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FARMACOS ANTIRRETROVIRALES

- Inhibidores de la transcriptasa inversa (IT)
Inhibidores nucleosidos de Tl (ITIANS)
Inhibidores no nucleosidos de Tl (ITINANS)

- Inhibidores de la proteasa (IP)
- Inhibidores de la integrasa
- Inhibidores de la fusion

- Inhibidores de correceptores
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INHIBIDORES DE LA TRANSCRIPTASA INVERSA

Inhibidores nucleosidos Inhibidores no nucleosidos

de Tl (ITIANs de TI (ITINANs)
* Abacavir (ABC) e Efavirenz (EFV)
 Didanosina (ddl) * Nevirapina (NVP)

 Emtricitabina (FTC) e Etravirina (ETV)
 Lamivudina (3TC) Rilpivirina (RIL)
* Estavudina (d4T)

* Tenofovir (TDF)

e Zidovudina (AZT)
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INHIBIDORES DE LA PROTEASA

« Atazanavirnavir (ATV)

« Darunavir (DRV-TMC 114)

« Fosamprenavir (FPV)

* Indinavir (IDV)
 Lopinavir/ritonavir (LPV/RTN)
* Nelfinavir (NFV)

* Ritonavir (RTV)

« Saguinavir mesilato (SQV hgc)
* Tripanavir (TPV)



Inhibidores de la fusidon
Enfuvirtida T-20 (ENF)

Inhibidores de la integrasa
« Raltegravir (RAL)
« Elvitegravir (EVG)
* Dolutegravir (DGV)

Inhibidores de correceptores
Maraviroc (MVC)
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OBJETVOS DEL TRATAMIENTO ARV

Reducir la carga viral plasmatica (CVP) de forma
sostenible, por debajo de los limites de deteccion
(<50/20 copias/ml) con técnicas ultrasensibles.

El objetivo de supresion viroldgica (CPV <50/20
copias/ml) se debe conseguir tanto en pacientes
sin TAR previo como en individuos que han
experimentado un fracaso previo.
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Objetivo: el éxito en terapia de inicio

- Durante el mayor tiempo posible

- Con el menor numero de efectos adversos
- Buena tolerancia

- Pocas interacciones

- Lo mas comodo posible

- Al menor coste
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Planificar el éxito del tratamiento

Experiencia y formacion de los
profesionales

Virus Farmaco Paciente

Evaluar el . Preferencias
potencial de Eficacia Durabilidad del paciente

resistencia maxima




'.‘. SECRETARIA EJECUTIVA

N COMISCA

Factores claves para la eleccion de la

TAR

resistencia '!'oxmldad_
C . Calidad de vida
arga viral c bilidad
Reservorios latentes omorbilidades

Compartimientos IFC PSI%OSdOC(I:a[I)eA,S
Tipo/subtipos nmunidad (CD4)

[ Genética (HLA-
Tropism
P B*5701)

Potencia, tolerabilidad
Conveniencia (QD. BID, num.,
restricciones)
Farmacocinética, perfil de
resistencia (barrera genética
rescatabilidad). Costo (costo-
eficacia)
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FARMACOS ANTIRRETROVIRALES EN LA ACTUALIDAD
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Ultimas combinaciones en aparecer

- EVOTAZ : Atazanavir/Cobicistat, ATZ/COBI 300mg/150mg

- PREZCOBIX : Darunavir/Cobicistat, DRV/COBI 800mg/150mg
- REZOLTA : Darunavir/Cobicistat, DRV/COBI 800mg/150 mg

- DUTREVIX : Raltegravir/Lamivudina, RAL/3TC 400mg/150mg
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Cuando iniciar. Que dicen las guias

Recommendation

* ART should be initiated in all adults living with HIV, 'w
regardless of WHO clinical stage and at any CD4 cell count
(strong recommendation, moderate-quality evidence).

* As a priority, ART should be initiated in all adults with severe or advanced HIV
clinical disease (WHO clinical stage 3 or 4) and adults with CD4 count
<350 cells/mm? (strong recommendation, moderate-quality evidence) |

Sources:

Guideline on when to start antiretroviral therapy and on pre-exposure prophylaxis for HIV. Geneva: World Health Organization
2015 (http:/iwww.who.int/hiv/pub/guidelines/earlyrelease-arvien).

Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection: recommendations for a public
health approach Geneva: World Health Organization; 2013 (http:/Aww.who.int/hiv/pub/quidelines/arv2013/download/en).
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Cuando iniciar. Que dicen las guias

Categoria CD4
Clinica cells/imm?
Infeccion Cualquier valor
sintomatica q
Asintomatica = 350
Asintomatica 350-500
Asintomatica =500

I1AS 12 DHHS 15 GESIDA/PNS 16 EACS 15

Recomendar Recomendar Recomendar Recomendar

Recomendar Recomendar Recomendar Recomendar

Recomendar ,
Recomendar Recomendar Recomendar

Recomendar Recomendar Recomendar Recomendar

EACS Guidelines. Moviembre 2015, www europeanaidsclinicalscoiety org/guidelines_asp

JAMA 2012;304:321-333

DHHS Guidelines for the use of antiretroviral agents in HIV-1 Infected Adults and Adolescents. Mayo 2015, wawwaidsinfo_nih.gow'guidelibea. Rosa Polo
Recomendaciones de GeSIDAPHS. Enerc 2010, www . msssies

T¥iuasi?
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Con qué empezar

- La seleccion de una pauta inicial tiene consecuencias a
largo plazo sobre los tratamientos futuros.

- Individualizar la decision en base a resistencias,
tolerancia, numero de pastillas y frecuencia de dosis,
Interacciones, comorbilidades y preferencias.

- Las guias deben considerar los resultados de ensayos
clinicos seleccionados por criterios de calidad y nivel de
evidencia.
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Pautas para inicio de TAR segun GESIDA/PNS

der Farmaco Pautat Comentarnost

Preferentes. Pautas aplicables a la mayoria de los pacientes y que en ernsayos clinicos aleatorinados han mos-
frado una eficocia superior frente a otras o Mostrando no-inferiordod presentan ventajos adicicnales en
tolerancia, toxicidad o un bajo riesgo de interacciones formacologicas.

121 ABC/ATC/DTG - ABC esia confraindicodo =n pocientss con HLA-
8*5701 posifivo; cuando s= prescriba se deben
tomar las medidos necesarias pona trofar de
minimizar fodos los FRCY modificables
- Informacion escasa en pacientes con CD4+
<200 celulas/uL

TORFTC+DTS - Usor TOF con precawcion =n pocientss con
foctores de fesgo pora irsuficiencia renal; no
indicodo en pacienies con FGe <50 mLimin
- Informacion sscasa =n pocientes con CO4+ <200
calulas/pl

TDF/FTC+RAL - Usar TDF con precaucion =n pocienies con
fochores de fesgo pora insuficiencia renal; no s=

recomienda en pacientes con Flze <30 ml/min o
misnos Que no =xsha ofra atemativo

TAF/FTC/EV G/CORI* - Ho indicado &n pocienfes con FGe <30 mlfmin.
- Informacion escasa en pacientes con CD4+ < 200
celulas/ul
- Mayor pofencial de inferocciones gue olras
powthas bosadas =n (M
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Pautas preferentes segun DHHS

Recommended Regimen Options
(Drug classes and regimens within each class are amanged in alphabetical order )

INSTI-Based Regimens:
» DTGIABCIATC —only for patients who are HLA-B*5701 negative [Al)

* DTG plus TDFFTC® (Al)
* EVGITDFFTC—only for patients with pre-treatment estimated CrCl 270 mLUfmin (Al)

* RAL plus TOFIFTC" (Al)

Pl 2
* DRVIr plus TOF/FTC® (Al)
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Pautas preferentes segun EACS

Initial Combination Regimen for ART-naive Adult HIV-positive Persons

A) Recommended regimens {one of the folloming to be selected)

Reygitiren ' Dusing Foud requirsiimenl Coulion
2NRTIs+NSTI S e
ABCATONOTG - ¢ ABCBTCJDTGmmg,ﬂa!Hq‘l ' None AlCaNMg-contaning antacids
TOFFTC - ++DTG | TDF/FTC 300 /200mg. 1 tablst qd + DTG 50 mg. 1 tabletqd  None should be taken wedl separated
n tme (mrsmum 2h after or Gh
_ before)
TOFFTCEVGIL ¥ v | TOFFTC/EVG/C 300 72000150/150 ma. 1 tablet od With food AlCaMa-contaning antacids
should be taken well saparated
N Ume (mindmum 2h after of 6N
pefore)
TOFFTC " ¥ +RAL | TDFFTC 300 /200 mg. 1 tablet qd + RAL 400 mg, 1 tablet  None AVCaMg-contaning antacids
el Should be taken wadl separated
In time (minimum 2h after or 6h
—— wfaw)
2 NRTIS + NNRTI
TOFFTORPVYY | TOFFTC/RPYV 300 20025 mg, 1 tablelgd ‘With food (mn 300 Kcal — Only if CDJ count »200 celis/l.
requirad) and HIV YL <100 000 copesmi
PP vl anndivated, HZ w dagr
nists to be taken 12h before of 4h
afer AP\
2NRTIs + Plr
TOFFTC - ~ * DRy | TOFFTC 300 1200 My, | s gu » DRY 800 iy, 1 latet With oo VIOTIIRE Y SRS WIUT 3 RISOWT)

9d + RTV 100 mg, 1 tablet qd

Sullonanide hergy.
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Cuando iniciar segun OMS

Recommendation

e ART should be initiated in all adults living with HIV, "w
regardless of WHO clinical stage and at any CD4 cell count
(strong recommendation, moderate-quality evidence).

® As a priority, ART should be initiated in all adults with severe or advanced HIV
clinical disease (WHO clinical stage 3 or 4) and adults with CD4 count
<350 cells/mm? (strong recommendation, moderate-quality evidence) |

Sources:

Guideline on when to start antiretroviral therapy and on pre-exposure prophylaxis for HIV. Geneva: World Health Organization
2015 (http:/fwww.who.int/hiv/pub/guidelines/earlyrelease-arvien).

Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection: recommendations for a public
health approach Geneva: World Health Organization; 2013 (http://www.who.int/hiv/pub/guidelines/arv2013/download/en).
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FDC Terapia ARV combinada con dosis fijas
OMS

4.4.2 Fixed-dose combinations and once-daily regimens

e

Recommendation

Fixed-dose combinations and once-daily regimens are preferred for antiretroviral
therapy (strong recommendation, moderate-quality evidence).
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Cuando iniciar embarazadas y mujer
lactando. OMS

4.3.2 When to start ART in pregnant and breastfeeding women

) new g

Recommendation

ART should be initiated in all pregnant and breastfeeding women living with HIV
regardless of WHO clinical stage and at any CD4 cell count and continued lifelong
(strong recommendation, moderate-quality evidence).

Source: HIV and adolescents: guidance for HIV testing and counselling and care for adolescents living with HIV. Geneva: World
Health Organization; 2013 (http://www.who.int/hiv/pub/guidelines/adolescents/en).
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Congue pautas iniciar segun OMS

Table 4.1. First-line ART regimens for adults, pregnant or breastfeeding
women, adolescents and children

First-line ART

Preferred first-line

regimens

Alternative first-line regimensF

Adults

TDF + 3TC (or FTC) + EFV

AZT + 3TC + EFV (or NVP)
TDF + 3TC (or FTC) + DTG"
TDF + 3TC (or FTC) + EFVye2e
TDF + 3TC (or FTC) + NVP

Pregnant or breastfeeding
women

TDF + 3TC (or FTC) + EFV

AZT + 3TC + EFV (or NVP)
TDF + 3TC (or FTC) + NVP

Adolescents

TDF + 3TC (or FTC) + EFV

AZT + 3TC + EFV (or NVP)

TDF (or ABC) + 3TC (or FTC) + DTG~
TDF (or ABC) + 3TC (or FTC) + EFVaxSde
TDF (or ABC) + 3TC (or FTC) + NVP

Children 3 years to less
than 10 years

ABC + 3TC + EFV

ABC + 3TC + NVP
AZT + 3TC + EFV (or NVP)
TDF + 3TC (or FTC) + EFV (or NVP)

Children less than 3 years

ABC (or AZT) + 3TC + LPVIr

ABC (or AZT) + 3TC + NVP

* For adults and adolescents, d4T should be discontinued as an option in first-line treatment.
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Regimenes primera linea adultos OMS

Table 4.2. First-line ART regimens for adults (see Annex 11 for doses)

Preferred regimen TOF + 3TC {or FTC) + EFV
Altemnative regimens AZT + 3TC + EFV {or NVP)
TDF + 3TC {or FTC) + DTG
TDF + 3TC {or FTC) + EFVe"
TDF + 3TC {or FTC) +NVP
Special drcumstances- Regimens containing ABC and boosted Pls

* Safety and efficacy data on DTG for pregnant and breastfeeding womean and TE coinfection ara still panding.

b Efficacy data for EFV at a lower dosa of 400 mgfday in the casa of pregnant and braastfaeding woman and TE coinfaction are
still pending.

= Special circumstancas may include situations where preferrad or alternative regimens may not be available or suitable because
of significant toxicities, antidpated drug—drug interactions, drug procuramant and supply management issues, or for other

reasons.
4 Using stavudine {d4T) as an option in first-line treatmant should be discontinued.

3TC lamivudina, ABC abacavir ATV atazanavir, AZT zidovuding, DTG dolutegrayir, EFY efavirenz, FTC emtricitabine, NP
neyiraping, Pl protease inhibitor, TOF tenofosir,
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Pautas preferentes segun OMS
4.4.3 First-line ART for adolescents

Recommendations

First-line ART for adolescents should consist of two NRTIs plus an NNRTI or an
INSTI:

* TDF + 3TC (or FTC) + EFV as a fixed-dose combination is recommended as the
preferred option to initiate ART (strong recommendation, low-quality evidence).

* TDF + 3TC (or FTC) + DTG or TDF + 3TC (or FTC) + EFVyp® may w
be used as alternative options to initiate ART (conditional
recommendation, low-quality evidence).

If preferred regimens are contraindicated or not available, one of the following
alternative options is recommended (strong recommendation, moderate-quality
evidence):

ABC + 3TC + EFV
ABC + 3TC + NVP
AZT + 3TC + EFV
AZT + 3TC + NVP
TDF + 3TC (or FTC) + NVP

* EFV at a lower dosa (400 mogiday).
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Pautas preferentes para nifios de 3all
anos. OMS

Table 4.5. Summary of recommended first-line ART regimens for children
3—10 years of age

Preferred ABC + 3TC + EFV
Alternatives ABC + 3TC + NVP
AT + 3TC + EFV
ALT + 3TC + NVP
TDF + 3TC {or FTC) + EFV
TDF + 3TC {or FTC) + NVP

3TC lamivudine, ABC abacavir, AZT zidowudine, EFV efaviranz, FTC emtricitabine, NVP nevirapine, TDF tenofowir



'.". SECRETARIA EJECUTIVA

N COMISCA

Pautas preferentes nifios menores de 3 afos

OMS

Table 4.1. Summary of first-line ART regimens fur1 children younger than

J years
Preferred regimens ABC or AZT + 3TC + LPVII®
Alternative regimens* ABC® or AZT + 3TC + NVP
Spedal droumstances ABC® or AZT + 3TC + RAL®

“ Based on the general principle of using non-thymidine analogues in first-line regimens and thymidine analogues in sacond-
line regimens, ABC should be considered as the preferred NRTI whenever possible. Availability and cost should be carefully

considerad.
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Regimenes segunda linea adultos y
adolescentes. OMS

Table 4.16. Summary of preferred second-line ART regimens for adults and
adolescents

Target population Preferred second-line regimen®

Adults and adolescents | If d4T or AZT was used |TDF + 3TC {or FTC) + ATV/r or LPV/rb«
in first-line ART
If TDF was used in AZT + 3TC + ATVIr or LPV/rbe
first-line ART
Pregnant or Same regimens as recommended for adults and adolescents
breastfeeding women
HIV and TB If rifabutin is available |Standard Fl-cnnralnln? regimens as
coinfection recommended for adults and adolescents
If rifabutin is not Same NRTI backbones as recommended for
available adults and adolescents plus double-dose
LPV/r (that is, LPV/r 800 mg/200 mq twice
daily)?
HIV and HBV AZT + TOF + 3TC {or FTC) + (ATV/r or LPV/r)®
coinfection

“ ABC and didanosine {ddl) can be used as MRTI back-up optiors but add complexity and cost without dinical advantagas.
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Pautas preferentes segun OMS

Table 4.15. Preferred second-line ART regimens for adults, adolescents,
pregnant women and children

Population Failing first-line Preferred second-line  Alternative second-
regimen regimen line regimens
Adults and 2 NRTIs + EFV {or 2 NRTIs® + ATV/ror 2 NRTIst + DRV/r=
adolescents NVP) LPVIr
2 NRTIs + DTG
Pregnant or 2 NRTIs + EFV {or 2 NRTIs® + ATV/ror 2 NRTIst + DRVIr
breastfeeding NVP) LPVIr
women
Children | Less 2 NRTIs + LPVIr 2 NRTIs® + RAL Maintain the failing
than 3 LPV/r-based regimen
years and switch to 2 NRTIs®
+ EFV at 3 years of age
2 NRTIs + NVP 2 NRTIs® + LPVIr 2 NRTIs® + RALY
3 years to |2 NRTIs + LPV/r 2 NRTIst + EFV 2 NRTIs® + RALY
less than 15 gT1s + EFV (or 2 NRTIs® + LPV/r 2 NRTIs! + ATV/rd
10 years NVP)

“ ATVIT can be used as an alternative Pl for children alder than 2 months of age
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Regimenes segunda linea nifios. OMS

Table 4.18. Summary of recommended first- and second-line ART regimens
for children

Children (including First-line ART regimen Second-line ART regimen
adolescents)
LPVir-based | Younger than ABC + 3TC + LPVIT AZT or ABC+ 3TC + RAL®
‘:';;Hg‘: 3 years AZT + 3TC + LPVIT
3 years and older ABC + 3TC + LPVIT AZT + 3TC + EFV or RAL
AZT + 3TC + LPVIT ABC or TDF® + 3TC + EFV or RAL
NNRTI- All ages ABC + 3TC + EFV (or NVP) [ AZT + 3TC + ATVir or LPV/T
based
first-line TDF® + 3TC (or FTC) + EFV
reglmn iﬂ r N vFj
AZT + 3TC + EFV (or NVF) | ABC or TDF + 3TC®
(or FTC) + ATV/r or LPV/r

“ If RAL is not available, no change i recommendead unless in the case of advanced dinical diseasa prograssion or ladk of
adharenca spacifically due to poor palatability of LPVIT. In this case, switching to a second-line NVP-basad regimen should be
considered. Basad on approval of the use of EFY in chikdren less than 2 years, an EFV-based regimen could be considared as an
altemative. Howaver, mora data are needed to inform how best to usa EFY in this population.
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Regimenes segunda y tercera linea. OMS

Table 4.19. Summary of sequencing options for first-, second- and third-
line ART regimens in adults, adolescents, pregnant women and children

Population First-line regimens Second-line regimens Third-line regimens
Adults and 2 NRTIs + EFV 2 NRTIs + ATV/r or LPV/r* | DRV/r®+ DTG* (or RAL)
adolescents + 1-2 NRTIs
(>10 years) 2 NRTI + DRV/r®
2 NRTIs + DTG 2 NRTIs + ATV/r or LPVir | DRV/r® + 2 NRTIs +
NNRTI
2 NRTI + DRVIr Optimize regimen using
genotype profile
Pregnant or 2 NRTIs + EFV 2 NRTIs + ATV/r or LPV/r* | DRV/r* + DTG* (or RAL)
breastfeeding + 1-2 NRTIs
WOmen 2 NRTIs + DRV/r
Children 2 NRTI + LPVr If less than 3 years: RAL (or DTG) + 2 NRTIs
d
(010 years 2 NRTIs + RAL DRV/1E + 2 NRTIs
If older than 3 years:
2NRTIs + EFVorRAL | DRVIE + RAL (or DTG)
2 NRTI + EFV 2 NRTIs + ATV/r or LPV/r

“ RAL + LPVIr can be used as an alternative second-line regimen in adults and adolescents.
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4.5.2 Monitoring the response to ART and diagnosis of treatment failure

| v g

Recommendations for routine monitoring

Routine viral load monitoring can be carried out at & months, at 12 months and
then every 12 months thereafter if the patient is stable on ART to synchronize
with routine monitoring and evaluation reporting? (conditional recommendation,
very low-quality evidence).

In settings where routine viral load monitoring is available, CD4 cell count
monitoring can be stopped in individuals who are stable on ART and virally
suppressed® (conditional recommendation, low-quality evidence).

“ Wiral load testing should be parformed early after initiating ART (within & months), at 12 months and then at least avery 12
months to detact treatment failure. |f wiral load testing is not routinaly availabla, C04 count and dinical monitoring should be
used to diagnose treatment failure, with targeted viral load testing to confirm viral failure where possible.,

" WHO defines people stable on ART according to the following criteria: on ART for at least 1 year, no current illnessas
or pragnancy, good understanding of lifelong adherence and evidence of treatmant suCCess consacutive viral load
measuramarts below 1000 copiesiml). For sanvica delivery racommendations in thesa guidalines (see Chapter & "Senvice
delivery™), an additional criterion is that there are no adwerse drug reactions requiring regular monitoring, but this is not
relevant to this recommendation.
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jMUCHAS GRACIAS!

Solidaridad entre los pueblos para la integracion regional en salud

www.sica.int/comisca @ info.comisca@sica.int @ (503) 2248 6901
® @SECOMISCA @ Se-Comisca SICA



