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Comorbilidades en personas con VIH:
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Comorbilidades en personas con VIH. ¢Qué ha

cambiado en estos 40 afios de historia del VIH y
cual es su impacto actual en el prondstico?
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Definicion comorbilidad

“A chronic condition developed during HIV infection,
related or unrelated to HIV pathogenesis, which can
affect the clinical course, treatment, prognosis or
quality of life of the patient”

Martinez-Sanz J. et al. International Journal of Antimicrobial Agents 59 (2022) 106493 E@
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JR. Blanco et al. Expert Rev Anti Infect Ther. 2021 Jun;19(6):719-731
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Ejemplo de patogénesis de Comorbilidad: IAM
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Martinez-Sanz J. et al. International Journal of Antimicrobial Agents 59 (2022) 106493 >



JORNADAS
DOCENTES

septiembre de 2023

1) Lifestyle factors associated with
HIV acquisition
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2) Lifestyle factors associated with
living with HIV
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Martinez-Sanz J. et al. International Journal of Antimicrobial Agents 59 (2022) 106493
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inflammation
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Furman, D. et al, Nature Medicine, 2019;25:1822-1832.
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Causes and consequences of chronic inflammation during antiretroviral treatment
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Martinez-Sanz J. et al. International Journal of Antimicrobial Agents 59 (2022) 106493; Deeks. Lancet. 2013 November 2;
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Table 1

Effects of antiretroviral drugs on the development of comorbidities

Drug

Mechanism

Nucleoside reverse transcriptase
inhibitors

ABC

FTC

3TC
TDF

TAF

Non-nucleoside reverse transcriptase
inhibitors

NVP

EFV

Protease inhibitors
bATV

bDRV

bLPV

Integrase inhibitors
DTG

BIC

EVG/fc

Platelet activation

Cellular accumulation in tubular
lumen.
Proximal tubular dysfunction

Increase in HDL cholesterol.
Cholesterol efflux enhancement
Unknown

Antioxidative properties of bilirubin
derivatives

Perturbed lipid metabolism and
accumulation of cholesterol
derivatives in macrophages. Loss of
antioxidative properties of bilirubin
derivatives with respect to atazanavir
Perturbed lipid metabolism and
accumulation of cholesterol
derivatives in macrophages. Loss of
antioxidative properties of bilirubin
derivatives with respect to atazanavir

Unknown

Unknown

Unknown

Unknown

Possible increased risk of myocardial
infarction in high risk subjects

Not known to promote comorbidities
Not known to promote comorbidities
Fanconi Syndrome. Chronic kidney
disease.

Osteopenia and osteoporosis

Weight increase

Possible benefit to patients with high
CVD compared to other regimens.
Sleep disturbance, depression, suicidal
ideation.

Possible decreased risk of CVD with
respect to other protease inhibitors.
Nephrolithiasis

Dyslipidemia

Possible increased risk of myocardial
infarction

Dyslipidemia

Negative effects on lipids with respect
to other regimens

Sleep disturbances,
headache

Weight increase
Sleep disturbances,
headache

Weight increase
Sleep disturbances,
headache

Weight increase
Sleep disturbances,
headache

Weight increase

[23]

[49]
[49]
[74,75]

[49]

[76,77]

[49]

[49,78,79]

[49]

[49]

[49]

[49]

ions: 3TC, |

TDF, tenofovir disoproxil fumarate.

ine; ABC, abacavir; BIC, bictegravir; bATV, boosted atazanavir; bDRV, boosted daruna
DTG, dolutegravir; EFV, efavirenz; EVG/c, elvitegravir/cobicistat; FTC, emtricitabine; NVP, i

vir; bLPV, boosted lopinavir;

pine; RAL, ral ir; TAF,

Martinez-Sanz J. et al. International Journal of Antimicrobial Agents 59 (2022) 106493
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Toxicidad
Mitocondrial

ANALOGOS DE TIMIDINA (AZT y DA4T)

AGENTES PRINCIPALES DE LA LIPOATROFIA

respiratory chain activity

& tomitecharda Toxicidad
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==

Athe M.N. et al. Tratamiento antirretroviral de la infeccidn por el virus de la inmunodeficiencia humana. Mandell, Douglas, Bennett. Enfermedades infecciosas.
Principios y practica. 9 Ed. 2021. Eselvier; https://gesida-seimc.org/wp-content/uploads/2022/05/ManualClinicoVIH.pdf
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IMPACTO DEL TAR EN LAS COMORBILIDADES

DDI, LPV/r,

RIESGO CV ACB IP, INSTI ALT SNC
IP 12 gen TDF /oﬁom
S/FRACTURAS
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Sax PE, et al. Clin Infect Dis 2019 (ahead of print)
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La supervivencia de las personas con VIH es mayor tras la introducciéon de la TARGA (terapia triple)

Estadisticas globales del VIH!

* TERAPIA TRIPLE
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. 1. Roser, M et al. https://ourworldindataorg/hiv-aids. 2014; 2. Gulick, RM et al. The New England journal of medicine. 1997;337:734-739; 3. Marcus, JL et al. Journal of acquired immune deficiency syndromes(zotg:j3z39-46.
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KAISER PERMANENTE STUDY

Figure 1. Overall and Comorbidity-Free Life Expectancy at Age 21 Years for Individuals
With and Without HIV Infection, Kaiser Permanente, 2000-2016
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JAMA Network Open. 2020;3(6):2207954. doi:10.1001/jamanetworkopen.2020.7954
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Aumento de la supervivencia de los pacientes VIH

Expectativa de vida en EE UU Figure. Cumulative survival curves by calendar period
of observation for persons aged 25 y with HIV infection
%0 but without hepatitis C virus co-infection and control
participants from the general population of the same
age and sex.
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Probability of Survival
=
3
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N
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A

La expectativa de vida de una persona VIH (+) de 20 afios se Age.y
ha incrementado en 15 afios entre 2002 y 2007.

Samji H et al. 2013. PLoS One;8(12):e81355; 5. Arias E. Natl Vital Stat Rep 2011;59:1-60. Lohse N. Annals of Internal Medicine. Bol 165 (10): 749. 2016.
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Epocas de la infeccién por VIH

QPPOfFuniStiC Antiretroviral era Chronic disease era
infection era
A A A
4 A r A & N
+ Crisis management + Focus on viral « HIV disease
pathogenesis management

 Treatment of

opportunistic infections + Co-morbidities and

aging

* Primary care

* Specialization and
¢ Palliative care medicalization of HIV
care (“HIV specialist”)

* Primary care

Vancouver SMART
AZT Conference Study
| | l
[ I | [ I |
1981 1987 1991 1996 2001 2006 2011 @ ‘@
FIGURE 1. The HIV/AIDS epidemic: major clinical themes over 3 distinct eras, 1981-2011.

Chu et al. Journal of Urban Health: Bulletin of the New York Academy of Medicine, Vol. 88, No. 3 doi:lO.1007/511524EE
011-9552-y
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KAISER PERMANENTE STUDY

Mayor incidencia de comorbilidades en
los VIH vs poblacion general: 10 por 100
personas-aio (C95% 9,8-10,2) vs 3,8
(C195% 3,7-3,8)=> Todas las
comorbilidades analizadas (Higado,
Rifion, Pulman, Cancer y E.
Cardiovascular) salvo Diabetes.

La esperanza de vida libre de
comorbilidades es 15,3 anos mayor en la
poblacién general vs VIH (9,5 afios mayor
si VIH comienza TAR con 500 CD4 o mas)

Figure 2. Comorbidity-Free Life Expectancy at Age 21 Years for Individuals With and Without HIV Infection Stratified by Comorbidity, Kaiser Permanente, 2000-2016
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Acumulo de comorbilidades en poblacién VIH

AGEhIV Cohort Study Prevalencia de CAENC Carga prevista de co-morbilidad en pacientes VIH
Distribucién de la incidencia de CAENC segin edad en positivos entre 2010y 2030
ambos grupos del estudio. 16000 — [ 3 or more cc
- ;
HIV-infected HIV-uninfected B
100 4 14000 - No comordities - L TR
” . l . . 0 ! : Il | | I
80 12000 B 1 (] 1 T
70 4
60 - @ 10000
s
50 4 @
40 4 J = ¥ 8000
O
% mlem £
20 g 6000
3
10 =
0 . 4000
<} "b @ el S S )
o« & & &P},‘ v s ‘5;" & "Jr d 2000
Mean number of AANCCs N
083 118 134 1.52 196 079 075 111 .08 151
Number of participants j @
184 126 97 58 55 193 130 84 66 41 Ao
2010 2015 2020 2025 2030
Afios

Schouten J et al. Clin Infect Dis 2014:59:1787-1797. Smit M et al. Lancet Infect Dis 2015;15:810-818
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Aumento de la prevalencia de comorbilidades con la edad

PLHIV from the HOPS cohort at eight US clinics (1997 to 2015) followed for a minimum of 5 years:
Non-AIDS chronic comorbidities by age group

70 -
Hypertension

. 60 - Dyslipidemia N
X Psychiatric, including depression
ﬁ 50 A
% CKD
3 40 4 ) o CcvD
k]
(3 30 4
E Chronic HCV
g_ 20 - Diabetes
4
o

10 4 Chronic HBV

o t Ll T L]

18-40... 41-50... 51-60... 261...
Age group at end of observation® ij

*Earliest record of death, last HIV provider contact, or 30 June 2015.
CKD, chronic kidney disease; CVD, cardiovascular disease; HBV, hepatitis B virus; HCV, hepatitis C virus; HOPS, The HIV Outpatient Study; PLHIV, people living with HIV.
G Palella FJ, et al. CROI 2017, #663 -
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Impacto de las comorbilidades en |la supervivencia de los
pacientes con VIH

Cumulative survival for HIV-infected patients starting
HAART and persons from the general population

Population group

1.0

— — Control
-g 0.8 4 Vv ly
a HIV ith HIV ris}
=0 6 - + w.|t 1 risk
2_ factors
= 941 HIV+ with
3 comorbidity™”
© 0.2+
o HIV+ with alcohol/
0 - yarug abuse’
.

L] L] L] L]
30 40 50 60 70 ‘@
Age (years)

* Viral load >49 copies/mL, CD4 <200 cells/yL, AIDS-defining disease **as defined in the Charlson comorbidity index (CCl); S
t Drug abuse reported as route of HIV transmission L: E

1. Obel N et al. PLoS ONE 2011;6(7):e22698
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Cambio en las causas de muerte por periodo

* Evaluar causas de muertes en 2 periodos: 1998-
Causas de muerte

2004 y 2005-2011 50%
*  Estudio retrospectivo con 1.070 pacientes y 159 —
fallecimientos 35%
30%
* > mortalidad por ENOs en el segundo periodo 25%
(68% vs 45%; p<0,006) y menor por sida (18,5 vs bl
47%; p<0,001) ol l l I I
* Aumento de las Neoplasias no asociadas a sida 0% - - -
(18,5 vs 2,1%; p=0,001) y aumento muertes & («}o"@g & o0 S y@e i ooé}b'b
cardiovasculares (9,2% vs 2,1%; p=0,06) & 6,6’0 \;o& oe:ocp
* Conclusiones: Las neoplasias no asociadas a sida, ‘\00‘}
muertes no naturales y eventos cardiovasculares —wrmr
son las causas mas importantes de muertes en los ¥ 1998-2004 ' 20052011
VIH

M
§
D)

C. Lopez et al. / Enferm Infecc Microbiol Clin. 2016;34(4):222—-227



100
90
80
70
F 60
2
% 50
i
=
T 40
30
20
10
0
Total 1999-2000 ©  2001-02 2003-04 2005-06
(n=3909) (n=256) (n=788) (n=862) (n=718)
Year
I AIDS-related B CVD-related [ Other
B Liver-related = Non-AIDS cancer B Unknown

Figure 1: Most common causes of death in people with HIV
CVD=cardiovascular disease.
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Mortality rates decreased

AIDS-related, cardiovascular and
liver mortality decreased

Most common causes of death:

* AIDS Related causes(29%)
* Non-AIDS related cancers(15%)
* Liver disease(13%)

* Cardiovascular disease(11%)

Death due to cancers are now
the leading causes of death -
Smith et al. Lancet 2014; 384: 241-48
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ausas de muerte entre Ias F

Mortality and causes of death in people diagnosed with HIV % D
in the era of highly active antiretroviral therapy compared
with the general population: an analysis of a national
observational cohort

Lancer 2017
Mortality rate per Observed Expected Standardised
10000 person-years  deaths  deaths* mortality ratio
(95%Cl) (95% Cl)
People diagnosed with HIV 448 839 person-years h
/ \ All-cause mortality 118 (115-121) 5302 938 57(55-5-8)
| Non-AIDS deaths 449 (43.0-469) 2017 923 22(21-23)
NEOPLASIAS | Non-AIDS infections 8-0(7-2-89) 358 33 108 (9:8-12.0)
[ Non-AIDS cancers 8.6 (7-8-9:5 388 300 13(1-2-14
ENF CARDIOVASCULAR _ _ i SN
. Cardiovascular disease and stroke 8-4(7-6-9-3) 378 223 1.7 (1.5-1-9)
E N F H EPATI CA Liver disease 5-2 (4-6-5-9) 234 63 37(33-4-2)
K j Accident 2-1(17-2-6) 94 68 1-4(1-2-17)
Suicide 2-1(1-8-2-6) 96 48 2:0(1-6-2-4)
Substance misuse 2-7(23-32) 121 47 2:6(2-1-31)

Other causes 7-8 (7-0-8-6) 348 141 2.5(2:2-27)
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Prediction of long-term outcomes of HIV-
infected patients developing non-AIDS events
using a multistate approach

Mar Masia', Sergio Padilla’, Santiago Moreno?, Xavier Barber®, Jose A. Iribarren®,
Jorge del Romero®, Juan L. Gémez-Sirvent®, Maria Rivero’, Francesc Vidal®, Antonio
A. Campins®, Félix Gutiérrez'*, Cohorte de la Red de Investigacién en Sida (CoRIS)'®"

Conclusions: NAEs, including low-severity events,
increase prominently the risk for mortality in PLWH.
Prognostic factors differ between NAE-experienced and
NAE-free persons.

Masia M, Padilla S, Moreno S, Barber X, Iribarren JA, del Romero J, et al. (2017) Prediction of long-term outcomes of HIV-infected patients developing non-AIDS events using a multistate
approach. PLoS ONE 12(9): e0184329. https://doi. org/10.1371/journal.pone.0184329
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Impacto de las comorbilidades especificas en el prondstico

e Estimacion de aumento un 55% entre 2015-2030

* VIH x 2 el riesgo de infarto. También incremento de la incidencia

ECV deictus e ICC

e Mortalidad CV en Europa oscila entre el 8-15% en VIH

* Tienen mayor mortalidad que los no VIH: Los pacientes VIH
tienen un 38% mas de riesgo de morir por IAM que los no VIH

* Incidencia aumentada 2-3 veces respecto a la poblacién general
Causa mas frecuente de muerte en VIH

* Canceres mas frecuentes: Pulmon, hepatocelular, Anal, cervix

» Estimacion: 1/3 fallecera por neoplasias en los proximos aios

Neoplasias



I JORNADAS
DOCENTES

Impacto de las comorbilidades especificas en el prondstico

Alt * Prevalencia global de ERC en Espaia: 5%
* Riesgo de ERC similar a la diabetes
Renales / * FR: Edad, HTA, DM, raza, coinfecciones, farmacos, etc
* Prevalencia global de E. Osea en Espafa: 2,8%—> 3 veces mas riesgo de
fracturas que la poblacion general.
Oseas * FR: Edad, menopausia, tabaquismo, IMC bajo, niveles bajo de VitD,
farmacos
*  Muy frecuentes: 20-40% VIH vs 5-10% poblacidon general
Alt * Depresion y ansiedad son las mas frecuentes
. * 21,4% en Espaiia toman ansioligocos
NeuropS| *  Mas del 30% de los VIH tienen insomnio

Impacto en la calidad de vida y adherencia a farmacos
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Impacto de las comorbilidades especificas en el prondstico

Fragilidad

* Aprox. el 50% de la poblacion VIH tiene 50 afios 0 mas. Se estima que para el 2030
el 70% tenga mas de 50 afos

e Polifarmacia
* Prevalencia de fragilidad 8-15% (el doble que la poblacién general)

* Esun predictor de mortalidad y multimorbilidad independientemente de
marcadores de severidad de la infeccion

* Predictor de caidas, hospitalizaciones y fracturas por fragilidad S
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¢Como abordarlas?—> Replanteamiento de la consulta de VIH

e Deteccion precoz

e Consultas periodicas

* Abordaje multidiscipliar—=> Especialistas y Medicina de
Familia
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Resumen y conclusiones

 Elaumento en |la esperanza de vida de los VIH, cambios de estilos, tolerancia y
seguridad del TAR han cambiado el PERFIL DE LAS COMORBILIDADES.

e Existe un incremento de riesgo de neoplasias, enfermedades cardiovasculares,
alteraciones metabalicas, etc que son ante todo MULTIFACTORIALES

* Lainflamacidén crdnica persistente juega un importante papel

* Estas comorbilidades empeoran el prondstico de estos pacientes, incluso mas que
en la poblacion general.

e Existe un ENVEJECIMIENTO ACELERADO que sumado al ENVEJECIMIENTO
NATURAL de la poblacion tendra un importante impacto en MORBI-MORTALIDAD.

« Esimportante ser proactivos en su PREVENCION, DETECCION PRECOZ y M%\IE@
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