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Part 1

Understanding TriNetX: Strengths & Limitations

@ TriNetX Explore real world, real-time global data




Why Real-World Evidence Matters
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TriNetX Overview
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v' Propensity Score Matching (PSM)

v' Kaplan—Meier survival analysis

v' Cox proportional hazards models

v' Treatment Patterns / Time-on-Treatment / Treatment Pathways
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Strengths and Limitations of TriNetX

Strengths
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When Real-World Evidence Is Particularly Useful ( 1)
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When Real-World Evidence Is Particularly Useful ( 2 )
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Abstract

Aims: Sodium-glucose co-transporter 2 inhibitors (SGLT2i) enhance cardiovascular outcomes in
individuals with type 2 diabetes mellitus (T2DM). Whether such effects also occur in T2DM patients
with atrial fibrillation (AF) remains unknown. We aimed to investigate SGLT2i use on cardiovascular
outcomes in patients with concomitant AF and T2DM.

Methods: Patients with both AF and T2DM were identified from TriNetX, an international electronic
medical record. Participants were divided into 2 groups according to their use of SGLT2i, at a 1:1
distribution through propensity score matching (PSM). The hazard ratio (HR) for clinical outcomes was
determined using multivariate Cox hazards regression model.

Results: We studied 339 792 patients with AF and T2DM, with 32 945 (9.70%) SGLT2i users. Following
PSM, 17 011 patients aged 68.4 + 7.9 years were included in each group. After a 3-year follow-up,
patients treated with SGLT2i showed significantly reduced risks of stroke (adjusted HR: 0.830, P <
.001), dementia (adjusted HR: 0.662, P < .001), long-standing persistent AF (adjusted HR: 0.917, P <
.001), heart failure (adjusted HR: 0.833, P < .001), and all-cause mortality (adjusted HR: 0.532, P <
.001).

Conclusion: The use of SGLT2i was associated with reduced risks of stroke, dementia, long-standing
persistent AF, heart failure, and mortality in patients with both AF and T2DM. SGLT2i may be
considered as a potential first-line therapy for this population.

Keywords: SGLT2 inhibitor; atrial fibrillation; dementia; heart failure; stroke; type 2 diabetes.



Study Objective
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Study Rationale
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Analysis Process

€ Defining the cohorts through query
criteria.
€ Setting up and running the analysis.
> Setting up the Analysis

* [ndex event, outcomes

criteria, and the time frame.

» Compare outcomes
* Measures of Association,
Survival, Number of
Instances and Lab result

distribution

Build
Cohort

SGLT2i Query

Non-SGLTZi
Query

Run Cohort Analysis
Query Execution Setup

33,100 » Set Index Event
patients * Define Qutcome

in cohort » Select Analysis
Type

TriNetX Workflowt

81HCOs
responded
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Cohorts definition
This section lists all terms used in the definitions of the two cohorts.

Query Criteria for Cohort 1 (query name: A SGLT2i)

This query was run on the network Research with 81 HCO(s) queried and 81 HCO(s) responded. A total of 67
provider(s) responded with patients. The final cohort included 33,100 patients who matched the query
criteria listed in the table below. For the text representation of the query criteria please see Appendix A.

Ungrouped terms
must have demographics Age Age (between 55 and 85 years (most
recent occurrence))
Group 1
AF
must have any of diagnosis UMLS:ICD10CM:148.0 Paroxysmal atrial fibrillation
diagnosis UMLS:ICD10CM:148.1 Persistent atrial fibrillation
diagnosis UMLS:ICD10CM:148.2 Chronic atrial fibrillation
diagnosis UMLS:ICD10CM:148.19 Other persistent atrial fibrillation
diagnosis UMLS:ICD10CM:148.21 Permanent atrial fibrillation
diagnosis UMLS:ICD10CM:148 Atrial fibrillation and flutter
diagnosis UMLS:ICD10CM:148.20 Chronic atrial fibrillation, unspecified
diagnosis UMLS:ICD10CM:148.11 Longstanding persistent atrial
fibrillation
diagnosis UMLS:ICD10CM:148.9 Unspecified atrial fibrillation and atrial
flutter
diagnosis UMLS:ICD10CM:148.91 Unspecified atrial fibrillation

date constraint The terms in this group occurred on or after Jan 1, 2016



Cohorts definition

This section lists all terms used in the definitions of the two cohorts.

Query Criteria for Cohort 1 (query name: A SGLT2i)

This query was run on the network Research with 81 HCO(s) queried and 81 HCO(s) responded. A total of 67
provider(s) responded with patients. The final cohort included 33,100 patients who matched the query
criteria listed in the table below. For the text representation of the query criteria please see Appendix A.

Group 2
DM-+visit
must have diagnosis UMLS:ICD10CM:E08-E13 Diabetes mellitus
and visit TNX:Visit Visit

number of occurrences
date constraint

Greater than or equal to 3 instances

The terms in this group occurred on or after Jan 1, 2016

Group 3

Group 3A DM

must have

diagnosis UMLS:ICD10CM:E08-E13 Diabetes mellitus

date constraint
event relationship

The terms in this group occurred on or after Jan 1, 2016

Any instance of SGLT2i occurred within 3 years on or after the first instance of DM

Group 3B SGLT2i

must have any of

medication NLM:RXNORM:1488564 dapagliflozin
medication NLM:RXNORM:1545653 empagliflozin
medication NLM:RXNORM:1373458 canagliflozin




Query Criteria for Cohort 2 (query name: B Non-SGLT2i)

This query was run on the network Research with 81 HCO(s) queried and 81 HCO(s) responded. A total of 73
provider(s) responded with patients. The final cohort included 308,774 patients who matched the query
criteria listed in the table below.

Ungrouped terms
must have demographics Age Age (between 55 and 85 years (most
recent occurrence))
Group 1
AF
must have any of diagnosis UMLS:ICD10CM:148.0 Paroxysmal atrial fibrillation
diagnosis UMLS:ICD10CM:148.1 Persistent atrial fibrillation
diagnosis UMLS:ICD10CM:148.2 Chronic atrial fibrillation
diagnosis UMLS:ICD10CM:148.19 Other persistent atrial fibrillation
diagnosis UMLS:ICD10CM:148.21 Permanent atrial fibrillation
diagnosis UMLS:ICD10CM:148 Atrial fibrillation and flutter
diagnosis UMLS:ICD10CM:148.20 Chronic atrial fibrillation, unspecified
diagnosis UMLS:ICD10CM:148.11 Longstanding persistent atrial
fibrillation
diagnosis UMLS:ICDI10CM:148.9 Unspecified atrial fibrillation and atrial
flutter
diagnosis UMLS:ICD10CM:148.91 Unspecified atrial fibrillation

date constraint The terms in this group occurred on or after Jan 1, 2016




Query Criteria for Cohort 2 (query name: B Non-SGLT?2i)
This query was run on the network Research with 81 HCO(s) queried and 81 HCO(s) responded. A total of 73

provider(s) responded with patients. The final cohort included 308,774 patients who matched the query
criteria listed in the table below.

Group 2
DM+visit
must have visit TNX:Visit Visit
and diagnosis UMLS:ICD10CM:EQ8-E13 Diabetes mellitus
number of occurrences Greater than or equal to 3 instances
date constraint The terms in this group occurred on or after Jan 1, 2016
Group 3
Group 3A DM
must have diagnosis UMLS:ICD10CM:EQ8-E13 Diabetes mellitus
date constraint The terms in this group occurred on or after Jan 1, 2016
event relationship Any instance of 5GLT2i occurred on or after the first instance of DM
Group 3B 5GLT2i
cannot have medication NLM:RXNORM:1488564 dapagliflozin
ar medication NLM:RXNORM:1545653 empagliflozin

or medication NLM:RXNORM:1373458 canagliflozin




Analysis Setup : DR EE M

€ Defining the cohorts through query criteria.
€ Setting up and running the analysis.
> Setting up the Analysis
* Index event, outcomes criteria, and the time frame.
» Compare outcomes
* Measures of Association, Survival, Number of Instances and Lab result

distribution



Analysis Process

} TriNetX
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Analysis Setup : DR EE R
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Outcome Definitions

Table below outlines the definitions for each outcome and the analysis specifications. For outcome
definitions consisting of more than one term, at least one term must match. Please see Appendix C for the
text representation of the outcome definitions.

All-cause mortality

Outcome definition

Demographics Deceased Deceased
Settings for the performed analyses
Risk analysis excluding patients with outcome prior to the time window
Kaplan - Meier survival analysis excluding patients with outcome prior to the time window
Stroke
Outcome definition
Diagnosis UMLS:ICD10CM:160 Nontraumatic subarachnoid hemorrhage
Diagnosis UMLS:ICD10CM:161 Nontraumatic intracerebral hemorrhage
Diagnosis UMLS:ICD10CM:162 Other and unspecified nontraumatic intracranial hemorrhage
Diagnosis UMLS:ICD10CM:163 Cerebral infarction
Diagnosis UMLS:ICD10CM:165 Occlusion and stenosis of precerebral arteries, not resulting in cerebral
infarction
Diagnosis UMLS:ICD10CM:166 Occlusion and stenosis of cerebral arteries, not resulting in cerebral
infarction
Diagnosis UMLS:ICD10CM:167 Other cerebrovascular diseases
Diagnosis UMLS:ICD10CM:168 Cerebrovascular disorders in diseases classified elsewhere
Diagnosis UMLS:ICD10CM:G46 Vascular syndromes of brain in cerebrovascular diseases
Settings for the performed analyses
Risk analysis excluding patients with outcome prior to the time window

Kaplan - Meier survival analysis excluding patients with outcome prior to the time window

21



Analysis Process

Define Cohorts

Perform

Propensity Score
Matching (PSM)

- Matching ratio: 1.1

« Balance check:
Standardized: Mean
Difference (SMD) <0.1
Note: p-value not
used as a balannce
criterion

Event Incidence
Analysis

Survival Analysis
(Kaplan-Meier)

Hazard Ratio
Estimation
(Cox Model)

Event Count/

Lab Distribution

Export Results
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Propensity Score 1:1 Matching

Cohort 1 and cohort 2 patient count before and after propensity score matching

Cohort Patient count before matching Patient count after matching
1- ASGLT2i 32,945 17,011
2 - B Non-SGLT2i 306,847 17,011

Propensity score density function - Before and after matching (cohort 1 - purple, cohort 2 - green)

30 304

Cohort 1: SGLT2i
Cohort 2: Non-SGLT 2i

Pl
=
1
]
=

1

=
=
i

Density (% of Cohort)
=
=

Density (% of Cohort)

— —/\

0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 08 0.9 1.0 0.0 0.1 02 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0
Propensity Score Propensity Score
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Propensity Score 1:1 Matching Balance

SMD < 0.1
Cohort 1 (N =17,011) and cohort 2 (N = 17,011) characteristics after propensity score matching
Demographics
Cohort Mean + SD Patients % of Cohort P-Value Std diff.
1 68.4 +/-7.9 17,011 100%
) Al Age at Index 68.4 +/-7.8 17011 100% 0.611 0.006
1 5,226 30.7%
F F I ’ 0.144 0.016
2 emate 5,102 30.0%
1 . _ 1,843 10.8%
5 2054-5 Black or African American 1810 10.6% 0.563 0.006
Diagnosis
Cohort Mean = SD Patients % of Cohort P-Value Std diff.
1 Essential (primary) 15,073 88.6%
2 110 hypertension 15,107 88.8% 0560 0.006
1 ) 702 4.1%
5 115 Secondary hypertension 705 4.19% 0.935 0.001
Disorders of lipoprotein
1 . 14,659 86.2%
5 E78 r?’u?tahn_llsm and other 14,680 86.3% 0.741 0.004
lipidemias
1 N1S Chronic kidney disease 6,140 36.1% 0.182 0.014

2 (CKD) 6,022 35.4%



After Propensity Score 1:1 Matching

The Journal of Clinical Endocrinology & Metabolism, 2024, Vol. 00, No. 0

Table 1. Baseline characteristics of the study cohort before and after propensity score matching

Variables Initial group Propensity score-matched group
SGLT2i Non-SGLT2i P-value SDM SGLT2i Non-SGLT2i P-value SDM
(n=32945)  (n=306847) (n=17011)  (n=17011)
Demographics
Age at baseline (years) 68.1+7.83 69.6+7.71 <.001 0.19 68.4+7.88 68.4+7.81 .61 0.006
Male, (%) 21666 (65.8) 175370(57.2) <001 018 11007 (64.7) 11160 (65.6) .08 0.02
Race (n, %)
Asian 1044 (3.17) 9188 (2.99) .08 0.01  570(3.35) 560 (3.29) .76 0.00
White 22932 (69.61) 209219 (68.18) <.001 0.03 11746 (69.05) 11880 (69.84) .11 0.02
Black or African American 3547 (10.77) 37918 (12.36) <.001 0.05 1843 (10.83) 1810 (10.64) .56 0.01
Native Hawaiian or Other Pacific Islander 269 (0.82) 2528 (0.82) .89 0.00 161 (0.95) 155 (0.91) 73 0.00
American Indian or Alaska Native 88 (0.27) 863 (0.28) .64 0.00  401(0.24) 32 (0.19) 35 0.01
Unknown race 4393 (13.33) 41326 (13.47) .50 0.00  2310(13.58)  2245(13.2) 3 0.01
Other race 672 (2.04) 5805 (1.89) .06 0.01  341(2.01) 329 (1.93) .64 0.01
Underlying diseases (n, %)
Essential (primary) hypertension 28855 (87.59) 260692 (84.96) <.001  0.08 15073 (88.61) 15107 (88.81) .56 0.01
Secondary Hypertension 1389 (4.22) 11 687 (3.81) <.001 0.02 702 (4.13) 705 (4.14) .93 0.00
Hyperlipidemia 28251 (85.75) 238857(77.84) <.001 0.21 14659 (86.17) 14680 (86.3) .74 0.00
Chronic kidney disease 11027 (33.47) 115271 (37.57) <.001 0.09 6140 (36.09) 6022 (35.4) 18 0.01
Medication uses (n, %)
Oral hypoglycemic agents 28498 (86.5) 145923 (47.56) <.001 0.91 12564 (73.86) 12904 (75.86) <.001 0.05
Metformin 20599 (62.53) 115726 (37.72) <.001 0.51 9975 (58.64) 10 289 (60.48) <.001 0.04
Glipizide 5776 (17.53) 34654 (11.29) <.001 0.18 2788 (16.39) 2899 (17.04) A1 0.02
Sitagliptin 6146 (18.66) 25535 (8.32) <.001 0.31 2773 (16.3) 2858 (16.8) 22 0.01
Empaglifiozin 11828 (35.9) 0 (0.00) NA NA 1447 (851) 0 (0.00) NA NA
Dapaglifiozin 6161 (18.7) 0 (0.00) NA NA 790 (4.64) 0 (0.00) NA NA
Canagliflozin 4110 (12.48) 0 (0.00) NA NA 1046 (6.15) 0 (0.00) NA NA




Risk Analysis After Propensity Score 1:1 Matching

2 Stroke

Risk analysis excluding patients with outcome prior to the time window

Patients with

Cohort Patients in cohort Risk
outcome
1 ASGLT2i 12,803 946 0.074
2 B MNon-S5GLT2i 12,495 1,137 0.091
95% ClI z p

Risk Difference -0.017 (-0.024, -0.010) -4.849 0.000
Risk Ratio 0.812 (0.748, 0.882) N,!'A NfA
Odds Ratio 0.797 (0.728, 0.872) N,:"A NfA

cohort 1

cohort 2-

0% 10% 20% 0% a0% 50% 60% 70% 80% 20% 100%

% of cohort

4,208 patients in Cohort 1 and 4,516 patients in Cohort 2 were excluded from results because they had the
outcome prior to the time window.



Risk Analysis After Propensity Score 1:1 Matching

Kaplan - Meier survival analysis excluding patients with outcome prior to the time window

Patients with Median

Survival probability at end of time

Cohort Patients in cohort . .
outcome survival (days) window
1 ASGLT2i 12,803 946 - 87.14%
2 B Non-5GLT2i 12,495 1,137 -- 85.16%
X2 df p
Log-Rank Test 17.940 1 0.000
Hazard Ratio 95% ClI X2 df p
H d Rati d
azard Ratio an 0.830 (0.761, 0.905) 3.456 1 0.000

Proportionality

1

== ﬁ:z

>
En_s-
E
g
.Euz

o 100 200 300 400 600 700 800 G400 1,000

Days after index event

4,208 patients in Cohort 1 and 4,516 patients in Cohort 2 were excluded from results because they had the
outcome prior to the time window.



Risk Analysis After Propensity Score 1:1 Matching

Table 2. Risks of primary and secondary outcomes

Events Total number for analysis 3-year cumulative rate (%) Hazard ratio, 95% CI P-value
Primary outcome
Stroke”
Non-SGLT2i 12 495 1137 (9.10) 1.0 Ref.
SGLT2i 12803 946 (7.39) 0.830 (0.761, 0.905) <.001
Incident dementia“
Non-SGLT2i 16219 444 (2.74) 1.0 Ref.
SGLT2i 16453 287 (1.74) 0.662 (0.571, 0.768) <.001
Long-standing persistent AF*
Non-SGLT2i 17011 12 244 (72.0) 1.0 Ref.
SGLT2i 17011 12013 (70.62) 0.917 (0.894, 0.940) <.001
Secondary outcomes
Heart failure”
Non-SGLT2i 8896 1450 (16.30) 1.0 Ref.
SGLT2i 7156 1026 (14.34) 0.833 (0.769, 0.902) <.001
Coronary artery disease”
Non-SGLT2i 6771 946 (13.97) 1.0 Ref.
SGLT2i 5885 51 (6.30) 0.927 (0.851, 1.010) .085
All-cause death”
Non-SGLT2i 16 815 3238 (19.26) 1.0 Ref.
SGLT2i 16 883 1685 (0.10) 0.532 (0.502, 0.564) <.001

Abbreviations: AF, atrial fibrillation; CI, confidence interval; Ref, reference; SGLT2i, sodium-glucose cotransporter-2 inhibitor.

“Conditional Cox proportional hazard model was adjusted for all relevant covariates, including baseline characteristics, comorbidities, and medications used.



Risk Analysis After Propensity Score 1:1 Matching

A Stroke
1-\§:
0.8-
2
305
s ———  SGLT2i
204 ———  Non-SGLT2i
2
:2,0.2 Log-rank test: P-value <0.001
m .

100 200 300 400 500 600 700 800 00 1,000
Days after index event

Figure 1. Kaplan—Meier survival curves for cardiovascular events of (A) stroke, (B) incident dementia, and (C) long-standing persistent atrial
fibrillation.
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Events Total number for analysis 3-year cumulative rate (%) Hazard ratio, 95% CI P-value
Primary outcome
Stroke”
Non-5GLT2i 12 495 1137 (9.10) 1.0 Ref.
SGLT2i 12803 946 (7.39) 0.830 (0.761, 0.905) <.001
A Stroke
! —_— Number at riask
08 =2=2AEH "FEE x YBARL £ - EREE®
>
B ok
é — SGLT2i P —_ . N
N ———  Non-SGLT2i ZEHEER number atrisk - WEA :
g \ £ . _ _ =<2 (: ,
goz Log-rank test: P-value <0.001 ﬁz J% A EI/J t me\ to-event / CEensor 5 /JPI-
i g 2 /D TriNetX & 1B KM summary table
AL g .
00 20 300 40 S0 600 00 80 90 1000 ( = time, n.risk, n.event, n.censor )

Days after index event
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( Post-processing / Visualization )

a5 S SAS® Logon Man... MR REDCap

& D B > ChatGPT 5.1 v
@ #es= 1137 (9.10) st pvaiue <001 |
946 (7.39) . —

Q gs#E & e

| EE A M ETIEERMnumber at risk: IE0E5RKME - X8R R 365K 5
—{EEA ; YERRIRK0.7-1 . WHS0.15 (B ; FEEEEESH

Efees TR UIRBMABBNEELLE . & number at risk - 5365

- FE—BEAEEF

98 =

© crrrius SEmE s

B Frss 7 WERBEI=HS .

& TriNetX 1. #5—# "H#IEEE , 9 number atrisk ( & 365 X )

2. A ERTERERET LR (FRELERER)

TriNetX #2273 = 3. BIBY number at risk WERXHE AR - HER Methods




AlZREHBIER ( Post-processing / Visualization )

5 > ChatGPT5.1 ~

L (RIRIBHAEEB =F2324E R - #HEAY number at risk ( 8 365 X))
REENERE
« Non-SGLT2i #H
« Total number for analysis : 12,495
o 3-year cumulative rate : 9.10% ( 1137 44 stroke )
« SGLT2i 48

e Total number for analysis : 12,803
o 3-year cumulative rate : 7.39% ( 946 4 stroke )

i=0EE 3 FiRAA :

« Non-SGLT2i f7&EERI ~ 1 - 0.0910 = 0.909
o SGLT2i F/ELLAl ~ 1 - 0.0739 = 0.9261



Al RERBNE

5 » ChatGPT 5.1 ~

( Post-processing / Visualization )

» Non-SGLT2i &L A ~ 1 - 0.0910 = 0.909
o SGLT2i F&ELEAl ~ 1 -0.0739 = 0.9261

HAE "E8 hazard (1589 ) + KFFAEZERHMERE  SERES - =3 THEMNEIEDIHFEZ 0.909 -
0.9261 » ZAEFRIE 365 - 730 RAITFEEE » BFEL baseline ARl » BRIIFIEEEAR number atrisk ( 2=
FEHRODITESH E) -

(MERATIEER)

Time after index (days) Non-SGLT2i — n at risk SGLT2i — n at risk
0 12,495 12,803
365 12,104 12,480
730 11,725 12,164

1,095 11,358 11,857
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5 > ChatGPT 5.1 v
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Survival probability

0.7

Stroke - Kaplan-Meier Survival Curve

MNon-SGLT2i
SGLT2i

( Post-processing / Visualization )

365

730

Days after index event

Number at risk

1095

o 365

730

1095

Non-SGLT2i

12495

12104

11725

11358

SGLT2i

12803

12480

12164

11857

EH ML B EAIKM survival curve for stroke + EAnumber at risk
‘EER MR FHEN . FESEHHERNHASE  fHEIEEN
number at risk: {E235EKME » XEiR R L365FK A —EEN ; YER
RoN0.7-1 S0 A5 —(EEM ; FEREFRASFEHAEE I
RIEMAEENEELLA » sT8number atrisk » B365F 4 —FEAEE

=

%
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Stroke - Kaplan-Meier Survival Curve

10—

- —— _-__———_
£

= 0.9

0

o

L

2

j=1

©

=

£ 0.8

w

Mon-5GLT2i
SGLTZi
0.7 : : ’
0 365 730 1095
Days after index event
Number at risk
1] 365 130 1095
Non-SGLT2i 12495 12104 11725 11358
SGLTZI 12803 12480 12164 11857

( Post-processing / Visualization )
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ChatGPT BXRE<S—

= R ML IE L RIKM survival curve 1
stroke - EAnumber at risk Z£FE R/ T
FHRY - FTEEFIAHERNAEE
I E /I number at risk: 1Z24
sRKME - Xl R R e 365 K & —1E E il
YRR K0.7-1 - WHB0.1A5—(E&E
FiERBIEAS BT EEER - WiR]
MABEENEELEA - 5T&number a
risk - 8365 K4A—BAREE ; 38E
Non-SGLT2i#B &4k 4R - SGLT2izH &)
27 WIEBENERNERE - 2R
F2IREEE R AR &

1.0

( Post-processing / Visualization )

Stroke

—— MNon-5GLT2
— SGLT2i

-
=
= 0.9
o
]
o
e
=1
©
=
=
5 0.8
W
Log-rank test: P < 0.001
G_? L d ]
0 365 730 1095
Days after index event
NMumber at risk
0 365 730 1095
Mon-5GLT2 12495 12104 11725 11358

SGLT2

12803 12480 12164

11857




Part 4

IxRBEPRVITIRREE

Q3:u

Time of exposure to the 1-SGLT2 medication is not stated or controlled in the statistical
analysis. «

Reply:-

Thank you for raising the important issue regarding the time of exposure to i-SGLT2

medication. We acknowledge that the duration of exposure could impact outcomes an
d should ideally be considered in the analysis.«

In this study, we were unable to adjust directly for the duration of exposure within the
statistical model due to the constraints of our dataset and methodology. However, we
have analyzed the treatment pathways using TriNetX, which provides insight into the
typical durations of medication use among our study cohorts.«

To further illustrate this point, we have included a new supplemental figure (Figure S
2), which details the distribution and median duration of 1-SGLT2 medication use in 0
ur cohorts. This figure can be referenced for a clearer understanding of how exposure
time has been considered indirectly through our treatment pathway analysis.«

We appreciate your attention to this detail and hope that the supplemental Figure S2
helps clarify the Methods (Lines 143-144) and Limitations (Lines 272-276).«
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“*{ﬁ?e";‘ﬁﬂ‘ﬁ (Treatment Pathways )

AR IR 1S 0 A o] DA RS R A B 5 *qﬂa—%ﬁﬁﬁﬁz‘af‘?’j‘/i SN =h Y AW Y=bi

(Time on Treatment )

EBHOR A RERTSHERERS

TriNetX Studies v Connect Browse Network What's New ~

My Studies / Untitled Study / My Analyses / New

jo) Analytics ~ My Analyses Analyses that are currently available to me.
+ Index Event Index Event
Analyze Outcomes e e Compare Outcomes e e Compare Cohorts
8 How do patients in a cohort experience 4 Q - How do outcomes compare between - Q - How do patient characteristics compare 4 -
: outcomes? cohorts? between cohorts?
Explore Review Outcomes Compare Review Outcomes )
Characteristics Characteristics - Compare Characteristics
. .e
L]
‘I II ] .
oo "Ill"' @ single Cohort ® ® Two Cohorts .:0‘. ‘ ® @ Two Cohorts
Competing Risks fndex Event Treatment Pathways fndex Event cidence and Prevalence
What is the probability for a patient to - Q In what order do patients receive Q hat are the incidence and prevalence of | ]
have competing risks? treatments following a diagnosis? vents of interest in a cohort?
Review Review Competing Review Review Treatment Review Incidence and Prevalence
Characteristics Risks Characteristics Pathways
o f @ single Cohort c ! @ single Cohort . @ single Cohort
Advanced Explore Cohort fdex Event Cox Proportional Hazards fndex Event
What are the characteristics of my cohort 4 Q - Model - Q -

- ) s
in different time periods? What impact do a collection of predictors

Explore Explore Outcomes have on an outcome?
13 Characteristics

N0 O

Select Covariates | Review Outcomes

® ® Two Cohorts

cewasss

@ single Cohort




— %515 (General metrics) :

BRI EFEFHINEEEYIREBLLS - UKFMBESREPISERER DM -

My Studies / SGLT2i_DM / My Analyses / SGLT2i # / Pathways / Lines of Treatment Pathways last run by Shu-Fen Chiu on Nov 18, 2024 at 1:38 pm
. Analytics -
)J

Cohort

Analyze treatment pathways after an index event. Results include treatments m

1, Export All
in the time window same day as index event to 1825 days after index event = BXR

+ Pathways Lines of Treatment

Characteristics

m 1.1 SGLTZi 75,052 ‘
Treatments

Pathways v General metrics =
nputs
Treatments on this Pathway @ = Select Treatments Distribution of treatment use across all lines of treatment (LOT) @
Lines of Treatment LOT1 LOT2 LOT3 LOT4 LOTS LOT6

0% 25% 50% 75% 100%

Time on Treatment Empagliflozin :

Dapagliflozin

Hist: Canagliflozin

@DDapagliflozin |
@Dcanagliflozin
Ertugliflozin

@DDapagliflozin
@DDapagliflozin

@Empagliflozir

@DDapagliflozin

Percentage based on the total number of patients per LOT



BHEtFSIE ( Follow-up Metrics ) :

A A BB 19 5E B 15 /]

My Studies / SGLT2i_DM / My Analyses / SGLT2i # / Pathways / Time on Treatment

fo Analytics

+ Cohort
Characteristics
Treatments

Pathways

nputs

Lines of Treatment

Time on Treatment

Histary

Pathways Time on Treatment

Pathways last run by Shu-Fen Chiu on Nov 18, 2024 at 1:38 pm

Analyze treatment time after an index event. Results include treatments same day as index event to
1825 days after index event.

| conor1 RIS

75,052 ‘

@ Results are incomplete; one or more HCOs failed to return results.

s Follow-up Metrics

1 1.1

75,052 808.537 581.168 704
SGLT2i

Follow-up Time

T T 1 T T T 1 L}
0 200 400 600 800 1000 1200 1400 1600 1800
Time (days)

Percentage of Cohort (%)

[>



Dapagliflozin BV E S EISEIFIRE X

~ Time on Treatment

Time on selected treatment
—

e d Dapaglifiozi

Index

Treatment

[ ] Dapagliflozin (all)
All switches

@ Treatment end
Death

@ £nd of record

B End of time window

Retention

[ Dapaglifiozin (all)
All switches

) Treatment end
Death

B End of record

B End of time window

21,201

1,647

16,436

704

2,393

21

n Mean + SD (days)
21,201 121.785£143.741
1,647 63.795 £ 152.231
16436 123.766 £98.53
704 93.813 £137.887
2,393 157.071 +£272.198
21 1826+0

Median Survival

9N

N

820

1,826

Median Min
91 1

16 1

91 9N

53 1

61 1
1,826 1826

1,826

1,568

1,735

1,064

1,762

1,826

™
sl

Time patients stayed on the treatment

Time on Treatment (Dapagliflozin)

FH
|
r T T T T T T T T T1
200 400 600 a00 1000 1200 1400 1600 1800
Time (days)
Retention (Dapagliflozin)
1
z
= 08-
=]
2
056 -
=
a
= 04-
2
E 02 -
7]
o T T T T # T T T 1 T
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ABIRE 2 (Treatment Pathways )

(A) Treatments on pathway (B) Distribution of treatment use across all lines of treatment (LOT)
LOT1 LoT2 LOT3 LOT4 LOTS LOT®
0% 25% 50% 75%  100% e ' - !
i i .
Empagliflozin - : —_
: : S
Dapagliflozin - - o - - —'. - : «
i i oo
Canagliflozin - . i
{ | g e
E 2 70% - 20% =
Percentage (%) )
o
|
Percentage based on the total number of patients per LOT
(C) Follow-up metrics
Mean . Median
(days) Standard deviation (days) (days)
Whole period
SGLT2i 808.5 581.2 704
LOT1
Dapagliflozin 121.8 143.7 91
Empagliflozin 124.7 141.7 91
Canagliflozin 122.1 142.4 91
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8 Pneumonia

Risk analysis excluding patients with outcome prior to the time window

Patients with

Cohort Patients in cohort Risk
outcome
1 ASGLT2i 14,104 901 0.064
2 B Non-SGLT2i 13,710 1,211 0.088
95% Cl z p
Risk Difference -0.024 (-0.031, -0.018) -7.695 0.000
Risk Ratio 0.723 (0.666, 0.786) N/A N/A
Odds Ratio 0.704 (0.644, 0.770) N/A N/A
oG JEE - N AN =\[i
AZEEOdds Ratioftl7F ;& 73 M AYEE (L
cohort 1
cohaort 2
0% 10% 20% 30% 40% 50% 60% 70% B0% 90% 100%

% of cohort

2,907 patients in Cohort 1 and 3,301 patients in Cohort 2 were excluded from results because they had the

outcome prior to the time window.
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Kaplan - Meier survival analysis excluding patients with outcome prior to the time window

_ _ Patients with Median Survival probability at end of time

Cohort Patients in cohort _ _

outcome survival (days) window
1 ASGLT2i 14,104 901 -- 89.07%
2 B Non-SGLT2i 13,710 1,211 -- 85.73%

X’ df P
Log-Rank Test 49.485 1 0.000
Hazard Ratio 95% Cl x? df p
H d Rati d
azard Ratio an 0.735 (0.674, 0.801) 2.014 1 0.156

Proportionality

=

gmbagility -
s o @

Survival
=}
[¥]

L=

100 200 300 400 500 600 700 OO 800 1,000
Days after index event

2,907 patients in Cohort 1 and 3,301 patients in Cohort 2 were excluded from results because they had the
outcome prior to the time window.

##£Harzrd Ratio - (HE2FE95% CIEAP-valueBY ¥l FERIRE
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Summary

AL TriNetX 81T AF + 55 _BUEFR R IR R 2 SGLT2 HNFHIE 24T - 455RE8 R SGLT2i BEERY
&~ RE -~ ODRIBEILT E AR -

TriNetX IRIHEA(L - JEEWEEHRAERN SRR - BERFBEEIIAREZ P cohort - HAI5E
=% B LR IRAFAVER PRAA T

TriNetX REIRRERE - FEBERFEENRA - HIEBREAFEE - cohort X/NEEHEOIEE
SHAFEE  RETBERENER -

TriNetX 2 EATDIERERN S E - AREFERZEBARAER ; ARERARFTEDL (1 time-dependent
Cox * competing risk ) SLE3{ii853R - BB HNIS IRB 120048 - [d TriNetX B3 BEEBHER T & -

m Al TEgERIREERER - KRBEEREEERE - BAEUC TriNetX REM D TEEERE -
B TriNetX IRSEEARIBRERS - AoJEFERRZAE - KEEBAE - IFEHR/BEXSFHRAZE -

g S ERERS - LR ERERBAEBRERIRE -
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