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Co-morbidities & Ageing
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Disease Clusters Suggesting Common Underlying Pathogenesis
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Mechanisms?

Factors Associated with Co-morbidities in PLWH

- Smoking

- Substance use

- Risk taking

- Education

- Financial issues

- Genetic predisposition

- Age

- Diet/Exercise
- Obesity
- Dyslipidaemia

etc.

g R

IAS 2021
18-21 July

- Low CD4 count
- Immune & Coagulation
H |V-TE|atEd activation

factors - Inflammation
- Microbial translocation
- Viremia
- Opportunistic infections
- HCV/HBV
etc.

Access
to care

N\

- Adverse drug effects e.qg. DTG & weight change/TDF & renal disease
- Polypharmacy

- Drug-drug interactions

etc.




Impact of Individual Risk Factors
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s HIV-related factors
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Relative Hazard

Smoking status

Never (Referance)
Current smoker
Ex at baseline

: 1=1.9 years
:2—29years
: 3-4.9 years

: = 5 years

Smoking related
(excluding lung)

Smoking
=== === Cholesterol

——— SYS BP
CVD_main

Smoking
unrelated




aMi  OSub-group analysis, among those with BMI data a tile 2 vs quartile 1

Quartile 3 vs quartile 1
F———#—— Quartile 4 vs quartile 1

LOPINAVIR = 1 year of axposure
on ART

ABACAVIR current exposure

HDL CHOLESTEROL
HYPERTENSION

f——®—— HIGH CHOLESTEROL
b m—— PAST SMOKING

% DIABETES

81 FAMILY HISTORY OF CAD
moking  Elevated  Hyperteng Diabetes  Stage 4 CKD { HCV+ &1 AGE per 5 years

gver) total (vs. ng (vs. none) (vs. none) 3 (vs. HCV-) —_—  m | CURRENT SMOKIMNG
cholesterol v es
S o Odds ratio (95% CI)

Population Attributable Fraction (PAF)

Full model Reduced maodel

Predictor HR  (95% CI) HR  (95% CI)

Ln age 210 (163,29.6) ! (179, 32.1)
Male vs. ferale (113, 1.66) ! (116, 1.71)
Diabetes (yes vs. no) 196  (1.59, 242) ! (1.69, 2.56)
Family history (yes vs. no) (114, 1.64) | (1.16, 1.67)
Smoke
Current vs. never {1.91, 2.63) I . {1.93, 2.65)
Former vs. never (101, 1.51) I {1.04, 1.55)
Ln cholesteral (mmolfl) (204, 327) ! : (235, 3.78)
Ln HDL {mmal/l) ' (051, 0.72) ! (050, 0.71)
Ln systolic blood pressure (mmHg) X (282, 7.39)
—— : ! (0.84, 0.94)
eiving abacavir (yes vs. no)
bl exposure (per year)
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Cumulative incidence of lung cancer (%)

—— Mothers of populafion controls  20-year probability of lung cancer = 1.14 % (95% CI; 1.02% - 1.26%)
e+ Maothers of HIV patients 30-year probability of lung cancer = 1.77 % (85% CI; 1.31% - 2.36%)




Impact of Risk Factors for Renal Disease

D:A:D risk-score for CKD = Mocroft A for D:A:D
PLOS Med 2015
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D:AD CKD risk score
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Calandar
Year

19962011

1996-1999
2000-2003
2004-2007
2008-2009
2010-20M

Incidence Rate/100 000 py

Rate Ratia® (95% CI)

HIV-positive HIV-negatve Unadjusted — Adjusted

268

165

136
162
178
167
165

1601518 1401.2-1.6)

20(15 2.8 18013, 26)
20(16, 25 1.7(1.4 2.1)
15(1.2,1.9) 1.3(1.0, 1.6)
15(1.1.200 1309 1.7
1209, 1.6 1.0(7, 1.4)




Prior to
Assessment el starting Follow-up

ART

Cr mment

diagnosis frequency

Haomatology [FBC [ + | <+ [312momns _
Heemogobinopaties |+ | | |Sceeatiskpesons |
D |+ | | [soenatnskpesons |

GEPD
Body Body-mass index +
Compaosition
Risk assessment - + + Should be performed in all mean > 40 years and
Disease (Framingham score ) wormean = 50 years without CVD
+ +/- Az indicated Consider baseline ECG priof to starling ARVS
associated with patential conduction problems
Biood pressure R R T R
TC, HOL-¢, LDL-¢, TG + * Repeat in fasting state if used for madical interven-
tion (i.e. 2 Bh withoul calornic intaka)
Serum glucose + + Consider oral glucose inlerance test / HbA1G if fasting
glucose levels of 5.7-6.9 mmal'L (100-125 mgidL)
Pulmonary Raspi ymptoms and + + If severe shortness of breath is reporied with
risk facinls"s

Disease presenved spinometry, echocardiography may
be performed to rule ouf heart failure and/for pulmo-

nary hypertension

Az indicated Eplrnmaﬁl should be performed in all symplomatic
pﬂ'ﬁms

. . 3—12 months | More frequent monitoring prior to starting and on
treatment with hepatotoxic drugs
Staging of liver fibrosis 12 months In HCV and/for HBV co-infected persons (e.g.
FibroScan, serum fibrosis nm-an::

Hepatic ultrasound _— Persons with liver cirrhosis
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https://www.eacsociety.org/guidelines/eacs-guidelines.html

Conclusions

- Irrespectively of the underlying cause(s) ageing PLWH experience disproportionally high
rates of non-AIDS co-morbidities
- CVD studies show risk may be overcome w/optimal management- other co-morbidities?

- Lifestyle/host factors are key drivers for several co-morbidities, however

contribution of HIV-related factors & ART should not be overlooked
- Impact differs for individual co-morbidities/presence of other factors/cumulative nature
- The more risk factors the more likely incident disease

- Closely related risk profiles, suggest effective interventions against common factors incl
smoking, dyslipidemia & hypertension may have wide-ranging multimorbidity impact

- Multidisciplinary efforts focusing on systematic risk assessments & management are
required, recommendations are available e.g. in the EACS Guidelines

- Need studies to assess which interventions are most effective for different co-morbidities,
when to initiate & impacts of moderating HIV-related inflammation/coagulation activation
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