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Supplementary Figure 1. Study selection schematic. Inclusion and exclusion criteria for present study are described. Required
demographic or clinical data include age, ethnicity, opioid use, cigarette smoking, cannabis use, alcohol use, HIV status, HIV viral load, CD4

count, and HCV infection ever. Shaded boxes indicate samples for analysis.
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Supplementary Figure 2. Multivariable modelling of cross-sectional leukocyte telomere length (LTL) and whole blood
mitochondrial DNA (WB mtDNA) content with unstandardized effect sizes (B). Final selected multivariable linear regression models
of cross-sectional LTL (variance inflation factor (VIF)<2.1) in (A) all, (B) HIV+, and (C) HIV- participants, and WB mtDNA content (VIF<1.3) in (D)
all, (E) HIV+, and (F) HIV- participants. Final models among all participants were selected automatically by minimizing Akaike’s Information
Criterion. Statistical significance depicted by red confidence intervals; negative unstandardized B values indicate associations with either
shorter LTL or lower WB mtDNA content and vice versa. Coefficients of determination (Rz) are shown for each model.
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Supplementary Figure 3. Subgroup analyses of cross-sectional leukocyte telomere length (LTL). Multivariable subgroup analyses
of LTL (variance inflation factor (VIF) <1.7) among (A) never smokers, (B) never cannabis users, (C) non-opioid users, and (D) participants with
no history of HBV or HCV coinfection. Statistical significance depicted by red confidence intervals; negative standardized B values indicate
associations with shorter LTL and vice versa. Coefficients of determination (Rz) are shown for each model.
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Supplementary Figure 4. Subgroup analyses of cross-sectional whole blood mitochondrial DNA (WB mtDNA) content.
Multivariable subgroup analyses of WB mtDNA content (variance inflation factor (VIF) <1.4) among (A) never smokers, (B) never cannabis
users, (€C) non-opioid users, and (D) participants with no history of HBV or HCV coinfection. Statistical significance depicted by red confidence
intervals; negative standardized B values indicate associations with lower WB mtDNA content and vice versa. Coefficients of determination
(RZ) are shown for each model.
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Supplementary Figure 5. Sensitivity analyses of cross-sectional whole blood mitochondrial DNA (WB mtDNA) content with
platelet count. Multivariable sensitivity analyses of WB mtDNA content with platelet count (variance inflation factor (VIF) <1.3) among in
(A) all (P<0.0001), (B) HIV+ (P<0.0001), and (C) HIV- (P<0.11) participants. Statistical significance depicted by red confidence intervals;
negative standardized P values indicate associations with lower WB mtDNA content and vice versa. Coefficients of determination (RZ) are
shown for each model.
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Supplementary Figure 6. Multivariable modelling of longitudinal change in leukocyte telomere length (LTL) and whole blood
mitochondrial DNA (WB mtDNA) content with unstandardized effect sizes (B). Final selected multivariable linear regression models
of longitudinal LTL (variance inflation factor (VIF) <1.5) in (A) all, (B) HIV+, and (C) HIV- participants, and WB mtDNA content (VIF<1.2) in (D)
all, (E) HIV+, and (F) HIV- participants. Final models among all participants were selected automatically by minimizing Akaike’s Information
Criterion (AIC). Statistical significance depicted by red confidence intervals; negative standardized B values indicate associations with either
faster LTL loss or faster WB mtDNA content loss and vice versa. Coefficients of determination (RZ) are shown for each model.
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Supplementary Figure 7. Subgroup analyses of longitudinal change in leukocyte telomere length (LTL). Multivariable subgroup
analyses of longitudinal ALTL/year (variance inflation factor (VIF) <1.7) among (A) never smokers, (B) never cannabis users, (C) non-opioid
users, and (D) participants with no history of HBV or HCV coinfection. Statistical significance depicted by red confidence intervals; negative
standardized [ values indicate associations with faster LTL loss and vice versa. Coefficients of determination (Rz) are shown for each model.

www.aging-us.com

AGING



A

WB AmtDNA Content/Year

Never Smokers

B

Never Cannabis Users

N=132, R*=0.41 N=160, R*=0.41
LTL at earlier visit —— p=0.78 —a— p=088
mtDNA content at earlier visit e p < 0.0001 i p < 0.0001
ALTLlyear — p=0.023 —a— p=0.007
HIV status (vs. HIV-)
Undetactable HIV pVL ——] p =0.047 ——y p=0.026
Detectable HIV pVL —— p =0.004 —— p = 0.0005

-08 0.6 0.4 0.2 0.0 0.2 04 0.6 0.8

Standardized R Value (35% CI)

Faster
mtDNA content loss

Slower
mtDNA content loss

-0.8 -06 -04 0.2 0.0 0.2 0.4 06 0.8

Standardized B Value (95% CI)

Faster
mtDNA content loss

Slower
miDNA content loss

C D Participants with no
Non-Opioid Users HBV/HCYV coinfections
N=242, R°=0.38 N=205, R*=0.37

LTL at earlier visit — p=044 —— p=022
mtDNA content at earlier visit —— p < 0.0001 —— p < 0.0001
ALTL/year —— p =0,0001 —— p = 0.0004

HIV status (vs. HIV-)
Undetectable HIV pVL —— p=0.11 — p=0.08
Detectable HIV pVL i} p = 0.001 e p=0.001

08 06 0.4 02 00 02 04 06 0.8
Standardized § Value (95% Cl)

Slower
mtDNA content loss

08 06 04 02 00 02 04 0.6 0.8
Standardized B Value (95% Cl)

Faster
mtDNA content loss

Faster
mtDNA content loss

Slower

mtDNA content loss

-

Supplementary Figure 8. Subgroup analyses of longitudinal change in whole blood mitochondrial DNA (WB mtDNA) content.
Multivariable subgroup analyses of longitudinal WB AmtDNA content/year (variance inflation factor (VIF) <1.3) among (A) never smokers, (B)
never cannabis users, (C) non-opioid users, and (D) participants with no history of HBV or HCV coinfection. Statistical significance depicted by
red confidence intervals; negative standardized 3 values indicate associations with faster WB mtDNA content loss and vice versa. Coefficients
of determination (R?) are shown for each model.
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Supplementary Figure 9. Sensitivity analyses of change in longitudinal whole blood mitochondrial DNA (WB mtDNA) content
with platelet count. Multivariable sensitivity analyses of WB AmtDNA content/year with platelet count (variance inflation factor (VIF)
<1.2) among in (A) all and (B) HIV+ participants. Statistical significance depicted by red confidence intervals; negative standardized  values
indicate associations with faster WB mtDNA content loss and vice versa. Coefficients of determination (RZ) are shown for each model.
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