.29,2.31) 10.52 Townsend 2016 - -025(-2.89,2.39) 1564

Weber1 2016 - -310 (-5.54,-0.66)  40.70 Waber1 2016 -1.00 (-2.56,0.56)  44.95

Weber2 2016 4 -428(-724,-132) 2773 Weber2 2016 —-»— -0.77 (-253,0.99)  34.94

Petrykiv 2017 -5.30 (-11.40,080) 652

Pollock 2019 - -2.90 (~7.60, 1.80) 10.99

Overall {1? = 15.7%, p = 0.313) Q -3.84 (-540,-2.28)  100.00 Overall (P = 47.2%, p = 0.128) @ -1.06 (-2.10,-0.02)  100.00
45 15 -15 0 5

IC 24 h ambulatory SBP D 24 h ambulatory DBP

Study ID . WMD (95% Cl) % weight Study ID ' WMD (95% Cl) % weigh

Townsend 2016 -4.09(-7.45,-0.73) 3393 Townsend 2016 -240 (-4.32,-048) 39.67

Weber1 2016 - ~2.90 (-6.33, 0.53) 3255 Weber1 2016 t . -0.70(-3.03,1.63) 2686

Weber2 2016 —»rf -5.80 (-10.64, -0.96) 1633 Kario 2018 -2.80 (-4.89,-0.71) 3347

Kario 2018 . ~7.60 (-12.32, -2.88)  17.19

Overzll (I’ = 0.0%, p = 0.420) <§> -4.59 (-6.54, -2.63) 100.00 Overall (F = 0.0%, p = 0.386) -2.08(-329,-0.87) 100.00

v( Yes

20

NO

o

Can’t tell

e
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6. What are the overall results of the review?

18 e R AR IE X RIE

BARYERRSAS R U0 ?

[E uACR

Study ID WMD (95% CI) % weight

Patrykiv 2017 -40.00 (-62.07, -17.93) 33.52

Kario 2018 -29.00 (-52.68, -5.32) 29.13

Pollock 2019 —g—‘— =21.00 (-=41.91, -0.09) 3735

Overall {I* = 0.0%, p = 0.471) -29.70 (-42.48, -16.92) 100.00

150 0 40

F eGFR
Study ID WMD (95% CI)
Sha 2014 ————f—1]  -410(-858,048)
Petrykiv 2017 . -5.70 (~B.62, ~2.78)
Kario 2018 —5"— =290 (=526, -0.54)
Pollock 2019 . -2.33 (-4.73, 0.07)
Overall (F = 12.0%, p = 0.333) @ ~3.46 (-4.85, -2.07)

v( Yes

NO

% weigh
222

22.70
34.58

3339

-18 0 4

Can’t tell

_\.

I—|:|:|:|
T RE /%I:I



6. What are the overall results of the review?

IS e 2 M RABI IR B RS 4 SR AT ?
L -3 2 mwH
A Hb1Ac B FPG
Study ID SMD (95% Cl) % weight Study ID SMD (95% Cl) % weight
Weber1 2016 + -0.46 (-0.63, -0.29) 26.45 Townsend 2016 —~—— -0.21 (-0.53,0.11)  17.22 _\. [/ 2
: : — |:|:|:|
Weber2 2016 —i -0.64 (-0.84, -0.44) 24.56 Weber1 2016 —ot -0.36 (-0.53, -0.19) 31.77 |:| HE II\I:I
Petrykiv 2017 -0.34(-0.83,0.14)  11.30 Weber2 2016 —t -0.42 (-0.61,-0.22) 28.40
Kario 2018 — -0.79 (-1.15,-0.43) 16.19 Pollock 2019 -0.03 (-0.28,023) 2261 —_ E
Pollock 2019 i—t -0.15(-0.41,0.10) 21.51 : ® P < O O 5 ﬁ “\E / =
Overall (P = 66.6%, p =0.017) @ -0.48 (-0.68, -0.28)  100.00 Overall (12 =54.2%, p = 0.088) <> -0.28 (-0.44, -0.11)  100.00
NOTE: Weights are from random effects analysis NOTE: Weights are from random effects analysis
-4 0 1 -3 0 1
C Uric acid D Body weight
Study ID SMD (95% Cl) % weight Study ID SMD (95% Cl) % weight
Sha 2014 +— -0.48 (-1.15,0.19)  7.78 Sha 2014 —_— -1.60 (-2.37, -0.84) 5.59
Weber1 2016 —:b— -0.31(-0.48, -0.15) 26.70 Townsend 2016 —’—r: -0.50 (-0.83, -0.18) 14.52
Weber2 2016 B -0.32 (-0.51,-0.12) 2515 Weber1 2016 i -0.00 (-0.17,0.17)  19.58
; b 1 o -0.21 (-0.40, -0. 18.
Kario 2018 — -0.83 (-1.18, -0.47) 17.00 Webwr22070 : 0.21 (-0.40, -0.03) 18.99
i Petrykiv 2017 —— -0.29 (-0.78,0.19)  10.16
Pollock 2019 P —e— -0.04 (-0.27,0.19)  23.37 i
: Kario 2018 ——t -0.25 (-0.59, 0.10)  13.93
Pollock 2019 4+— -0.14 (-0.38,0.10) 17.24
Overall (I =70.3%, p = 0.009) @ -0.35 (-0.57, -0.13)  100.00 Overall (2 =72.8%, p = 0.001) @ -0.29 (-0.50, -0.08) 100.00
NOTE: Weights are from random effects analysisi NOTE: Weights are from random effects analysis E

« Yes

0

1

NO

Can’t tell




6. What are the overall results of the review?

IS e 2 M RABI IR B RS 4 SR AT ?
n B I:I
= R HYE s A !
A AEs B Hypoglycemia
Study ID RR (95% CI) %weight  Study ID RR (95% CI) % weigh
Sha 2014 157 (0.79,312) 226 Townsend 2016 —1 099(0.31,315) 858 "' \[/ —|:|:|:| 2
Townsend 2016 1.35(0.73,249)  4.75 Weber1 2016 = 257(0.82,812) 632 |:| HE mE
Weber1 2016 1.05 (0.85, 1 .30) 34.69 Weber2 2016 __é_,_ 215 (0.83, 5.55) 967
Waber2 2016 TN 10 Petrykiv 2017 —fi————  500(0.25,100.32) 080 e
Petrykiv 2017 2.33(0.66,8.25)  0.97 : Y P > O O 5 % ?E
Pollock 2019 - 117 (0.85,161)  74.63 VARRY 248 — =%
Kario 2018 1.85(0.59, 5.85)  1.34 :
Pollock 2019 100(0.81,1.23)  25.89
Overall (P = 0.0%, p = 0.583) 1.08(0.96,1.22)  100.00 Overall (2= 0.0%, p = 0.411) Q 1.37(1.03,1.82)  100.00
0.01 1 15 0.0001 1 250
C Genital infection D Urinary tract infection
Study ID RR (95% Cl) %weight  Study ID RR (95% CI) % weight
Weber1 2016 o — 124(0.38,4.01)  47.23 Weber1 2016 +————  3.09(0.84,11.30) 33.14
Weber2 2016 - 149(043,622) 3843 Weber2 2016 — - 199(037,1076) 2247
Petrykiv 2017 — 3.00(0.33,27.38) 9.59 Pollock 2019 S —— 128 (0.35,4.66)  44.39
Pollock 2019 —H—————— 9.18(0.50,169.08) 4.74
Overall (P = 0.0%, p = 0.587) <> 1.88(0.90, 3.95)  100.00 Overall (= 0.0%, p = 0.638) <> 204(0.92,450)  100.00

0.001

 Yes

1

Z
O

-

Can’t tell
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7. How precise are the results?

ERIGZENS ?

_\. ===
A IZIEI%I:I

95%Cl

A SBP B DBP

Study ID _ WMD (95% C1) %weight  StudyID : WMD (95% CI) % weigh

Sha 2014 . | 1310 (-2137, -4.83) 354 Sha 2014 — -6.80 (-11.73,-1.87) 448

Townsend 2016 jo -249(-729,231) 1052 Townsend 2016 = -025(-289,2.39) 1564

Weber1 2016 - -310 (-5.54,-0.66)  40.70 Waeber1 2016 100 (-2.56,0.56)  44.95

Weber2 2016 == -428(-724,-132)  27.73 Weber2 2016 R -077(-253,099) 3494

Petrykiv 2017 -530 (-1140,0.80) 652

Poliock 2019 ~ ~2.90 (~7.60, 1.80) 10.99 g

Overall (F = 15.7%, p = 0.313) & -384 (-540,-228)  100.00 Overall (F = 47.2%, p = 0.128) @ -1.06(-2.10,-0.02) 100.00
45 0 15 -15 0 5

C 24 h ambulatory SBP D 24 h ambulatory DBP

Study ID ‘ WMD (95% CI) %weight  Study ID : WMD (95% CI) % weigh

Townsend 2016 -409(-745,-0.73) 3393 Townsend 2016 240 (-4.32,-0.48) 39.67

Weber 2016 - -290(-633,053) 3255 Weber1 2016 — -070(-303,1.63) 2686

Weber2 2016 *-ﬁ -5.80 (-10.64,-0.96) 1633 Kario 2018 ] -280(-4.89,-0.71) 3347

Kario 2018 — 760 (-12.32, -2.88)  17.19

Overall (F = 0.0%, p = 0.420) 459 (-6.54,-263)  100.00 Overall (F = 0.0%, p = 0.386) @ 100.00

-2.08 (-3.29.-0.87)

—-3.84(-5.40~-2.28)
-1.06(-2.10~-0.02)
—4.59(-6.54~-2.63)
—-2.08(=3.29~-0.87)
NNT/RRR

-20 0

ﬂ( Yes

NO

(4.5

Can’t tell




7. How precise are the results?

ERIGZENS ?

[E uACRr
Study ID WMD (95% CI) % weight
Petrykiv 2017 —-—-— -40.00 (-62.07, -17.93) 3352 _\. z:l:
Kario 2018 ; -29.00 (-5268, -5.32) 29.13 |:| HE me
Pollock 2019 —:—'— =21.00 (-=41.91, -0.09) 3735
Overall (I* = 0.0%, p = 0.471) Q:) -29.70 (-42.48, -16.92) 100.00
-l 95%ClI
150 T 0 a0
F oGFR —29.70(-42.48~-16.92)
Study ID WMD (95% CI) % weight
Sha 2014 —-— -410(-8.68,048) 922 _3 -46(_408 5 ~ _2-07)
Petrykiv 2017 . -5.70 (-8.62, -2.78) 22.70 o N N T / R R R
Kario 2018 —E"— =280 (=526, -0.54) 3468
Pollock 2019 . -2.33(-4.73,0.07)  33.39
Overall (P = 12.0%, p = 0.333) @ -3.46 (-4.85,-2.07) 100.00
-18 0 4

ﬂ(Yes No o Can’t tell




7. How precise are the results?

ERIGZENS ?

A Hbi1Ac

Study ID

Weber1 2016 +
Weberz 2016 —'—E
Petrykiv 2017 —;—-—
Kario 2018 —*—%
Pollock 2019 E .
Overall (12 = 66.6%, p = 0.017) &

NOTE: Weights are from random effects analysis E

SMD (95% Cl)

~0.46 (~0.63, -0.29)
~0.64 (-0.84, -0.44)
~0.34 (-0.83, 0.14)
-0.79 (-1.15, -0.43)
~0.15 (-0.41, 0.10)
~0.48 (-0.68, -0.28)

% weight

26.45
24.56
11.30
16.19
21.51
100.00

3

ﬂ(Yes No o Can’t tell

=3 +
|:| IJE Izl\l:l

95%CI :
-0.48(-0.68~-0.28)
NNT/RRR



7. How precise are the results?

ERIGZENS ?

B FPG
Study ID

Townsend 2016
Weberl 2016
Weber2 2016

Pollock 2019

Overall (I =54.2%, p = 0.088)

NOTE: Weights are from random effects analysis E

| SMD (95% Cl)
_é.__ ~0.21 {~0.53, 0.11)

+ ~0.36 (-0.53, -0.19)

. _ ~0.42 (-0.61, -0.22)
._._ ~0.03 (-0.28, 0.23)

@ ~0.28 (-0.44, -0.11)

% weigh
1722
31.77
28.40

22.61

100.00

-3

ﬂ( Yes

NO

Can’t tell

-I;I- I:IE II\|:| %

95%CI :
-0.28(-0.44~-0.11)
NNT/RRR



7. How precise are the results?

ERIGZENS ?

C Uric acid
Study ID

Sha 2014

Weber1 2016 +
WeberZ 2016

Kario 2018 g :

Pollock 2019 i —

Overall (I* = 70.3%, p = 0.009) <>

NOTE: Weights are from random effects analysis

SMD (95% Cl)
~0.48 (-1.15, 0.19)
~0.31 (~0.48, -0.15)
~0.32 (-0.51, -0.12)
~0.83 (-1.18, -0.47)
~0.04 (-0.27, 0.19)

=0.35 (-0.57, -0.13)

% weight
7.78
26.70
2515
17.00
23.37

100.00

-3

ﬂ(Yes No o Can’t tell

=3 +
|:| IJE Izl\l:l

95%CI :
-0.35(-0.57~-0.13)
NNT/RRR



7. How precise are the results?

ERIGZENS ?

D Body weight

. =\ =52 4=
Study ID . SMD (95% Cl) % weigh |:| HE mE
Sha 2014 . E -1.60 (-2.37,-0.84) 5.59
Townsend 2016 — -0.50 (-0.83, -0.18) 14.52
Weber1 2016 E * -0.00 (-0.17,017) 19,58 ¢ 9 5 %C |
Weber2 2016 Ji-— -0.21 (-0.40, -0.03) 18.99 _029(_050 ~ _008)
Petrykiv 2017 —41- -0.29 (-0.78,0.19) 10.16
Kario 2018 —é-—— ~0.25 (-0.59, 0.10)  13.93 N N T / R R R
Pollock 2019 -5-’“ -0.14 (-0.38,0.10) 17.24
Overall (1 =72.8%, p=0.001) @ -0.29 (-0.50, -0.08) 100.00
NOTE: Weights are from random effects analysis

0 1

ﬂ(Yes No o Can’t tell




7. How precise are the results?

ERIGZENS ?

A AEs B Hypoglycemia
Study ID RR (95% CI) %weight  Study ID RR (95% CI) % weigh
Sha 2014 4 157(0.79,312)  2.26 Townsend 2016 2 — 099(0.31,315 858
Townsend 2016 I 1.35(0.73, 2.49) 4.75 Weber1 2016 - 2.57 (0.82, 8.12) 6.32
Weber1 2016 T 105 (0.85,1.30)  34.69 WobedBH1H - 215(083,555)  9.67
[Websri2g1g L 105(0.35,1.30) 3010 Petrykiv 2017 —H————  500(0.25,100.32) 0.80
Petrykiv 2017 233(0.66,825)  0.97 :

Pollock 2019 - 117 (0.85,161) 7463
Kario 2018 1.85(0.59,5.85 1.34 '
Pollock 2019 100(0.81,123)  25.89
Overall (F = 0.0%, p = 0.583) 108 (0.96,1.22)  100.00 Overall (2= 0.0%, p = 0.411) i 137(1.03,182)  100.00

0.01 15 0.0001 1 250

C Genital infection D Urinary tract infection
Study ID RR (95% CI) % weight Study ID RR (95% CI) % weigh
Weber1 2016 124(0.38,401) 4723 Weber1 2016 ————  3.00(084,11.30) 33.14
Weber2 2016 149(0.43,522) 3843 Weber2 2016 — 1t 199(037,1076) 2247
Patrykiv 2017 : 3.00(0.33,27.38) 9.59 Pollock 2019 —i— 128 (0.35,4.66)  44.39
Pollock 2019 —H——————— 9.18(0.50, 169.08) 4.74
Overall (F = 0.0%, p = 0.587) : 1.88(0.90,395)  100.00 Overall (2= 0.0%, p = 0.638) <> 2,04 (0.92,450)  100.00

0.001

ﬂ( Yes

1

300

NO

T

0.01

Can’t tell

30

_\. ===
A nE:ZnIZI

95%Cl
1.08(0.96~1.22)
1.37(1.03~1.82)
188(0.90~3.95)
2.04(0.92~4.50)
NNT/RRR



\_
S IE fe 15 25 4N

T ER - RERREG
L maEEaTRER @

O FRATRZTEREANA %2020
MAREXENmE ﬁﬁ%ﬁ%%
EREHHSEE @

4 B 4 BRI O

SR TEES




. Outcomes ' Number of participants [lstudies} Quality of the evidence (GRADE) Relative effect (95% CI) Anticipated absolute effects

Risk with comparison  Risk difference with intervention

:IJIIII'

ball

SBP 1499 TEEO . - mean SBP =0 MD 3.84 lower

(6 RCTs) Moderate™ (5.4 lower to 2.28 lower)
DEP 1167 GS!EBEBOa - mean DEP=0 MD 1.06 lower

(4 RCTs) Moderate™ (2.1 lower to 0.02 lower)
24-h SBP 1139 [asTasla 1) - mean 24-h SEP=0 MD 4.59 lower

(4 RCTs) Moderate™ (6.54 lower to 2.63 lower)
24-h DBP 830 GS!EB(;BOa - mean 24-h DBP =0 MD 2.08 lower

(3 RCTs) Moderate™ (2.29 lower to 0.87 lower)
UACR 463 @@CE,O - mean UACR=0 MD 29.7 lower

(3 RCTs) Low™™" (42.48 lower to 16.92 lower)
eGFR 497 GE!EBJ(?&O - mean eGFR =0 MD 3.46 lower

(4 RCTs) Low ™" (4.85 lower to 2.07 lower)
Hb1lAc 1356 GE!EB(E&O - - SMD 0.48 lower

(5 RCTs) Low™ ™ (0.68 lower to 0.28 lower)
FPG 1353 ®$39§3 - - SMD 0.28 lower

(4 RCTs) Low (0.44 lower to 0.11 lower)
Uric acid 1416 ﬂ—“}éB(EéC - - SMD 0.35 lower

(5 RCTs) Low™” (0.57 lower to 0.13 lower)
Body weight 1676 @chhdc = = SMD 0.29 lower

(T RCTs) Very low™ (0.50 lower to 0.08 lower)
AEs 1757 GE!EB(BO RR 1.08 361 per 1000 29 more per 1,000

(T RCTs) Low™™* (0.96-1.22) (14 fewer to 79 more)
Hypoglycaemia 1590 QS!QB(;C RR 1.37 79 per 1000 29 more per 1,000

(5RCTs) Low™™* (1.03-1.82) (2 more to 65 more)
Genital infection 1421 QS!QB(EC RR 1.88 14 per 1000 12 more per 1,000

(4 RCTs) Low™ ™" (0.90-3.95) (1 fewer to 41 more)
Urinary tract infection 1355 GS!EB(;O RR 2.04 13 per 1000 14 more per 1,000

(3 RCTs) Low™ ™" (0.92-4.50) (1 fewer to 46 more)
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Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

Z & FEELevel 2

Question

Step 1
(Level 1*)

Step 2
(Level 2*)

Step 3
(Level 3%)

Step 4
Level 4*)

IStep 5 (Level 5)

problem?

How common is the

Local and current random sample
|surveys (or censuses)

Systematic review of surveys
that allow matching to local
circumstances**

Local non-random sample**

ICase-series**

n/a

Is this diagnostic or

Systematic review

Individual cross sectional

MNon-consecutive studies, or studies without

ICase-control studies, or

Mechanism-based

monitoring test of cross sectional studies with tudies with consistently iconsistently applied reference standards** "poor or non-independent|reasoning
ccurate? consistently applied reference pplied reference standard and reference standard**

(Diagnosis) istandard and blinding blinding

\What will happen if [Systematic review Inception cohort studies \Cohort study or control arm of randomized trial* [Case-series or case- n/a

we do not add a

of inception cohort studies

icontrol studies, or poor

intervention help?
(Treatment Benefits)

of randomized trials or n-of-1 trials

or observational study with
dramatic effect

study**

tudies, or historically
icontrolled studies**

therapy? iquality prognostic cohort
(Prognosis) jstudy**
Does this Systematic review Randomized trial Non-randomized controlled cohort/follow-up ase-series, case-control [Mechanism-based

reasoning

What are the
COMMON harms?
(Treatment Harms)

Systematic review of randomized
trials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
leffect

Individual randomized trial
or (exceptionally) observational
|study with dramatic effect

Non-randomized controlled cohort/follow-up
study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
icommon harm. (For long-term harms the
duration of follow-up must be sufficient.)**

harms?
(Treatment Harms)

What are the RARE

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

iCase-series, case-control,
lor historically controlled
istudies**

Mechanism-based
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

Non -randomized controlled cohort/follow-up
study**

ICase-series, case-control,
lor historically controlled
studies**

Mechanism-based
reasoning
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8. Can the results be applied to the local population?

L RERESMHBABTZEBIE ?

Practice



8. Can the results be applied to the local population ?
I REREEMHmABTEBIS ?

SR SCEK B 1 1

Bl Male and female male
H5%® Exclude DKA, CKD

HHS or UTI
% No limit Asian
F# =18 years 68 Y/O
Em T2DM T2DM
T A SGLT2-I SGLT2-I

M/Yes No o Can’t /

=\[/ =55 4+

AT RE A
Yﬁkﬂﬁuuﬁﬁiﬁi
NEEMEE - &k
B AKIEB A
(TE& Zbias4low
risk)

BEEARERmA -



2
o}
o

PICASP T E@t&a

9. Were all important outcomes considered?

=AM EENmARGREABAEZ =S ?

g(Yes No o Can’t/tell




2
><,
o

PICASP T E@t&a

10. Are the benefits worth the harms and costs?
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10. Are the benefits worth the harms and costs?
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