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Abstract 

Background 
Transgender and gender-diverse (TGD) adolescents face disproportionate stressors 
that increase vulnerability to adverse behavioral and social outcomes. This study 
examines the relationship between substance use (identified as maladaptive 
coping response to chronic stress) to associated outcomes—such as suicidality 
and homelessness. 

Method 
We conducted a retrospective cohort study using the PearlDiver Mariner database, 
comprising longitudinal data from 170 million U.S. patients. Adolescents aged 13–
17 years who completed a wellness visit (years 2017-2020) were included. Patients 
were stratified into TGD and non-TGD cohorts. Outcomes included substance use 
(cannabis) and abuse (alcohol, tobacco, opioids, and amphetamines), anxiety, 
depression, obesity, suicidal ideation, suicide attempts, and homelessness. 
Groups were compared using chi-square tests and multivariable logistic regression 
models to estimate relative risk (RR) and odds ratios (OR) respectively, assessing 
associations between substance use/abuse and outcomes. 



Results 
The cohort included 2,824,289 adolescents, of whom 12,230 were identified as 
TGD. TGD adolescents had significantly higher risk of anxiety (83.8% vs. 33.3%, RR 
2.52) and depression (79.7% vs. 24.5%, RR 3.26). Substance use/abuse was more 
prevalent, including cannabis (RR 2.38), tobacco (RR 2.04), alcohol (RR 2.20), 
amphetamines (RR 3.03), and opioids (RR 2.14) (all p < 0.001). Suicidal ideation was 
observed in 35.9% of TGD versus 5.5% of non-TGD adolescents (RR 6.49). On 
Multivariable regression, TGD status in adolescents was significantly associated 
with suicide attempts (OR 8.97, p < 0.001) and homelessness (OR 5.71, p < 0.001). 
Within the TGD cohort, substance use/abuse was strongly associated with 
suicidality and homelessness, with the largest effect sizes from tobacco, alcohol, 
amphetamines, and opioids. 

Conclusion 
Among TGD adolescents, substance use/abuse showed markedly amplified odds of 
homelessness and elevated risk of suicidality. These findings emphasize the need 
for integrated screening and targeted interventions addressing substance use, 
mental health, and housing instability in this high-risk population. 
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