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Presentacion

Diagnostico de infeccion por VIH en Julio de 2018, a raiz de un ingreso en

otra ciudad por tiflitis (antecedentes de colitis ulcerosa, diagnosticada en
2016).

HSH, profesor universitario (USC), sin otros antecedentes de interés.
Inicia seguimiento en nuestra Unidad en Sept/2018:

Asintomatico

CD4+: 538/mmc

CV: 282.738 cop/ml — subtipo F1 — cepa salvaje — tropismo CXCR4
Vacunado VHA y VHB

VHC, ldes, toxo, PPD e IGRA: negativos.

HLA B5701: negativo

CDC 1993: Al.



Climax

* |nicia TAR con ABC/3TC/DTG en Oct/2018.
- Alas 6 semanas (Nov/2018):

- Buena tolerancia, salvo cefalea inicial.
- CV: 306 cop/ml—CD4+:928/mmc
- Alos 4 meses (Feb/2019):
- Buena tolerancia y adherencia. Asintomatico.
- CV:32 cop/ml—CD4+:924/mmc
- Alos 7 meses (May/2019):

- lgual situacion clinica
- CV<20cop/ml—-CD4+: 796/mmc



Climax

* Se mantiene con CV indetectable (<20 cop/ml) hasta Jul/2021 (2
anos de indetectabilidad). Sin novedades clinicas. CD4+: 770/mmc.

e A partir de Julio/2021 comienza a tener CV detectables
persistentes de baja intensidad:
— Jul/21: 196 cop/ml (vacuna frente a SARS-CoV-2 dos semanas antes)
— Ago/21:223 cop/ml
— Oct/21: 642 cop/ml

* Solo toma Masalazina, sin interacciones con TAR.
* No “suplementos vitaminicos y de oligominerales”.

e Test de resistencias: ausencia de mutaciones en Tl, Pro ni Integrasa.



Conflicto /Nudo

e Se cambia sucesivamente TAR a:
— DTG/DRVc (Oct/21):
e Entre Oct/21y Oct/22: 295 ¢/ml—217 ¢/ml—195 ¢/ml

* En Oct/22 se repite test de resistencias: Sin mutaciones en TI,
Pro ni Integrasa.

— Se dobla la dosis de DTG: pasa a DTG bid/DRVc qd
(Oct/22).
* Entre Oct/22 y Jul/23: 180 ¢/ml - 154 ¢/m|l—172 c/ml

* EnJul/23, nuevo test de resistencias: Sin mutaciones en Tl, Pro
ni Integrasa.



Conflicto /Nudo




Conflicto/Nudo

— Nos planteamos que tenga un problema de absorcion
relacionado con su colitis ulcerosa. Por esta razon y para
comprobar de primera mano el cumplimiento, en Julio de
2023 iniciamos CAB + RPV LA im, con una CV basal de 164
c/ml. Sigue asintomatico, con 692 CD4+/mmc.

— Cumple rigurosamente con las visitas de administracion



Conflicto/Nudo

— Evolucion de CV:
e Jul/23:164 c/ml
*  Ago/23:127 c/ml
* Oct/23:43 c/ml
* Feb/24: 68 c/ml
* Abr/24: 128 ¢/ml
e Jun/24: 164 c/ml
*  Nov/24:253 ¢/ml

— Nov/24: Test de resistencias, con deep-sequencing (1% de poblacion virica) y estudio de ADN provirico:
ausencia de mutaciones.

— Paciente ha desarrollado dislipidemia(atorvastatina) e HTA (olmesartan). (55 anos)

— ¢éQué hacer? ¢alguna opinion? help please...!



Conflicto/Nudo

- Ante |la imposibilidad de alcanzar una CV indetectable,
optamos por pasar a TAF/FTC/BIC:
- mas comodo
- mejor tolerado

- mas resiliente ante CV detectables de bajo nivel (es posible que
sean virus defectivos, que no evolucionan, pero en todo caso con
BIC es mas dificil g se desarrollen mutaciones de resistencias).



Desenlace

- Desde Enero de 2025 con TAF/FTC/BIC:

- Paciente mas contento con su tratamiento. Sigue asintomatico
respecto al VIH, con CD4+ entre 800 y 900/mmc.

- ¢Qué pasé con las CV?
- Abril/25: 259 ¢/ml
- Jul/25: 313 c¢/ml
- Sep/25: 255c¢/ml
- Ene/26: 113 c/ml

- ¢Hacemos otro test de resistencias?



Definition of Virologic Blips, Low-level Viremia, and
Virologic Failure on ART

HIV-1 RNA 250 and <200 copies/mL Confirmed HIV-1 RNA 2200
Assess adherence, drug—drug interactions, and secondary copies/mL

infections

Repeat HIV-1 RNA (approximately 1 mo later)

>50 and <200 >200 copies/mL

copies/mL

<50 copies/mL

Virologic Failure
Perform genotype

Modify ART based on results and
assessment of cause of failure

DHHS Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV, 2025.
EACS Guidelines, 2025.



Factors Associated With Virologic Blips and

Low-Level Viremia

= HIV-1 reservoirs: low-level
viremia not suppressible by

 Baseline factors!:

— High HIV-1RNA ART may be the result of
— Low CD4+ cell count either’:
Adherence associated in some _ Replication incompetent HIV

studies,? but not others!?3
— Large T-cell clones producing

* lliness may be associated, infectious Virus
but data are limited and

inconsistent*®

1. Farmer. AIDS Res Ther. 2016;13:16. 2. Podsadecki. J Infect Dis. 2007;196:1773. 3. Miller. J Infect Dis. 2004;189:1487.
4. Jones. Bull Math Biol. 2005;67:1227. 5. Jones. J Acquir Immune Defic Syndr. 2007;45:483. 6. Nettles. JAMA. 2005;293:817.

7. Halvas. J Clin Invest. 2020;130:5847.



Managing Low-Level Viremia

1,000,000 » .
ART started ASSESS ’
100,000 , — Adherence
'—ET 10,000 — Drug—drug interactions
s 1,000 Ny — Drug—food interactions
(S
— () o~
< 100 AN - e 200 — New partners and condom use
e .\ s N 50
T . . ¢ * Recheck HIV-1 RNA at least
= 10
T every 3 mo
1 = People living with HIV do not

0O 4 8 12 16 20 24 28 32 36 40 44 48 52 typlcally require an ART change

Wk with HIV-1 RNA <200 copies/mL

hiv.uw.edu/go/antiretroviral-therapy/evaluation-management-virologic-failure/core-concept/all#approach-to-detectable-hiv-rna-levels
DHHS Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV. 2025.



DHHS: When to Perform Drug Resistance Testing

With Low HIV-1 RNA

 Conventional drug resistance testing ¢ Testing may be difficult to obtain
not recommended outside of a research setting but
— Drug resistance assays cannot be should be considered

performed consistently at very low
HIV-1 RNA levels

DHHS Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV. 2025.



How to Perform Conventional Drug Resistance

Testing With Low HIV-1 RNA

* Perform conventional drug resistance testing:

— Before discontinuing regimen (preferable)
— Within 4 wk of discontinuing regimen (if not on LA ART)
— Any time after discontinuing regimen (if on LA ART)

* Consider proviral DNA genotyping when conventional genotypic resistance testing
cannot be performed owing to low HIV-1 RNA levels

= While performing drug resistance testing in patients with overt or low-level
viremia, do not discontinue or briefly interrupt therapy

— Risk of rapid HIV-1 RNA increase, CD4+ cell count decrease, clinical progression

DHHS Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV. 2025.



Consequences of Persistent Detectable HIV-1 RNA

HIV-1 RNA HIV-1 RNA HIV-1 RNA
250 and <200 >50 and <200 >200 copies/mL
copies/mL (isolated) copies/mL (persistent)
(persistent)

\
Virologic Blip Low-Level Virologic Failure
Viremia
Maybe;
Risk of eventual virologic failure No y . ! .
and ART resistance?! data ConﬂICtlng

Comorbidities

Potential for new or worsening comorbidities due to viral replication and inflammation

- CVD,?3cancer*®

1. DHHS Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV. 2025.
2. Grinspoon. Top Antivir Med. 2014;22:676. 3. Feinstein. Circulation. 2019;140:e98.
4. Hernandez-Ramirez. Lancet HIV. 2017;4:e495. 5. Silverberg. AIDS. 2007;21:1957.



