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eAppendix 1. Trial Outcome Definitions That Varied Across Trials

Kidney composite outcomes

EMPA-REG OUTCOME:

A post hoc exploratory analysis of a composite of a doubling of the serum creatinine level
accompanied by an eGFR <45 mL/min/1.73 m?, the initiation of renal-replacement therapy, or
death from renal disease.

CANVAS and CANVAS-R:

A pre-specified exploratory analysis of the renal composite comprising a 40% reduction in eGFR
sustained for at least two consecutive measures, the need for renal-replacement therapy
(dialysis or transplantation), or death from renal causes (defined as death with a proximate renal
cause).

DECLARE-TIMI 58:

A pre-specified analysis in the primary analysis hierarchy, comprising the composite of a
confirmed, sustained 240% decrease in eGFR to eGFR<60 mL/min/1.73 m? and/or end-stage
renal disease (dialysis 290 days or kidney transplantation or confirmed sustained eGFR <15
mL/min/1.73 m?) and/or renal or CV death.

For the present meta-analyses, to align with the other trials, we used a secondary exploratory
composite of the above excluding CV death.

CREDENCE:

The primary trial outcome, a composite comprising end-stage kidney disease (dialysis,
transplantation, or a sustained estimated GFR of <15 mL/min/1.73 m?), a doubling of the serum
creatinine level, or death from renal or CV causes.

For the present meta-analyses, to align with the other trials, we used a secondary exploratory
composite of the above excluding CV death.

VERTIS CV:

A pre-specified analysis in the primary analysis hierarchy, comprising the composite of renal
death, dialysis/transplant, or doubling of serum creatinine from baseline.
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eTable 1. Risk of Bias Assessment

Blinding of

Random Allocation . Blinding of Incomplete .
participants Selective
sequence sequence outcome outcome data .
: and reporting
generation | concealment assessment addressed
personnel
EMPA-REG
OUTCOME Low Low Low Low Low Low
CANVAS Low Low Low Low Low Low
Program
5D§ CLARE-TIMI Low Low Low Low Low Low
CREDENCE Low Low Low Low Low Low
VERTIS CV Low Low Low Low Low Low

© 2020 McGuire DK et al. JAMA Cardiol.




eTable 2. List of Prespecified Subgroup Analyses by Outcome

Outcomes Analysis Overall Subgroup Studies?
Population Population

MACE CVITT Yes Presence or absence of atherosclerotic All
cardiovascular disease
Baseline eGFR level (mL/min/1.73 m?) All except CREDENCE
(<60, 60 to <90, =90)
History of heart failure All except EMPA-REG OUTCOME
Baseline Alc (<8.5% vs 28.5%) All except DECLARE-TIMI 58

Note: CANVAS, CREDENCE use 8%
as the cutoff

Baseline albuminuria (<30, 30 to 300, CANVAS, VERTIS CV
>300)

CV Deathor | CVITT Yes Presence or absence of atherosclerotic All

HHF cardiovascular disease
Baseline eGFR level (mL/min/1.73 m?) DECLARE-TIMI 58, VERTIS CV
(<60, 60 to <90, 290)
History of heart failure All except CREDENCE

CV Death CVITT Yes Presence or absence of atherosclerotic All
cardiovascular disease
Baseline eGFR level (mL/min/1.73 m?) All except CANVAS, CREDENCE
(<60, 60 to <90, 290)
History of heart failure All except CREDENCE
Baseline Alc (<8.5% vs 28.5%) EMPA-REG OUTCOME, VERTIS CV
Baseline albuminuria (<30, 30 to 300, CANVAS, VERTIS CV
>300)

Renal CVITT Yes Presence or absence of atherosclerotic All

Composite cardiovascular disease
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Baseline eGFR level (mL/min/1.73 m?) All except CREDENCE
(<60, 60 to <90, 290)
History of heart failure DECLARE-TIMI 58, VERTIS CV
Baseline Albuminuria (<30, 30 to 300, CANVAS, VERTIS CV
>300)

Fatal or CVITT Yes Presence or absence of atherosclerotic All

non-fatal Ml cardiovascular disease

Fatal or CVITT Yes Presence or absence of atherosclerotic All

non-fatal cardiovascular disease

Stroke

HHF CVITT Yes Presence or absence of atherosclerotic All
cardiovascular disease

All-cause CVITT Yes Presence or absence of atherosclerotic All

mortality cardiovascular disease

aData from all studies were included in the meta-analysis of each outcome where possible. However, where data required for conducting the
analysis were not available from published literature search, the studies included in the meta-analysis are listed.

Alc, glycated hemoglobin; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HHF, hospitalization for heart failure; ITT, intent-to-treat;
MACE, major adverse cardiovascular event; Ml, myocardial infarction
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eTable 3. Adverse Events of Special Interest From Cardiovascular and Renal Outcome Trials With SGLT2 Inhibitors

Event Canagliflozin® Canagliflozin® Dapagliflozin® Empagliflozin® Ertugliflozin®
CANVAS and CANVAS-R CREDENCE DECLARE-TIMI 58 EMPA-REG OUTCOME VERTIS CV
Canagliflozin | Placebo Canagliflozin Placebo Dapagliflozin Placebo | Empagliflozin | Placebo Ertugliflozin Placebo
100 mg and N=4344 100 mg N=2197 10 mg N=8569 | 10 mgand 25| N=2333 5and 15 N=2745
300 mg mg mg
N=2200 N=8574
N=5790 N=4687 N=5493
Events/1000 patient- Events/1000 patient-
years years n (%) n (%) n (%)
n (%) n (%)
6.3 34 12.3 11.2
Amputation 123 (1.4) 113 (1.3) 88 (1.9) 43 (1.8) 111 (2.0) 45 (1.6)
140 (2.4) 47 (1.1) 70 (3.2) 63 (2.9)
154 11.9 11.8 121
Fracture 457 (5.3) 440 (5.1) 179 (3.8) 91 (3.9) 201 (3.7) 98 (3.6)
NA NA 67 (3.0) 68 (3.1)
i i 0.6 0.3 2.2 0.2
Diabetic 27 (0.3) 12 (0.1) 4(0.1) 1(<0.1) 19 (0.3) 2(0.1)
Ketoacidosis NA NA 11 (0.5) 1 (<0.1)
Genital
mycotic " ‘ h h
. . . . NA NA 76 (0.9)9 9 (0.1)¢ 166 (5.0 25(1.5 184 (4.8 22 (1.2
nfection 34.9 10.8 (0.9) 0.1) (5.0 (15) (4.8) (12)
male
Genital 68.8 17.5 NA NA NA NA 135 (10.0) 17 (2.6) 113 (6.9)" 20 (2.4)"
mycotic
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infection —
female
: 16.9 20.0
Acute Kidney 3.0 4.1 125(1.5) | 175(2.0) | 45(1.0) 37 (1.6) 101 (1.8) 60 (2.2)
Injury 86 (3.9) 98 (4.5)

aData from the integrated analysis of CANVAS and CANVAS-R trials (Neal et al NEJM 2017; 377:644-657) are presented as event rate per 1000 patient
years. For amputation, n (%) (the number and percentage of participants with atraumatic lower extremity amputations) are available in Matthews et al.
Diabetologia. 2019;62:926-38; percentages were calculated using the sum of patients with and without amputation from Table 1 of Matthews et al. 2019 as
the denominator (and are provided as overall N’s per treatment group here). Fracture refers to all adjudicated fractures; low trauma fracture was the pre-
specified primary fracture outcome (not shown here) and all fracture was a secondary outcome.

bData from the CREDENCE trial (Perkovic et al. New Engl J Med. 2019;380:2295-2306).
‘Data from the DECLARE-TIMI 58 trial (Wiviott et al. New Engl J Med. 2019;380:347-57).

dData from the EMPA-REG OUTCOME trial (Zinman et al. New Engl J Med. 2015;373:2117-28). The number of patients with lower limb amputations was
reported as a post-hoc analysis (Inzucchi et al. Diabetes Care. 2018;41:e4-5).

¢Data from the VERTIS CV trial (Cannon et al. New Engl J Med. 2020; doi;: 10.1056/NEJM0a2004967).
finfection of male genitalia included balanitis, phimosis, and events leading to circumcision.
9Data for the overall population (male and female combined).

PIncluded adverse events from a pre-specified Custom MedDRA Query of Preferred Terms associated with genital mycotic infection (GMI). Percentages of
GMI for males and females based on total number of males and females, respectively, within each treatment group.

NA, not available

© 2020 McGuire DK et al. JAMA Cardiol.




eFigure 1.

)

Screening [ Identification

Eligibility

Included

PRISMA Flow Chart: Identification of Eligible Trials

Records identified through
database search
(n =145)

Titles/abstracts assessed
for eligibility
(n = 145)

Search algorithm (PubMed)

Search terms: (("canagliflozin" OR "dapagliflozin”
OR "empagliflozin" OR "ertugliflozin" OR "SGLT2
inhibitor") AND ("type 2 diabetes") AND (“randomized
controlled trial" or "post-hoc" OR "secondary")

AND ("myocardial infarction" OR "stroke" OR

"death” OR "heart failure" or "kidney disease"

OR "renal"))

Publication date: January 1, 2015
to January 31, 2020

A\ 4

Full-text articles assessed
for eligibility
(n=20)

A 4

Excluded (n = 125)

Editorial or Review: n = 30

Study design: n=8

Not an outcome of interest: n = 53
Not a subgroup of interest: n = 17
Not an intervention of interest: n = 16
Not a study of interest: n =1

\4

Trials included (n = 6)
Contributory data from
9 publications
(4 primary, 4 secondary,
1 meta-analysis)

\ 4

Excluded (n = 12)

Not an outcome of interest: n =3

Not a subgroup of interest: n = 4
Meta-analysis: n = 2

Data already available in

contributory meta-analysis (Zelniker TA,
et al. Lancet. 2019;393:31-39): n=3
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eFigure 2. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to First Event of
Cardiovascular Death, Myocardial Infarction, or Stroke (MACE)

Alc (Panel A), Albuminuria (Panel B), eGFR (Panel C), and History of Heart Failure (Panel D)

A Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% CI)
Patients with A1C <8.5%
EMPA-REG OUTCOME  322/3212 NA 209/1607 NA 13.43 —e—i 0.76 (0.64-0.90)
CANVAS Program? NA/NA 247 NA/NA 26.9 39.63 —e— 0.94 (0.77-1.15)
CREDENCE®*  85/1027 319 100/1029 38.0 20.20 o 0.84 (0.63-1.12)
VERTISCV  438/3419 38.3 216/1730 37.2 26.74 —o— 1.03 (0.88-1.21)
Fixed Effects Model  (Q=6.81,df=3, P=.08; I”=55.9%) - 0.90 (0.81-0.99)
Patients with A1C 28.5%
EMPA-REG OUTCOME  168/1475 NA 731726 NA 31.56 ——— 1.14 (0.86-1.50)
CANVAS Program® NA/NA 28.8 NA/NA 353 22.80 —e— 0.80 (0.68-0.94)
CREDENCE® 131/1174 44.5 168/1169 58.1 11.08 —— 0.76 (0.61-0.96)
VERTIS CV  294/2055 430 149/1002 455 34.56 —e—i 0.94 (0.77-1.15)
Fixed Effects Model (Q=6.61,df=3, P=.09; 1> =54.6%) - 0.87 (0.78-0.96)
[ T
0.25 0.5 1
+——
Favors Treatment Favors Placebo
B Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with normal albuminuria
CANVAS Program NA/4012 221 NA/2995 26.5 56.68 —o—i 0.83(0.71-0.98)
VERTISCV  344/3186 318 169/1597 311 43.32 —p 1.02 (0.85-1.23)
Fixed Effects Model (Q=272,df=1, P=10; 12=63.3%) - 0.91 (0.80-1.02)
Patients with micro albuminuria
CANVAS Program NA/1322 35.2 NA/944 354 41.21 e 0.98 (0.76-1.25)
VERTISCV  264/1647 48.4 134/845 48.9 58.79 ‘ 0.99 (0.80-1.22)
Fixed Effects Model  (Q=0.00,df=1, P=.95;12=0.0%) - 0.99 (0.84-1.16)
Patients with macro albuminuria
CANVAS Program NA/406 53.6 NA/354 720 4541 ——e— 0.75 (0.53-1.06)
VERTIS CV 111/513 721 59/242 80.8 54.59 e 0.89 (0.65-1.23)
Fixed Effects Model  (Q=0.51,df =1, P = .48;12=0.0%) —— 0.82 (0.65-1.04)
[ T
0.25 0.5 1 2
4— EEm——
Favors Treatment Favors Placebo

aPatients with A1c <8% for CANVAS Program and CREDENCE.
bPatients with A1c 28% for CANVAS Program and CREDENCE.

NA, not available
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C Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)

Patients with eGFR <60 mL/min/1.73m?

EMPA-REG OUTCOME  176/1212 52.7 99/607 60.5 15.56 —e— 0.88 (0.69-1.13)
CANVAS Program NA/NA 36.3 NA/NA 495 24.40 ——i 0.69 (0.54-0.89)
DECLARE-TIMI 58 85/606 37.3 104/659 431 35.92 1 0.92 (0.69-1.23)

VERTISCV  220/1199 58.0 103/608 52.8 2411 ——— 1.10 (0.87-1.39)
Fixed Effects Model (Q=7.20,df =3, P=.07; 1> = 58.3%) < 0.89 (0.78-1.01)

Patients with eGFR 60 to <90 mL/min/1.73m?

EMPA-REG OUTCOME 21212423 30.8 139/1238 40.6 11.15 —— 0.76 (0.61-0.94)
CANVAS Program NA/NA 26.8 NA/NA 29.0 16.71 —&— 0.95 (0.80-1.13)
DECLARE-TIMI 58  367/3838 24.5 390/3894 25.8 55.81 —e 0.95 (0.82-1.09)

VERTISCV  380/2929 38.5 193/1461 39.7 17.33 —e— 0.97 (0.82-1.16)
Fixed Effects Model (Q=3.68,df =3, P=.30; I> = 18.5%) < 0.92 (0.85-1.00)

Patients with eGFR290 mL/min/1.73m?

EMPA-REG OUTCOME 102/1050 354 44/488 32.2 26.20 —t—i 1.10 (0.77-1.57)
CANVAS Program NA/NA 20.8 NA/NA 23.6 25.54 —— 0.84 (0.62-1.13)
DECLARE-TIMI 58  304/4137 18.8 309/4025 19.7 19.08 —e—i 0.94 (0.80-1.10)

VERTIS CV 135/1370 28.7 721678 31.2 29.18 1T 0.92 (0.69-1.22)
Fixed Effects Model (Q=1.31,df=3, P=.73; 12 = 0.0%) - 0.94 (0.83-1.05)

[ I 1

0.25 0.5 1 2

Favors Treatment Favors Placebo
D Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)

Patients with history of heart failure
CANVAS Program NA/803 42.2 NA/658 51.4 2315 —e— 0.80 (0.61-1.05)
DECLARE-TIMI 58 153/852 NA 151/872 NA 33.75 ——i 1.01 (0.81-1.27)

CREDENCE 51/329 62.1 52/323 65.1 11.49 —e—++— 0.91(0.62-1.34)
VERTIS CV 211/1286 53.0 107/672 51.5 31.61 —e— 1.03 (0.81-1.29)
Fixed Effects Model (Q=2.34,df =3, P=.51; I> = 0.0%) - 0.95 (0.83-1.08)

Patients with no history of heart failure
CANVAS Program NA/4992 24.8 NA/3689 28.3 24.37 —eo—j 0.87 (0.76-1.01)
DECLARE-TIMI 58  603/7730 NA 652/7706 NA 41.38 —eo— 0.92 (0.82-1.02)

CREDENCE 166/1873 347 217/1876 459 11.99 —e— 0.76 (0.62-0.93)
VERTISCV  524/4213 36.5 261/2075 371 22.25 —e— 0.98 (0.85-1.14)
Fixed Effects Model (Q=4.30,df =3, P=.23; 12 =30.3%) > 0.90 (0.84-0.96)
[ T 1
0.25 0.5 1 2
- E—

NA, not available
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eFigure 3. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to Cardiovascular (CV) Death

Alc (Panel A), Albuminuria (Panel B), eGFR (Panel C), and History of Heart Failure (Panel D)

A
Treatment Placebo CV death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with A1C <8.5%
EMPA-REG OUTCOME 114/3212 NA 96/1607 NA 32.78 —e— 0.59 (0.45-0.77)
VERTIS CV 206/3419 17.0 107/1730 17.4 67.22 —e— 0.98 (0.77-1.23)
Fixed Effects Model (Q=7.81,df =1, P=.005; I2= 87.2%) - 0.79 (0.66-0.94)
Patients with A1C 28.5%
EMPA-REG OUTCOME 58/1475 NA 41/726 NA 43.04 —e—+ 0.69 (0.46-1.03)
VERTIS CV 134/2055 18.5 76/1002 21.7 56.96 ——— 0.85 (0.64-1.13)
Fixed Effects Model (Q=0.69,df=1, P=.41;12=0.0%) i 0.79 (0.63-1.00)
[ T T |
0.25 0.5 1 2 4
<+ E——
Favors Treatment Favors Placebo
B
Treatment Placebo CV death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
Patients with normal albuminuria
CANVAS Program NA/4012 8.6 NA/2995 9:1 52.63 —e—— 0.91 (0.70-1.19)
VERTIS CV 155/3186 137 72/1597 12.6 47.37 —ro— 1.08 (0.82-1.43)
Fixed Effects Model (Q=0.76,df=1, P=.38;12=0.0%) ~ 0.99 (0.81-1.20)
Patients with micro albuminuria
CANVAS Program NA/1322 16.0 NA/944 15.8 40.81 —e— 0.98 (0.69-1.41)
VERTIS CV 113/1647 19.3 71/845 241 59.19 —e— 0.80 (0.60-1.08)
Fixed Effects Model (Q=0.73,df =1, P=.39;12=0.0%) e 0.87 (0.69-1.09)

Patients with macro albuminuria

CANVAS Program NA/406 31.3 NA/354 42.6 45.39 —e—H 0.70 (0.45-1.07)
VERTIS CV 67/513 401 39/242 48.8 54.61 —e—— 0.82 (0.55-1.22)
Fixed Effects Model (Q=0.28,df=1, P=.60; 2= 0.0%) e 0.76 (0.57-1.02)
[ I T ]
0.25 0.5 1 2 4
-  —
Favors Treatment Favors Placebo

NA, not available
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Treatment Placebo CV death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with eGFR <60 mL/min/1.73m?
EMPA-REG OUTCOME 75/1212 NA 48/607 NA 22.45 —e— 0.78 (0.54-1.12)
DECLARE-TIMI 58 32/606 NA 40/659 NA 39.18 —e— 0.90 (0.57-1.44)
VERTIS CV 111/1199 271 64/608 30.8 38.37 —e—1— 0.88 (0.64-1.19)
Fixed Effects Model (Q =, 0.32, df = 2, P= A85; 12= 0.0%) - 0.85 (0.69-1.05)
Patients with eGFR 60 to <90 mL/min/1.73m?
EMPA-REG OUTCOME 69/2425 NA 70/1238 NA 1518 +——o—— 0.49 (0.35-0.68)
DECLARE-TIMI 58 118/3838 NA 124/3894 NA 59.59 —e— 0.96 (0.75-1.24)
VERTIS CV 162/2929 15.5 94/1461 18.2 25.24 —e— 0.85 (0.66-1.10)
Fixed Effects Model (Q =10.57,df =2, P=.005; I2 = 81.1%) - 0.79 (0.67-0.92)
Patients with eGFR 290 mL/min/1.73m?
EMPA-REG OUTCOME 28/1050 NA 19/488 NA 3307 +——o—1i 0.70 (0.39-1.25)
DECLARE-TIMI 58 95/4137 NA 85/4025 NA 20.49 —r— 1.08 (0.80-1.44)
VERTIS CV 68/1370 13.9 26/678 10.7 46.43 ——e— 1.30 (0.83-2.05)
Fixed Effects Model (Q=2.75,df =2, P=.25;12=27.3%) o 1.06 (0.84-1.33)
[ I I I 1
0.25 0.5 1 2 4
- E—
Favors Treatment Favors Placebo
D
Treatment Placebo CV death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
Patients with history of heart failure
EMPA-REG OUTCOME 38/462 30.4 27/244 42.6 12.40 —e—1— 0.71 (0.43-1.16)
CANVAS Program NA/803 24.3 NA/658 31.6 25.41 —— 0.72 (0.51-1.02)
DECLARE-TIMI58  75/852 226 74/872 21.8 29.44 —— 1.01(0.73-1.39)
VERTISCV  116/1286 276 64/672 29.2 32.75 e 0.94 (0.69-1.28)
Fixed Effects Model (Q=2.86,df=3, P=.41;12=0.0%) > 0.87 (0.73-1.03)
Patients with no history of heart failure
EMPA-REG OUTCOME  134/4225 10.6 110/2089 17.9 21.48 —e—I 0.60 (0.47-0.77)
CANVAS Program NA/4992 9.8 NA/3689 9.9 24.75 —er—i 0.95 (0.76-1.20)
DECLARE-TIMI 58  170/7730 54 175/7706 5.6 27.82 —e— 0.97 (0.78-1.20)
VERTISCV  225/4213 14.8 120/2075 16.0 26.25 —e— 0.92 (0.74-1.15)
Fixed Effects Model  (Q=10.46,df =3, P=.02;12=71.3%) e 0.86 (0.77-0.96)
[ I I 1
0.25 0.5 1 2 4
<+ EE—

NA, not available
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eFigure 4. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to All-Cause Death

Overall (Panel A) and by Atherosclerotic Cardiovascular Disease (ASCVD) Status (Panel B)

A
Treatment Placebo All-cause death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
EMPA-REG OUTCOME  269/4687 19.4 194/2333 28.6 14.42 —e—— 0.68 (0.57-0.82)
CANVAS Program NA/5795 17.3 NA/4347 19.5 19.71 —e— 0.87 (0.74-1.01)
DECLARE-TIMI 58  529/8582 15.1 570/8578 16.4 33.75 —e— 0.93 (0.82-1.04)
CREDENCE 168/2202 29.0 201/2199 35.0 11.60 —e—H 0.83 (0.68-1.02)
VERTISCV  473/5499 24.4 254/2747 26.2 20.53 —e— 0.93 (0.80-1.08)
Fixed Effects Model (Q=19.19,df =4, P=.06; 12 = 56.5%) - 0.87 (0.81-0.93)
f 1
0.5 1 2
4 E—
Favors Treatment Favors Placebo
B
Treatment Placebo All-cause death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with ASCVD
EMPA-REG OUTCOME 269/4687 19.4 194/2333 28.6 18.78 —— 0.68 (0.57-0.82)
CANVAS Program NA/3756 211 NA/2900 231 19.67 ——1— 0.89 (0.75-1.07)
DECLARE-TIMI 58 NA/3474 21.3 NA/3500 23.2 25.41 —e— 0.92 (0.79-1.08)
CREDENCE 108/1113 37.0 133/1107 46.3 9.40 —e———- 0.79 (0.61-1.02)
VERTISCV  473/5499 24.4 254/2747 26.2 26.74 ——e— 0.93 (0.80-1.08)
Fixed Effects Model (Q=8.66,df =4, P=.07; 1> = 53.8%) - 0.85 (0.79-0.92)
Patients without ASCVD
CANVAS Program NA/2039 11.2 NA/1447 13.4 21.53 L { 0.79 (0.58-1.07)
DECLARE-TIMI 58 NA/5108 11.0 NA/5078 11.7 61.67 = 0.94 (0.78-1.12)
CREDENCE 60/1089 20.9 68/1092 237 16.80 t ® { 0.89 (0.63-1.26)
Fixed Effects Model (Q=0.92,df =2, P=.63; 12=0.0%) i 0.90 (0.78-1.03)
[ ]
0.5 1 2
4 e

NA, not available
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eFigure 5. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to the Composite of

Hospitalization for Heart Failure (HHF) or Cardiovascular Death (CVD)

Overall (Panel A), and by Atherosclerotic Cardiovascular Disease (ASCVD) Status (Panel B),
Baseline eGFR (Panel C), and History of Heart Failure (Panel D).

A
Treatment Placebo HHF/CVD
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
EMPA-REG OUTCOME  265/4687 19.7 198/2333 30.1 15.18 —e—i 0.66 (0.55-0.79)
CANVAS Program NA/5795 16.3 NA/4347 20.8 21.24 —e— 0.78 (0.67-0.91)
DECLARE-TIMI 58  417/8582 12.2 496/8578 147 28.69 —e— 0.83 (0.73-0.95)
CREDENCE 179/2202 31.5 253/2199 454 14.10 —e— 0.69 (0.57-0.83)
VERTIS CV 444/5499 23.4 25072747 26.6 20.78 —e— 0.88 (0.75-1.03)
Fixed Effects Model  (Q=8.09, df = 4, P = .09; I>= 50.6%) <> 0.78 (0.73-0.84)
[ I
0.25 0.5 1
<« e
Favors Treatment Favors Placebo
B
Treatment Placebo HHF/CVD
Rate/1000 Rate/1000  Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
Patients with ASCVD
EMPA-REG OUTCOME  265/4687 19.7 198/2333 3041 18.81 —e— 0.66 (0.55-0.79)
CANVAS Program NA/3756 21.0 NA/2900 274 20.43 —eo— 0.77 (0.65-0.92)
DECLARE-TIMI 58  272/3474 19.9 325/3500 23.9 23.74 —e— 0.83 (0.71-0.98)
CREDENCE 115/1113 40.2 167/1107 60.3 11.28 —e— 0.66 (0.52-0.83)
VERTISCV  444/5499 234 250/2747 26.6 25.74 —e—H 0.88 (0.75-1.03)
Fixed Effects Model (Q=8.13,df=4, P =.09; I>=50.8%) P 0.77 (0.72-0.84)
Patients without ASCVD
CANVAS Program NA/2039 8.9 NA/1447 9.8 20.37 ——e—— 0.83 (0.58-1.19)
DECLARE-TIMI 58 145/5108 7.0 171/5078 8.4 54.41 —e—H 0.84 (0.67-1.04)
CREDENCE 64/1089 227 86/1092 30.7 25.23 e 0.74 (0.54-1.03)
Fixed Effects Model (Q=042,df=2, P=.81;12=0.0%) i 0.81 (0.69-0.95)
[ I
0.25 0.5 1
B R —

© 2020 McGuire DK et al. JAMA Cardiol.

Favors Treatment

Favors Placebo



Treatment Placebo HHF/CVD
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% CI)
Patients with eGFR <60 mL/min/1.73m?
DECLARE-TIMI 58 55/606 NA 81/659 NA 58.95 ——e— 0.78 (0.55-1.09)
VERTIS CV 141/1199 35.6 92/608 46.5 41.05 —8— 0.76 (0.59-1.00)
Fixed Effects Model (Q=0.01,df =1, P=.91;12= 0.0%) i 0.77 (0.62-0.95)
Patients with eGFR 60 to <90 mL/min/1.73m?
DECLARE-TIMI 58 199/3838 NA 252/3894 NA 77.96 —eo— 0.79 (0.66-0.95)
VERTIS CV 222/2929 21.8 126/1461 25.0 22.04 —o— 0.87 (0.70-1.08)
Fixed Effects Model (Q=044,df=1, P=.51;12=0.0%) - 0.82 (0.71-0.95)
Patients with eGFR 290 mL/min/1.73m?
DECLARE-TIMI 58 163/4137 NA 163/4025 NA 37.16 0.96 (0.77-1.19)
VERTIS CV 81/1370 16.9 32/678 13.3 62.84 1.27 (0.84-1.91)
Fixed Effects Model (Q=1.40,df=1,P=.24;1>=28.5%) 1.02 (0.84-1.24)
[ T | | 1
0.25 0.5 1 2 4
4— E——
Favors Treatment Favors Placebo
D Treatment Placebo HHF/CVD
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with history of heart failure
EMPA-REG OUTCOME 75/462 63.6 49/244 85.5 13.27 —=e— 0.72 (0.50-1.04)
CANVAS Program NA/803 354 NA/658 56.8 23.25 —e— 0.61 (0.46-0.80)
DECLARE-TIMI 58 142/852 451 172/872 55.5 34.85 —eo— 0.79 (0.63-0.99)
VERTIS CV 164/1286 401 99/672 471 28.63 —e— 0.85 (0.66-1.09)
Fixed Effects Model (Q=3.36,df =3, P=.34; 1?=10.7%) - 0.75 (0.66-0.86)
Patients with no history of heart failure
EMPA-REG OUTCOME 190/4225 15.5 149/2089 24.9 19.45 —e— 0.63 (0.51-0.78)
CANVAS Program NA/4992 13.6 NA/3689 15.2 23.48 —eo— 0.87 (0.72-1.086)
DECLARE-TIMI 58 275/7730 8.9 324/7706 10.5 34.63 —eo— 0.84 (0.72-0.99)
VERTIS CV 280/4213 18.8 151/2075 20.6 22.44 —e—— 0.91 (0.75-1.11)
Fixed Effects Model (Q=741,df =3, P=.06; I2=59.5%) - 0.82 (0.74-0.90)
I I I 1
0.25 0.5 1 2 4
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eFigure 6. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to First Event of Kidney-

Related Outcomes

Albuminuria (Panel A) and History of Heart Failure (Panel B)

A Treatment Placebo Kidney outcomes
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with normal albuminuria
CANVAS Program NA/4012 26 NA/2995 4.9 48.58 —— 0.50 (0.33-0.77)
VERTIS CV 64/3186 5.8 35/1597 6.3 51.42 —e— 0.92 (0.61-1.39)
Fixed Effects Model (Q=4.09,df=1, P=.04;12=75.6%) i 0.68 (0.51-0.92)
Patients with micro albuminuria
CANVAS Program NA/1322 9.0 NA/944 8.4 42.05 ——e&— 0.98(0.60-1.60)
VERTIS CV 5711647 10.0 36/845 12.6 57.95 —e—— 0.80 (0.53-1.21)
Fixed Effects Model (Q=0.38,df =1, P=.54; 12=0.0%) R i = 0.87 (0.63-1.20)
Patients with macro albuminuria
CANVAS Program NA/406 29.4 NA/354 56.6 48.88 —e— 0.48 (0.31-0.74)
VERTIS CV 50/513 317 37/242 50.0 51.12 —e— 0.62 (0.41-0.95)
Fixed Effects Model (Q=0.68,df=1,P=.41;12=0.0%) e 0.55 (0.40-0.74)
[ | I 1
0.125 0.25 0.5 1 2
<+ EEEm——
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B Treatment Placebo Kidney outcomes
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
Patients with history of heart failure
DECLARE-TIMI 58 271852 NA 48/872 NA 43.33 —e— 0.58 (0.36-0.92)
VERTIS CV 53/1286 12.9 40/672 18.8 56.67 ——1 0.69 (0.46-1.04)
Fixed Effects Model (Q=0.30,df =1, P=.59; 1>=0.0%) —i—— 0.64 (0.47-0.87)
Patients with no history of heart failure
DECLARE-TIMI 58 100/7730 NA 190/7706 NA 60.82 —e— 0.52 (0.41-0.66)
VERTIS CV 122/4213 8.2 68/2075 9.3 39.18 —e—+— 0.88 (0.66-1.19)
Fixed Effects Model (Q=7.35,df =1, P=.007; I = 86.4%) - 0.64 (0.53-0.77)
[ | I 1
0.125 0.25 0.5 1 2
4 e

NA, not available
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eFigure 7. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to First Event of Myocardial

Infarction (MI)

Overall (Panel A) and by Atherosclerotic Cardiovascular Disease (ASCVD) Status (Panel B)

A
Treatment Placebo MI
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
EMPA-REG OUTCOME 223/4687 16.8 126/2333 19.3 14.71 —eo— 0.87 (0.70-1.09)
CANVAS Program NA/5795 11.2 NA/4347 12.6 17.95 —e— 0.89 (0.73-1.09)
DECLARE-TIMI 58 393/8582 11.7 441/8578 13.2 39.19 o 0.89 (0.77-1.01)
CREDENCE 83/2202 14.6 95/2199 16.9 8.16 —e— 0.86 (0.64-1.16)
VERTIS CV 330/5499 b FATA 158/2747 17.0 19.98 —o— 1.04 (0.86-1.26)
Fixed Effects Model (Q=2.34,df =4, P=.67;12=0.0%) | 0.91 (0.84-0.99)
[ I I 1
0.25 0.5 1 2 4
4 _—
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B
Treatment Placebo Mi
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
Patients with ASCVD
EMPA-REG OUTCOME 223/4687 16.8 126/2333 19.3 17.76 —e— 0.87 (0.70-1.09)
CANVAS Program NA/3756 12.56 NA/2900 16.0 17.05 —e— 0.79 (0.63-0.99)
DECLARE-TIMI 58 279/3474 21.0 321/3500 241 33.82 —o—i 0.87 (0.74-1.02)
CREDENCE 63/1113 222 66/1107 23.6 7.25 —er— 0.93 (0.66-1.32)
VERTIS CV 330/5499 17.7 158/2747 17.0 2412 —— 1.04 (0.86-1.26)
Fixed Effects Model (Q=3.80,df =4, P=.43; 1= 0.0%) & 0.90 (0.82-0.99)
Patients without ASCVD
CANVAS Program NA/2039 5.5 NA/1447 4.4 17.40 10— 1.21 (0.73-2.00)
DECLARE-TIMI 58 114/5108 5.6 120/5078 5.9 69.21 —e— 0.94 (0.73-1.21)
CREDENCE 20/1089 7.0 29/1092 10.3 1340 H——@&—— 0.70 (0.39-1.23)
Fixed Effects Model (Q=1.97,df =2, P=.37;12= 0.0%) —~— 0.94 (0.77-1.17)
[ T [ I ]
0.25 0.5 1 2 4
<+ _
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eFigure 8. Meta-Analysis of Effects of SGLT2 Inhibitors on Time to First Event of Stroke

Overall (Panel A) and by Atherosclerotic Cardiovascular Disease (ASCVD) Status (Panel B)

A
Treatment Placebo Stroke
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
EMPA-REG OUTCOME 164/4687 12.3 69/2333 10.5 14.07 ——e— 1.18 (0.89-1.56)
CANVAS Program NA/5795 7.9 NA/4347 9.6 21.20 —e— 0.87 (0.69-1.09)
DECLARE-TIMI 58 NA/8582 7.5 NA/8578 7.8 37.94 —er— 0.96 (0.81-1.14)
CREDENCE 62/2202 10.9 80/2199 14.2 9.73 e 0.77 (0.55-1.08)
VERTIS CV 185/5499 9.8 87/2747 9.3 17.06 —T— 1.06 (0.82-1.37)
Fixed Effects Model (Q=5.01,df =4, P=.29; 12 = 20.1%) * 0.96 (0.87-1.07)
[ I | ]
0.25 0.5 1 2
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B
Treatment Placebo Stroke
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% CI)
Patients with ASCVD
EMPA-REG OUTCOME 164/4687 12.3 69/2333 10.5 19.11 —r—e— 1.18 (0.89-1.56)
CANVAS Program NA/3756 8.8 NA/2900 10.4 19.98 —e—— 0.88 (0.67-1.16)
DECLARE-TIMI 58 NA/3474 10.9 NA/3500 1.7 28.68 —e1— 0.93 (0.74-1.17)
CREDENCE 44/1113 15.4 50/1107 17.7 9.07 —e—1T—— 0.87 (0.58-1.31)
VERTIS CV 185/5499 9.8 87/2747 9.3 23.17 —to— 1.06 (0.82-1.37)
Fixed Effects Model  (Q=3.16,df=4, P=.53; 2= 0.0%) . 0.99 (0.87-1.11)
Patients without ASCVD
CANVAS Program NA/2039 4.5 NA/1447 5.0 18.89 L o i 0.97 (0.59-1.61)
DECLARE-TIMI 58 NA/5108 52 NA/5078 51 66.86 —e— 1.02 (0.78-1.33)
CREDENCE 18/1089 6.3 30/1092 10.7 14.25¢ ® { 0.60 (0.34-1.08)
Fixed Effects Model (Q=2.69,df=2, P=.26;12=25.7%) e 0.94 (0.75-1.17)
[ I I 1
0.25 0.5 1 2
4+ _—
Favors Treatment Favors Placebo

NA, not available
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eFigure 9. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of the
Major Adverse Cardiovascular Event (MACE) Composite Without Inclusion of the CREDENCE

Trial

Overall (Panel A) and Following a Post Hoc Comparison by Atherosclerotic Cardiovascular
Disease (ASCVD) Status (Panel B)

A
Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)

EMPA-REG OUTCOME 490/4687 37.4 282/2333 43.9 17.64 —eo— 0.86 (0.74-0.99)
CANVAS Program NA/5795 26.9 NA/4347 31.5 22.59 —e—i 0.86 (0.75-0.97)
DECLARE-TIMI 58 756/8582 22.6 803/8578 24.2 35.94 o+ 0.93 (0.84-1.03)
VERTIS CV 735/5499 40.0 368/2747 40.3 23.83 —o— 0.99 (0.88-1.12)
Fixed Effects Model (Q=3.21,df=3,P=.36;1°=6.5%) <> 0.91 (0.86-0.97)
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B
Treatment Placebo MACE
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% CI)
Patients with ASCVD
EMPA-REG OUTCOME 490/4687 374 282/2333 43.9 21.05 —eo— 0.86 (0.74-0.99)
CANVAS Program NA/3756 341 NA/2900 413 23.20 —e— 0.82 (0.72-0.95)
DECLARE-TIMI 58 483/3474 36.8 537/3500 41.0 27.31 —e— 0.90 (0.79-1.02)
VERTIS CV 735/5499 40.0 368/2747 40.3 28.43 —eo—i 0.99 (0.88-1.12)
Fixed Effects Model (Q=4.32,df =3, P=.23; 12=30.5%) <> 0.90 (0.84-0.96)
Patients without ASCVD

CANVAS Program NA/2039 15.8 NA/1447 156.5 25.90 —e— 0.98 (0.74-1.30)
DECLARE-TIMI 58 273/5108 13.4 266/5078 13.3 74.10 —e— 1.01 (0.86-1.20)
Fixed Effects Model (Q=0.03,df =1, P=.86; 12=0.0%) f 1.00 (0.87-1.16)
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eFigure 10. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of
Hospitalization for Heart Failure (HHF) or Cardiovascular Death (CVD) Without Inclusion of the

CREDENCE Trial

Treatment Placebo HHF/CVD
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)

EMPA-REG OUTCOME  265/4687 19.7 198/2333 30.1 17.68 —e— 0.66 (0.55-0.79)
CANVAS Program  NA/5795 16.3 NA/4347 20.8 2473 —e— 0.78 (0.67-0.91)
DECLARE-TIMI 58  417/8582 12.2 496/8578 14.7 33.40 —e— 0.83 (0.73-0.95)
VERTISCV  444/5499 23.4 250/2747 26.6 24.20 —o— 0.88 (0.75-1.03)
Fixed Effects Model  (Q=6.18, df = 3, P = 10; I> = 51.5%) - 0.80 (0.74-0.88)
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eFigure 11. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of

Hospitalization for Heart Failure (HHF) Without Inclusion of the CREDENCE Trial

Overall (Panel A) and Following a Post-Hoc Comparison by Atherosclerotic Cardiovascular
Disease (ASCVD) Status (Panel B)

A
Treatment Placebo HHF
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
EMPA-REG OUTCOME 126/4687 9.4 95/2333 14.5 19.15 —e— 0.65 (0.50-0.85)
CANVAS Program NA/5795 5.5 NA/4347 8.7 20.36 —e— 0.67 (0.52-0.87)
DECLARE-TIMI 58 212/8582 6.2 286/8578 8.5 40.15 —e— 0.73 (0.61-0.88)
VERTIS CV 139/5499 73 99/2747 10.5 20.34 —e— 0.70 (0.54-0.90)
Fixed Effects Model (Q =0.60,df=3, P=.90; I2=0.0%) - 0.70 (0.62-0.78)
[ I ]
0.25 0.5 1 2
+— e
Favors Treatment Favors Placebo
B Treatment Placebo HHF
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
Patients with ASCVD
EMPA-REG OUTCOME 126/4687 9.4 95/2333 14.5 22.49 —e— 0.65 (0.50-0.85)
CANVAS Program NA/3756 7.3 NA/2900 11.3 19.63 —e—i 0.68 (0.51-0.90)
DECLARE-TIMI 58 151/3474 111 192/3500 141 34.00 —e— 0.78 (0.63-0.97)
VERTIS CV 139/5499 7.3 99/2747 10.5 23.88 —e—— 0.70 (0.54-0.90)
Fixed Effects Model (Q=1.26,df =3, P=.74; 1= 0.0%) - 0.71 (0.63-0.81)
Patients without ASCVD
CANVAS Program NA/2039 2.6 NA/1447 4.2 22.92 ¢ L 0.64 (0.35-1.15)
DECLARE-TIMI 58 61/5108 3.0 94/5078 4.6 77.08 —e—— 0.64 (0.46-0.88)
Fixed Effects Model (Q=0.00,df=1, P=1.00; I = 0.0%) e 0.64 (0.48-0.85)
| I |
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NA, not available
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eFigure 12. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of
Kidney-Related Outcomes Without Inclusion of the CREDENCE Trial

Treatment Placebo Kidney outcomes
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% ClI)
EMPA-REG OUTCOME 81/4645 6.3 71/2323 1.5 15.40 ——e— 0.54 (0.40-0.75)
CANVAS Program NA/5795 5.5 NA/4347 9.0 24.97 —e— 0.60 (0.47-0.77)
DECLARE-TIMI 58 127/8582 3.7 238/8578 7.0 33.15 —e— 0.53 (0.43-0.66)
VERTIS CV 175/5499 9.3 108/2747 11.5 26.48 ——— 0.81(0.64-1.03)
Fixed Effects Model (Q=762,df =3, P=.06;12=60.6%) - 0.61 (0.54-0.69)
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eFigure 13. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to Cardiovascular

(CV) Death Without Inclusion of the CREDENCE Trial

Treatment Placebo CV death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
EMPA-REG OUTCOME 172/4687 12.4 137/2333 20.2 17.96 —e— 0.62 (0.49-0.77)
CANVAS Program NA/5795 11.6 NA/4347 12.8 24.52 —— 0.87 (0.72-1.06)
DECLARE-TIMI 58  245/8582 7.0 249/8578 i 29.03 —e— 0.98 (0.82-1.17)
VERTIS CV 341/5499 17.6 184/2747 19.0 28.49 —e— 0.92 (0.77-1.10)
Fixed Effects Model (Q=10.68,df=3, P=.01; 12=71.9%) - 0.86 (0.78-0.95)
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NA, not available
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eFigure 14. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to All-Cause Death
Without Inclusion of the CREDENCE Trial

Treatment Placebo All-cause death
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% Cl)
EMPA-REG OUTCOME  269/4687 19.4 194/2333 28.6 16.31 —e— 0.68 (0.57-0.82)
CANVAS Program NA/5795 17.3 NA/4347 19.5 22.29 —o— 0.87 (0.74-1.01)
DECLARE-TIMI 58 529/8582 15.1 570/8578 16.4 38.18 —eoH 0.93 (0.82-1.04)
VERTISCV  473/5499 24.4 254/2747 26.2 23.22 —e— 0.93 (0.80-1.08)
Fixed Effects Model  (Q=9.00,df=3, P=.03;|>2=66.7%) > 0.87 (0.81-0.94)
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NA, not available
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eFigure 15. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of
Myocardial Infarction (MI) Without Inclusion of the CREDENCE Trial

Treatment Placebo Mi
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N  patient-years (%) (95% CI)

EMPA-REG OUTCOME  223/4687 16.8 126/2333 19.3 16.02 —e— 0.87 (0.70-1.09)
CANVAS Program  NA/5795 1.2 NA/4347 12.6 19.55 —e—— 0.89 (0.73-1.09)
DECLARE-TIMI 58  393/8582 1.7 441/8578 13.2 42.68 —o—i 0.89 (0.77-1.01)
VERTISCV  330/5499 17.7 158/2747 17.0 21.76 —o— 1.04 (0.86-1.26)
Fixed Effects Model (Q =217, df=3, P=.54;1>=0.0%) - 0.92 (0.84-1.00)
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eFigure 16. Sensitivity Analysis of the Effects of SGLT2 Inhibitors on Time to First Event of
Stroke Without Inclusion of the CREDENCE Trial

Treatment Placebo Stroke
Rate/1000 Rate/1000 Weights Hazard ratio
n/N patient-years n/N patient-years (%) (95% CI)

EMPA-REG OUTCOME 164/4687 12.3 69/2333 10.5 15.59 ——&— 1.18 (0.89-1.56)
CANVAS Program NA/5795 7.9 NA/4347 9.6 23.48 —— 0.87 (0.69-1.09)
DECLARE-TIMI58  NA/8582 75 NA/8578 7.8 42.03 —e— 0.96 (0.81-1.14)
VERTIS CV 185/5499 9.8 87/2747 9.3 18.90 —r— 1.06 (0.82-1.37)
Fixed Effects Model (Q=3.13,df=3, P=.37; 12=4.1%) ? 0.99 (0.88-1.10)
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NA, not available
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