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Appendix table 1, Overview of study outcomes  
 

Primary outcome  

Any CVD  
 

Major CVD arterial OR 
CVD venous OR 
hyperlipidemia: E780-E785 OR 
Hypertension: I10-I15 OR 
Medical treatment for CVD (≥2 redemptions) 
 B01: Antithrombotic agents  

C01: Cardiac therapy (antiarrhythmics, cardiac stimulants, vasodilators) 
C02: Antihypertensives (antiandrenergic) 
C03: Diuretics 
C04: Peripheral vasodilators 
C07: Beta blocking agents 
C08: Calcium channel blockers 
C09: Agents acting on the renin-angiotensin system 
C10: Lipid modifying agents  

Secondary outcomes  

Any arterial outcome 
 

Hyperlipidemia: E780-E785 OR 
Major CVD arterial OR 
Hypertension OR 
Medical treatment for CVD (≥2 redemptions) 
 B01: Antithrombotic agents  

C01: Cardiac therapy (antiarrhythmics, cardiac stimulants, vasodilators) 
C02: Antihypertensives (antiandrenergic) 
C03: Diuretics 
C04: Peripheral vasodilators 
C07: Beta blocking agents 
C08: Calcium channel blockers 
C09: Agents acting on the renin-angiotensin system 
C10: Lipid modifying agents  

Any venous outcome CVD venous OR 
Medical treatment B01: Antithrombotic agents (≥2 redemptions) 

Any metabolic outcome Obesity: DE66 OR 
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Diabetes mellitus, gestational diabetes: E10- E11, E13, E14, 024 OR  
Hyperlipidemia: E780-E785 OR 
Hypertension: I10-I15 OR  
Medical treatment with (≥2 redemptions) 

A08: Antiobesity preparations, excluding diet products  
A10: Drugs used in diabetes (insulins, blood glucose lowering drugs)  
C02: Antihypertensives (antiandrenergic) 
C03: Diuretics 
C04: Peripheral vasodilators 
C07: Beta blocking agents 
C08: Calcium channel blockers 
C09: Agents acting on the renin-angiotensin system 
C10: Lipid modifying agents  

Major CVD arterial Transient cerebral ishemia, stroke: G45-G46 OR 
Ischemic heart disease: I20-I25 OR 
Cardiomyopathy: I42 OR 
Arrhythmia: I47-I49 OR 
Heart failure: I50 OR 
Intracerebal hemorrage: I61 OR 
Cerebral infarction, occlusion of vertebral and cerebral arteries: I63-I66 OR 
Arterosclerosis: I70 

CVD venous Pulmonary embolism: I26 OR 
Venous thrombosis: I80-82 

Metabolic syndrome Obesity: DE66 OR 
Diabetes mellitus, gestational diabetes: E10- E11, E13, E14, 024 OR 
Hyperlipidemia: E780-E785 OR 
Hypertension: I10-I15 OR 
Cronic kidney disease: N18 
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Appendix Table 2A. Adjusted Hazard ratios in Danish transgender cohort, AFAB (n=1238) vs. control women (N=6091) and development of any CVD 

outcome – continues cumulative GAHT  

 Mediation analysis  

 

Adjusted all potential 
confounders 

HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 
 

PE (% (95% CI)) 

Transgender  1.63 (1.26;2.11) 1.47 (1.12;1.92) 1.11 (1.04;1.19) 26.4 (4.2;48.5) 
(yes/no) 0.00 0.01   

Mediator     
GAHT (number 
of packages)  1.01 (1.01;1.02) 

  

  0.00   

Hazard ratios estimated using Cox regression presented for corrected for morbidity (Charlson comorbidity index (0/≥1)), socioeconomic status, and 
use of GAHT.  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent continues cumulative measure). 
Subjects with preexisting CVD excluded from the analysis. 
AFAB: Assigned female at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
ratio for the proportion eliminated by the impact of GAHT (=HRTE / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTE - HRCDE)/(HRTE 
- 1)*100, only presented if the direction of HRCDE and HEPE was the same.  
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Appendix Table 2B. Adjusted Hazard ratios in Danish transgender cohort, AFAB (n=1238) vs. control men (N=6139) and development of any CVD 

outcome – continues cumulative GAHT 

 Mediation analysis  

 

Adjusted all potential 
confounders 

HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 
 

PE (% (95% CI)) 

Transgender  2.20 (1.64;2.95) 1.98 (1.45;2.69) 1.11 (1.03;1.19) 18.6 (0.0;32.3) 
(yes/no) 0.00 0.00   

Mediator     
GAHT (number of 
packages)  1.01 (1.01;1.02) 

  

  0.00   

Hazard ratios estimated using Cox regression presented for corrected for morbidity (Charlson comorbidity index (0/≥1)), socioeconomic status, and 
use of GAHT.  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent continues cumulative measure). 
Subjects with preexisting CVD excluded from the analysis. 
AFAB: Assigned female at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 
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Appendix Table 2C. Adjusted Hazard ratios in Danish transgender cohort, AMAB (n=1325) vs. control men (N=6463) and development of any CVD 

outcome – continued cumulative GAHT 

 Mediation analysis  

 

Adjusted all 
potential 

confounders 
HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 
 

PE (% (95% CI)) 

Transgender  1.92 (1.59;2.33) 1.93 (1.59;2.34) 1.00 (0.95;1.04) . 
(yes/no) 0.000 0.000   

Mediator     
GAHT (number 
of packages)  1.00 (0.99;1.01) 

  

  0.85   

Hazard ratios estimated using Cox regression presented for corrected for morbidity (Charlson comorbidity index (0/≥1)), socioeconomic status, and 
use of GAHT.  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent continues cumulative measure). 
Subjects with preexisting CVD excluded from the analysis. 
AMAB: Assigned male at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 
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Appendix Table 2D. Adjusted Hazard ratios in Danish transgender cohort, AMAB (n=1325) vs. control women (N=6404) and development of any 

CVD outcome – continued cumulative GAHT 

 Mediation analysis  

 

Adjusted all potential 
confounders 

HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 
 

PE (% (95% CI)) 

Transgender  1.74 (1.46;2.06) 1.75 (1.47;2.09) 0.99 (0.96;1.02) . 

(yes/no) 0.000 0.000   

Mediator     
GAHT (number 
of packages)  1.00 (0.99;1.01) 

  

  0.52   

Hazard ratios estimated using Cox regression presented for corrected for morbidity (Charlson comorbidity index (0/≥1)), socioeconomic status, and 
use of GAHT.  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent continues cumulative measure). 
Subjects with preexisting CVD excluded from the analysis. 
AMAB: Assigned male at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 
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Appendix, table 3A. Crude and adjusted Hazard ratios in Danish CGI-cohort, AFAB (n=722) vs. control women (N=3627) and development of any 

CVD outcome 

 

     Mediation analysis  

 

Crude 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted all 
potential 

confounders 
HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 

 
PE (% (95% 

CI)) 

Transgender  1.59 (1.15;2.20) 1.59 (1.15;2.21) 1.58 (1.13;2.21) 1.59 (1.14;2.22) 1.52 (1.09;2.13) 1.04 (0.94;1.15) 11.3 (0.0;43.0) 
(yes/no) 0.01 0.01 0.01 0.01 0.01   

Confounders        
Morbidity  0.70 (0.28;1.79)  0.70 (0.28;1.79) 0.70 (0.28;1.78)   
  0.460  0.46 0.45   
Income        
  Low tertile   1.00 (0.71;1.41) 1.00 (0.71;1.42) 1.01 (0.72;1.43)   
   0.99 0.98 0.95   
  Middle tertile   0.96 (0.67;1.37) 0.96 (0.67;1.38) 0.97 (0.68;1.40)   
   0.81 0.82 0.87   

Mediator        
≥2 GAHT 
prescriptions      

1.23 (0.81;1.86)   

(yes/no)     0.33   

Hazard ratios estimated using Cox regression presented for crude model (adjusted for age) and models corrected for morbidity (Charlson comorbidity 
index (0/≥1)), socioeconomic status, and use of GAHT (yes/no).  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent binary measure). 
Subjects with preexisting CVD excluded from the analysis. 
N=368 exposed to GAHT in the analysis 
AFAB: Assigned female at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
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HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 

  



9 
 

 

Appendix, table 3B. Crude and adjusted Hazard ratios in Danish CGI-cohort, AFAB (n=722) vs. control men (N=3648) and development of any CVD 

outcome 

 

     Mediation analysis  

 

Crude 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted all 
potential 

confounders 
HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 

 
PE (% (95% 

CI)) 

Transgender  2.15 (1.49;3.09) 2.16 (1.49;3.11) 2.23 (1.52;3.27) 2.23 (1.52;3.28) 1.82 (1.16;2.86) 1.22 (0.96;1.49) 33.2 (0.0;73.3) 
(yes/no) 0.00 0.00 0.00 0.00 0.01   

Confounders        
Morbidity  0.64 (0.24;1.70)  0.66 (0.25;1.75) 0.65 (0.24;1.76)   
  0.37  0.40 0.40   
Income        
  Low tertile   0.89 (0.60;1.33) 0.90 (0.60;1.33) 0.91 (0.61;1.36)   
   0.57 0.59 0.65   
  Middle tertile   1.08 (0.74;1.57) 1.07 (0.74;1.57) 1.08 (0.74;1.57)   
   0.70 0.71 0.67   

Mediator        
≥2 GAHT 
prescriptions      1.92 (1.01;3.63) 

  

(yes/no)     0.05   

Hazard ratios estimated using Cox regression presented for crude model (adjusted for age) and models corrected for morbidity (Charlson comorbidity 
index (0/≥1)), socioeconomic status, and use of GAHT (yes/no).  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent binary measure). 
Subjects with preexisting CVD excluded from the analysis. 
N=307 to GAHT in the analysis 
AFAB: Assigned female at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same.  
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Appendix Table 3C. Crude and adjusted Hazard ratios in Danish CGI-cohort, AMAB (n=759) vs. control men (N=3777) and development of any CVD 

outcome 

 

     Mediation analysis  

 

Crude 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted all 
potential 

confounders 
HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 

 
PE (% (95% 

CI)) 

Transgender  1.91 (1.55;2.35) 1.90 (1.54;2.34) 1.86 (1.49;2.31) 1.85 (1.49;2.30) 1.80 (1.42;2.28) 1.03 (0.88;1.17) 5.8 (0.0;36.7) 
(yes/no) 0.00 0.00 0.00 0.00 0.00   

Confounders        
Morbidity  1.17 (0.67;2.03)  1.17 (0.67;2.03) 1.17 (0.67;2.03)   
  0.59  0.58 0.58   
Income        
  Low tertile   1.13 (0.90;1.42) 1.13 (0.90;1.42) 1.13 (0.90;1.42)   
   0.30 0.30 0.30   
  Middle tertile   1.08 (0.86;1.36) 1.08 (0.86;1.36) 1.08 (0.86;1.36)   
   0.51 0.50 0.51   

Mediator        
≥2 GAHT 
prescriptions      1.09 (0.73;1.61) 

  

(yes/no)     0.69   

Hazard ratios estimated using Cox regression presented for crude model (adjusted for age) and models corrected for morbidity (Charlson comorbidity 
index (0/≥1)), socioeconomic status, and use of GAHT (yes/no).  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent binary measure). 
Subjects with preexisting CVD excluded from the analysis. 
N=314 exposed to GAHT in the analysis 
AMAB: Assigned male at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 
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Appendix table 3D. Crude and adjusted Hazard ratios in Danish CGI-cohort, AMAB (n=759) vs. control women (N=3762) and development of any 

CVD outcome 

     Mediation analysis  

 

Crude 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted 
HR (95% CI) 

Adjusted all 
potential 

confounders 
HRTotal (95% CI) 

Adjusted all 
potential 

confounders and 
GAHT 

HRCDE (95% CI) HRPE (95% CI) 

 
PE (% (95% 

CI)) 

Transgender  1.76 (1.44;2.15) 1.76 (1.44;2.15) 1.72 (1.41;2.11) 1.73 (1.41;2.12) 1.79 (1.46;2.20) 0.96 (0.91;1.02) . 
(yes/no) 0.000 0.000 0.000 0.000 0.000   

Confounders        
Morbidity  1.36 (0.92;2.02)  1.38 (0.93;2.04) 1.38 (0.93;2.06)   
  0.125  0.110 0.107   
Income        
  Low tertile   1.22 (0.95;1.56) 1.23 (0.96;1.57) 1.22 (0.95;1.57)   
   0.117 0.106 0.111   
  Middle tertile   1.13 (0.87;1.46) 1.14 (0.88;1.49) 1.15 (0.88;1.49)   
   0.366 0.312 0.305   

Mediator        
≥2 GAHT 
prescriptions      

0.85 (0.64;1.12)   

(yes/no)     0.240   

Hazard ratios estimated using Cox regression presented for crude model (adjusted for age) and models corrected for morbidity (Charlson comorbidity 
index (0/≥1)), socioeconomic status, and use of GAHT (yes/no).  
GAHT defined as at least two redemptions of feminizing and/or masculinizing treatment (time-dependent binary measure). 
Subjects with preexisting CVD excluded from the analysis. 
N=469 exposed to GAHT in the analysis 
AMAB: Assigned male at birth, CVD: cardiovascular disease, GAHT: Gender affirming hormone treatment, HR: Hazard ratio  
HRTotal: Hazard ratio for total effect, HRCDE: Hazard ratio for controlled direct effect, HRPE: Hazard ratio for the proportion eliminated by the impact of 

GAHT (=HRTotal / HRCDE). PE: Proportion eliminated by the impact of GAHT (=HRTotal – HRCDE)/(HRTotal - 1)*100, only presented if the direction of HRCDE 

and HEPE was the same. 


