JF

HIV and frallty: effects in PLWH
and management principles

Julian Falutz MD, FRCPC
Associate Professor
Director Comprehensive HIV-Aging Initiative
Chronic Viral lliness Service & Division of Geriatrics

McGill University Health Center

4th CIHRRC Workshop Toronto June 16, 2018



Survival of treated PLWH approaches
that of the general population but
remains decreased overall (75-85%)

= Premature development of age-related
co-morbidities

= Increased risk of early development of
traditional geriatric syndromes
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Common age-related co-morbidities

Increased risk w low nadir (<200) or poor CD4 recovery
on cART (CD5 < 500, CD4/8< 1.0)

= Non-AIDS defining cancers
= Liver: viral hepatitis, NAFLD and ETOH-related
= Cardiovascular

= Metabolic (DLP, DM2, visceral adiposity,
sarcopenia)

= Bone demineralization
= Renal

= Neurocognitive decline



Geriatric syndromes: conditions which don'’t fit into
discrete disease categories, have multifactorial
etiologies, & involve multiple organ systems

= Polypharmacy

= Sensory impairment

= |mpaired mobility and falls

= Cognitive impairment

= |mpaired bowel/bladder function

= Sarcopenia
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Frequencies of geriatric syndromes in
PLWH: UCSF SCOPE cohort

Frailty | 9.0%
Hearing Impairment '— 14.2%
Mobility Impairment I_ 21.9%
Difficulty >1 ADL I 5 2%
Urinary Incontinence I_ 25.2%
Falls I_ 25.8%
Visual Impairment I_ 34.8%
Depression I_ 40.0%
Cognitive Impairment I_ 46.5%
Difficulty >1 IADL I 6 5%
Pre-frailty ._ 56.1%
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Greene M et al. JAIDS 2015;69:161
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Frailty

Initially described in the elderly

State of increased vulnerability (loss of abllity to
maintain homeostasis) to biologic and
environmental stressors resulting in increased risk
of comorbidities, disability or mortality

Related to decreased physiologic reserve In
multiple organ systems

Associated with chronic inflammatory state
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Common consequences of frailty

= Hospitalization

= Multimorbidity (incl falls) and
disability (ADLs, IADLS)

= Malnutrition
= Loss of independence
= Dementia

= [ncreased mortality
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Operationalization of frailty:
general population

Frailty Phenotype (Fried): syndrome of poor nutrition,
sarcopenia, weakness and impaired exercise tolerance

Frailty Index (Rockwood): state representing the
cumulative effects of multiple non-specific health deficits
arising from aging process

FP and Fl do not identify the same patients (= 80%)
Others (27!)



Fried Frailty Phenotype (FP)
definition of frailty*

Frail = >3, Prefrail = 1-2, Non-frail = 0

Parameter Frailty Indicator
. Weight loss = 10 lbs weight loss in one year
FP features of S|0\_/VneSS’ 2. CGirip strength Lowest 20% of population
weakness and weight loss 3. Exhaustion Self report

are associated with

. . Walling speed Lowest 20% of population
sarcopenia and depression 8 5P POP

Low activity Males = 383 Kcals/week
Females < 270 Kcals/week

*Frailty 1s defined as having three or more of the above critena.

Fried L J Gerontology A 2001
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Frailty (FP) in male PLWH& controls
(MACS m age -60)

Characteristics, median (IQR) or N (%) Men without HIV, N=200  Men with HIV, N=199 P value

Age (years) 60.0 (55.8-64.9) 60.1 (54.4-63.8) 0.11

Race, white 158 (79) 137 (69) 0.02
Frailty Status 0.03

Robust

Hawkins KL et al. AIDS 2018;32:1257-66



Prevalence of frailty (FP) by age, in HIV- and
HIV+ Iindividuals: AGEhIV Cohort (m age = 53)
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Kooij KW et al. AIDS 2016;30:241-50
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FP and MACS Cohort: Summary

Frailty increased in treated HIV+ vs HIV-neg males > 50 yrs
old (Althoff J Gerontol 2014)

Low nadir CD4’s increase risk of frailty (Desquilbet AIDS 2009)

Asymptomatic FP+ HIV males pre-HAART more likely to

develop AIDS or die after Rx initiation c/w non-FP+
(Desquilbet J Gerontol 2011)

Frailty is a dynamic process: FP+ HIV males more likely

than FP+ HIV-neg males to remain frail at follow-up
(Desquilbet J Gerontol 2011)



JF

Prevalence of frailty criteria in
PLWH vs controls: AGEhIV Cohort

P < 0.001 P < 0.001 P < 0.001 ®  HIV-infected
HIV-uninfected
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Kooij KW et al. AIDS 2016;30:241
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Inflammatory markers increased in FP+ vs
FP- HIV+ males and in HIV+ vs HIV-neg

Frail vs Non-frail B HIV-infected vs HIV-uninfected
(all HIV-infected men) ) (all non-frail men)

p <0.001

p <0.001
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Erlandson KM et al. JID 2016
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Principles of fraillty management

Screen at risk PLWH (> 70 in general pop’n; unknown in PLWH);
-Consider if Hx of falls, polypharmacy, cognitive c/o or multimorbidity

Screening: best metric still uncertain (FP, FI time consuming; others?)

PLWH adapted Comprehensive Geriatric Assessment (CGA): multidimensional
assessment and treatment plan by a multidisciplinary team

Refer to physical activity program
Address polypharmacy

Screen for reversible causes of fatigue (hypothyroid, anemia, depression,
hypogonadism, B12 deficiency, sleep apnea)

Screen patients w unintentional weight loss; begin protein/calorie supplements

Screen for low Vitamin D3 and supplement as needed
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Summary

Frailty occurs in PLWH
Frailty impacts on functional status and QoL
Tools to identify PLWH with frailty are under investigation

Principles of managing frailty in the general population can be adopted to
PLWH



Thank you



Geriatric syndromes more common In
PLWH (m-45 yo) c/w controls

_ Matched
HIV infected HIV uninfected
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25-34 35-44 45-54 >55 25-34 35-44 45-54 >55
N=_50 48 40 34 46 46 45 35

Geriatric Syndromes assessed.:

e Visual impairment (LogMAR chart) » Functional disability (difficulty =1 IADL)

e Gait abnormality (Timed up & go) » Polypharmacy (=5 medications)

* Malnourished (Mini nutritional » Polypathology (=2 comorbidities)
assessment) * Depression (DASS 21)

» Frailty (Fried’s phenotype) » Cognitive impairment (MOCA)

« Urinary incontinence (Self reported)

Rajasuriar R et al. AIDS 2017;31:1393
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