
Supplem
entary Figure 1. Single therapy study profile 

D
M

: diabetes m
ellitus; PS: propensity score. M

odel 1 is the propensity score m
odel for the probability of being included in the trial. M

odel 2 is the propensity score m
odel for 

probability of receiving an A
C

Ei built using the cohort of A
C

Ei trial-analogous patients appended to the A
R

B
 trial-eligible patients. The PS w

eighted analysis uses inverse PS 
w

eights generated from
 running M

odel 2 on 1 random
ly selected trial-eligible A

R
B

 period per patient and 1 random
ly selected trial-eligible A

C
Ei period per patient. For the 

m
ain analysis follow

-up w
as from

 the start date of the trial-eligible period and patients w
ere censored at the earliest date of: outcom

e, death, transferred out of practice, last 
practice data collection, or 5.5 years from

 the start of trial-eligible period, to reflect the m
axim

um
 follow

-up in the trial. In the on-treatm
ent analysis, patients w

ere 
additionally censored at the end of an eligible period, if they sw

itched treatm
ent or started dual therapy. This w

as denoted as date of last drug and patients w
ere censored at 

this date +60 days. In the sensitivity analysis follow
-up started from

 28 days after the start of the eligible period (to reflect the typical length of prescription), excluding 
patients if there w

ere no prescriptions after 28 days. 51,775 A
C

Ei patients and 18,410 A
R

B
 patients w

ere excluded for heart failure.

Supplem
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1,224 A
RB/A

CEi periods starting on the sam
e day

TRIAL CRITERIA APPLIED

TRIAL CRITERIA APPLIED

People in CPRD
 eligible for H

ES linkage, aged ³55 years, w
ho received a prescription for an A

CEi or A
RB betw

een 1
stJanuary 2001 and 31

stJuly 2019
n=577,429

A
RB exposed tim

e periods 
n=244,339

(From
 183,852 people)

ARB–
trial-eligible

Exposed tim
e 

periods that m
et 

O
N

TA
RG

ET trial 
criteria in CPRD

n=59,935 
(From

 48,455 
people)

D
id not m

eet O
N

TA
RG

ET inclusion criteria, 
n=140,003 

due to:
•

A
ge n=24,864

•
D

idn’t have CV
/high-risk D

M
 

diagnosis n=115,139
•

H
ad ³1 exclusion criteria n=44,401

A
CEi exposed tim

e periods 
n=639,929 

(From
 471,251 people)

ACEi–
trial-eligible

Exposed
tim

e periods that m
et O

N
TA

RG
ET trial criteria 

in CPRD
n=156,561 (From

 123,985 people)

D
id not m

eet O
N

TA
RG

ET inclusion criteria, 
n=361,086 due to:

•
A

ge n=77,081
•

D
idn’t have CV

/high-risk D
M

 diagnosis 
n=284,005

•
H

ad ³1 exclusion criteria n=122,282
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ONTARGET: 
H

R=1.01 (95%
 CI: 0.94, 1.09)

ONTARGET participants
n=25,620

ACEi trial-analogous
n=22,091
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PS w
eighted cohort

A
CEi: n=96,602 

A
RB: n=40,553

PS m
atched cohort

15,462 in each group
H

R=0.97 (95%
 CI: 0.92, 1.02)

M
ain analysis: H

R=0.98 (95%
 CI: 0.94, 1.02)

O
n-treatm

ent : H
R=1.02

(95%
 CI: 0.93, 1.12)

Sensitivity : H
R=0.93 (95%

 CI: 0.90, 0.96)


