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Introduccion y justificacion.

Actualizacidon de las anteriores.

Mas corta: aunque incluye apartados breves : recomendaciones independientes

AR

sobre ADH, coinfeccién, embarazo, reproduccioén, PPE... {@

Revisidon de expertos.

e

Fuerza de recomendacion: {’@

A- Recomendado siempre.
B- Recomendado en general (en la mayoria de las ocasiones).
C- Opcional.

Prueba evidencia:
I EC aleatorizado.
1 EC no aleatorizados, cohortes observacionales.

Il Opinidn de expertos.
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Seguimiento y parametros.

HC, farmacoldgica y examen fisico. Al diagndstico y anualmente.

Riesgo ardiovascular, vacunas, habitos sexuales, farmacoterapia completa,
comorbilidades, reproduccion...

Lab inicial:

CVP, linfocitos CD4+.

Resistencias primarias al VIH, HLA-B*5701.

Hemograma, BQ, serologia toxoplasma, CMV, lues, VHA, VHB, VHC.
Tropismo viral si se desea iniciar TAR con ICCR5.

Definiciones:

Respuesta viroidgica: @
a) CVP Jlog,,*.

b) CVP>s16-24<50 ¢/ml.

Fracaso viroldgico: >200 ¢/ml
a) CVP$24>50 c¢/ml. (tras inicio o cambio) [
b) CVP>50 c/ml en dos determinaciones consecutivas.




Tabla 1, Exploraciones complementarias en la valoracién i
los pacientes con infeccién por el VIH-1

al y el seguimiento de

Seguimiento y parametros.

Actividad / Exploracién Valoracién Valoracién Seguimiento Elastografia hepatica = Optativo Optativo Ver superindice 13
Inicial antes de Eséfago-gastroscopia » Optativo Optativo Ver superindice 14
iniciar el TAR Citologia cervical uterina v Segun indicacién
Historia Clinica® v clinica
Evaluacion clinica v Cada 3-6 meses Citologia anal B Optativo Segun indicacion
Exploracién fisica completa - v Anual clinica
Hemograma v W Cada 3-6 meses Electrocardiograma ® v Optativo Ver superindice 16
Bioquimica plasmética que Densitometria dsea = Optativa Optativa Segun indicacion
incluya perfil hepéatico, renal v v Cada 3-6 meses clinica. Ver
vy metabdlico superindice 17
Analisis elemental de orina y v v Anual °
sedimento Nota: estas recomendaciones deben considerarse orientativas y pueden ser
Serologia a VHA, VHB, VHC, N Si son negativas, modlfllnfadas dg acuerdo con el juicio clinico de los profesionales responsables de la
i . atencion al paciente.
lies, toxoplasma y CMV repetir anualmente
ante la persistencia V Realizar
d.e factores de ! Debe incluir historia vacunal, sexual y de la pareja habitual.
MNesgo 2 Debe incluir medida de la tensisn arterial, peso, talla y medidas antropométricas.
Carga viral del VIH-1 v \ A las 4 semanas de }5iceusa TDF, realizar cada 3-4 meses
iniciado el TAR y * Se puede considerar determinar la CVP y los linfocitos T CD4+ con menos frecuencia
posteriormente (cada 6-12 meses) en pacientes clinicamente estables, con CVP repetidamente
cada 3-6 meses * suprimida y cifras de linfocitos T CD4+ repetidamente superiores a 500 céls/uL.
Determinacion de linfocitos T v V' Cada 3-6 meses * 5 Realizar solo si se prevé utilizar MVC en el esquema terapéutico.
CD4+ 6Optati\ro en personas procedentes de dreas con alta prevalencia de infestacién, sobre
Estudio  genotipico  de v AL fncasodefracasg fadosisesospecha la misma (p.e. eosinofilial
resistencia * Se puede considerar determinar la CVP y los linfocitos T CD4+ con menos frecuencia
HLA B*5701 Vv . s '
Tropismo viral® Optativo (cada 6-12 meses) en pacientes clinicamente estables, con CVP repetidamente
Serologia de Trypanosoma | Optativo suprimida y cifras de linfocitos T CD4+ repetidamente superiores a 500 céls/pL. Fidad
cruzi [} Strongyloides = 5 - - - -
stercoralis® Especialmente en pacientes pertenecientes a poblaciones con una elevada
= - - ——— prevalencia de tuberculosis.
ARN VHC Optativo Optativo Sl?g}ln indicacién 2 5 hepatitis crénica, periodicidad segin indicacidn clinica (¢/ 6-12 meses).
- 5 - clinica B hepatitis crénica, periodicidad segun indicacidn clinica (¢/ 6-12 meses).
Genotipo VHC Optativo % 5i cirrosis hepética confirmada o elastograffa >12,5 Kpa (F4) para descartar varices,
ADN VHB® Optativo Optativo Segun indicacion periodicidad segin indicacidn clinica.
clinica  Considerar en varones vy en mujeres con patologia vulvovaginal o de cérvix uterino
Alfa-feto-proteina 1o Optativo Optativo Segun indicacion por VPH (VIN, ValN y CIN).
clinica 1 Especialmente en pacientes con factores de riesgo cardiovascular y/o que vayan a
Pruebas del PPD o IGRA Vv iniciar farmacos que puedan producir problemas de conduccidn cardiaca.
Radiografia de tdrax n Vv 7 Considerar en varones de mas de 50 afios y en mujeres postmenopausicas.
Ecografia hepatica = Optativo Optativo Ver superindice 12
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Partel

Evaluacion en la visita inicial y sucesivas

de las personas infectadas por el VIH

Seguimiento y parametros.

Evaluacién

Serologia para el virus de la
varicela zéster

Antes de

Frecuencia de
iniciar TAR seguimiento

Comentario

Ofrecer vacuna cuando esté indicado

Serologia para el virus del + Oirecer vacuna cuando este indicado
ion y de la rubéola
En el diag- . =
Evaluacion néstico de | Antes de |Frecuenciade |0, Sertlogid pars taxopias- *
vm iniciar TAR | seguimiento RS
ANTECEDENTES Sesionis rarmiCIVES * _
Médicos Antecedentes médicos com- . - Primera visita | En personas derivadas de otros servicios, repefir Serologia para L eishmania - ﬁzhmrgeoe:':f;:n con los antecedentss de
pletos que incluyan: evaluacion jesipl
Cribado tropical {p. ej. sero- +- Cribado de acuerdo con los antecedentes de
+ Antscedentes familiares - ECV Episodios cardi agu- | 3234 logia para Schistosoma) vigjes/procedencia
(p.ej. ECV prematura, dia- dos en un familiar de primer grado (hombres < 55;
betes, hipertension, ERC) mujeres < 65 afios) COMORBILIDADES
* Medicacion concomitants (! + + ! 2 Hemograma = o 3-12 meses
* Comorbiiidades actuales y + + b i + Cribado en personas de riesgo
previas _ GEPD + Cribado en personas de riesgo
* Vacunaciones + Determinar los titulos de anticuerpos y ofrecer las I -
R Compaosicion Indice de masa corporal. + + Anual 31
corporal
Psicosociales Estilo de vida actual (consu- + + 6-12meses | Realizar con frecuencia cusstionario sobre estilos | 31 oral = = =
mo de alcohol, tabaco, dieta, de vida adversas Cardiopatia Evaluacion del riesgo (esca- + + Se deberia efectuar en todos los hombres = 40 32
e e laf ) afios y mujeres > 50 afios sin ECV
de drogas) Proporcionar apoyo psicolégico y consejo si ECG. + +- Anual Considerar un ECG inicial antes de iniciar ARY
Empleo + + Como se precisa o i con posibles de it
Social y bienestar = + indica Proporcionar consejo si precisa Hipertensién Presién arterial. + + Anual 33-34
Morbilidad . + EXoTTn Lipidos TC, c-HDL, ¢-LDL, TG . + Anual Repetir en ayunas si sive para intervencion tera- | 38
Pareja £ hijos + Realizar test a la parsja & hijos si existe riesgo péutica (= 8 h sin ingesta calSrica)
Salud sexual y A sexuales + 6-12 meses Tratar i i con la di i 56-58 Glucosa Glucosa en plasma. + + 6-12 meses Cnnsidem test fie mlgrsm:ia oral a la glucosal 36-37
reproductiva Sexo seguro = Como se sexual HbA1c si se repiten niveles de glucosa en ayunas
) Tratar el riesgo de transmisién sexual cuando esté entre 5,7-6,9 mmolfl (100-125 mg/dl)
indicado Enfermedad RxT +- Como se Censiderar RxT si presenta antecedentes de
Situacion de pareja y + Como se Congiderar inicio de TAR en parejas serodiscor- pulmonar indica
revelacién piblica indica dantes Espirometria Como se Cribado para EPOC en
Concepcién + + Como se indica personas de riesgol*i’)
indica [ g Evaluacion del riesgo*) - - Anual 4648
ENFERMEDAD ALTIAST, ALP, bilirubina + - 3.-12meses | Controlar con mas frecusncia antes de iniciar y
VIH mientras esta en tratamiento con farmacos hepa-
Virologia Confirmacion del + de + 3-8 meses Controlar con mas frecuencia la CV-VIH al inicio 913 totdxicos.
AENTH deljrin - Nefropatia Evaluacion del riesgol¥) + + Anual Controlar con mas frecuencia si existen factores | 4742
CVVIH ati N N Realizar test de resistencia genotipico antes de 5 de ri de ERC 0 antse del inicio v durante of
= tenc Enelfracaso | iniciar el TAR si no se ha realizado anteriormente o GFR (aMDRD) - * 312 meses =eg0 " oy
lest de resistencia genol + +H- = P v «con farmacos neurotdxi
bt viral si existe riesgo de sobreinfeccién - — -
£y subbpo Tiras reactivas para orinalll) + + Anual Cada 6 meses si eFGR < 60 mUmin;
Tropismo RS (si disponible) +- Cribado si se consideran antagonistas de CCR3 si proteinuria = 1+ o0 eFGR < 60 ml/min, realizar
en la pauta PIC o AIC Vi
Inmunologia Niveles absolutos de CD4 y + + 3.6 meses Considerar controlar con menos frecuencia a per- | 9-13 Osteopatia Perfil seo: calcio, PO%, ALP = Py 612 meses 39,
% (opcional: CDB y %). sonas estables en TAR con niveles altos de CD41) Evaluacion del fiesgol® - " 2 afios pr— DA en 41
HLA B5701 (si es posible) + +H- Realizar un cribado antes de iniciar un TAR con (FRAX®(*! en personas
ABC, si no s& ha hecho previamente > 40 afios)
COINFECCIONES Vitamina D 25(0H) vitamina Dt + ﬁgm se Cribado en personas de riesgo 40
= = = " . -
s Serologia para sifiis * e S exm::xz"‘" de cribado st . Deterioro neuro- | Cuestionario de cribado + + 2 afios Cribar todas las personas sin factores de confu- | 63
Cribado de TS " Amualicoma 55 | Cribado & exile 1 cognitivo sion importantes. Si resultan anormales o sintoma-
indica 9 ticos, consuliar la pagina del algoritme (61) para
—rr = - — - - continuar la valoracién.
Hepatitis viral Serologia para VHA + Cribado si existe riesgo, vacunar si no hay inmu- | 55-56, — — = = =
e & Depresién Cuestionario + + 1-2 aflos Cribado en personas de riesgo 59.61
Cribado de VHC - Anuallcomo se | Cribade anual si el riesgo es continuo. i 1-3 afios Mujeres 50-70 afios. 30,
indica Determinar ARN-VHC si Ac-VHC es + o se sospe- Citologia cervi il 1-3 afios Mujeres activas 48
cha infeccién aguda. Vacunar sino hay Rectoscopia y citologia anal 1-3 afios Mo existen pruebas del beneficio
Cribado de VHB + + Cribado anual en personas sensibles (HSH)
Tuberculosis RxT + Wolver a de- Considerar RxT sistematica en personas proce- 15 Ecografia y a-fetoproteina 6 meses Controvertide. Personas con cirrosis y personas
DPP si CD4 > 400 + tectar si existe | dentes de poblaciones con alta prevalencia de TB con VHB independientemente del estado de
IGRA en poblacionss selsc- . exposicion Ve( Erlaglnnsn::oy tratamler!lof:?a\: TB \ater‘\t\j";_‘( fibrosis
clonadas de alto riesqo (sl resistente en las personas infectadas por el Otros Cont o
es posible)
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Seguimiento y parametros.

Table 3. Laboratory Monitoring Schedule for Patienis Before and After Initiation of Antiretroviral Table 3. Laboratory Monitoring Schedule for Patients Before and After Initiation of Antiretroviral
Therapy* (page 1 of 2) Therapy* (page 2 af 2)
-
ART imitiation| 8 weeks Every 3-6 & 12 | Treatment
e | ar e inio | heioe| _or | st | ERICE | TR | DO | T ceted
cae | AT | modification o | ombhs - andification
ALT, AST, k] W o W k] o
HIV serology ] T. biliruban Ewary B-T2
I mrths
danesis CEC with [ El | ki [l 1
o= et diferers vy 36 FonZIW
confirmed e
L4 oourt ] ] v | inchnically sabis v v Fasinglipd |+ v v v i i i
patients wih suppressd roile I rarmal Cansider 40 Watnoemal | B nomal at
Ewery 35 virl load, C0M count mn anrualy wesks after A b st
be monitoesd every B-12 starting new messuesment | measurement
manthes {sae fext) AHT% .
AV wmlicad | 7 7 F B - | oy — . . Hhataffects ipids -
ng E) b El E)
15 .
ot In clinically stable gt | [rome bl Yot
B ) an
feznce : * patients with suppressed [ 7 A1 ] p—
g p ——
T - viral load, CD4 count can Usnabprit | ' . y v
- - an
e # g be monitored every 6-12 e . -
— - months (see text). - test W staring EPY
& ¥ corsidering a I censidering * This tahile pertains i bibortory tess done 1o sedect an AV regimen and monitor for tressment responses or ART icties. Pese refer i fie HIY
(R antagonist aCCRs Primary Case guidelines for guidance on other kbaratory tesss genenlly sscommended for primary health care maimiznance of HIV pesents.!
:.hhgi’:t;fw B ART mary be modified for treatment failure, adverse sects, or regimen simplification.
Eﬂ;rﬁt— 1 HIV ANA is detectabie at 2 to 8 weeks, repsat svery 4 o B weeks wntl suppression 1o <300 copiesiml., then every 3 to & months.
hn_ed "ﬁlihld&pi;llykmmrdnurihdmrluhﬂuﬂ:mlﬂT Horwewer, fior adherent patien® with suppressed virl load and ssabls
TEgEmEn i ingic stahs for mone than 2 1o 3 years, monimring at & month miznvals may be considensd
Hepatites B 1 1 1 * I A T-rasive patians:  s=sistance t=sting was perfarmsd ot entry insz zare. regeat testing before initiation of AT iz cptond. The srcesticn i
serclogy” May repeat if prsgnant wome; repsat issting is recommendad in this e For vimiogically suppressed patisns who are switching therpry for somioey or
H Jand convenience, virl amplfication will not be poeshle and themsoms resstinos testing should not be parformed. Results from pricr resistanns tssting
"mﬁ'ht «can be used to help in the construction of 2 rew regimen.
Fazelne " If HBshAg is positive at barseline or before inifizsion of ART, TOF plus either FTC or 3TC should be used 2 part of the ARV regimen io treat both HEV
Heatitis C 1 , and anti-HEo aee neyative at ne. vaoaine series shoul nesiered.
i W and HIV infzctions. § HasAg, and HBsh, and anti-Hao e at baseline, hepatitis B vaccine series should be adminsiered
w l&rum_lh K.HEDg.IH.H.I!.nlﬁir:_.ghm [p hﬁmb&mﬁummmm h:_mnduuh:hdqd':nl:m TOF
of posits Determimasion of renal function should include esmation of Crll wsing Cockorofi-Gault sgation or esamation of glomenikar fitration mie based on
I MOAD equasion.
Basic 4 F F F 4 ] EFar patients with renal disease, consult the Guidelines for the Management of Cheonic Kidney Disease in HV-Infecizd Pasients: Ascommendations of
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Seguimiento y parametros.




Tratamiento antirretroviral
(TAR)




Objetivo y éxito.

Objetivos generales del TAR.
- & morbi-mortalidad infeccién por el VIH.
- Recuperacioén y preservacion funcion inmunoldgica.
- Evita el efecto nocivo de la replicacion viral sobre otras

comorbilidades.

- Previene (“disminuye la probabilidad”) transmision del VIH.

predictores de éxito.

- Adherencia.

- Potencia y actividad.
- CD4>200 cel/ml.
- Viremia basal baja.

- Reduccidn rapida de la CVP tras inicio TAR.

.....



Cuando iniciar TAR.

Tabla 2. Indicaciones de TAR en pacientes con infeccidn cronica por el VIHT

RECOMENDACION GENERAL

Se recomienda la administracion de TAR a todos los pacientes con infeccidn por VIHE.
La fuerza y gradacion de la recomendacién varia segun las siguientes circunstancias:

CONDICION / CIRCUNSTANCIA FUERZA Y GRADACION

Enfermedades B o C del CDC A-l

Cifra de linfocitos T CD4+

Todos estos datos favorecen la recomendacidén de iniciar TAR con menos de 500

{35[},’|_1L A-l CD4+/JL. El debate actual se centra en torno a si es necesario iniciar TAR con mas de

350 a 5DDf|.l|. A-ll 500 linfocitos CD44/uL. No exister} de momento datos concluyentes, aunque la
>500/pL B-1l1 simplicidad y tolerabilidad de los regimenes actuales tampoco justifica la demora para

iniciar el TAR. Ademas, el incremento de la poblacidn tratada se ha relacionado con

Comorbilidades una disminucidn de las tasas de transmision y por tanto, de la disminucidn de nuevas
infecciones"*. Por todo ello, la recomendacién de iniciar el TAR en toda persona

Nefropatia por VIH infectada es compartida por un nGmero creciente de expertos. En cualquier caso, el
Hepatitis crénica per VHC TAR deberia recomendarse en aquellos grupos de pacientes con un mayor riesgo de

progresién, como los que presentan CVP superior a 10° copias/mL y una edad igual o

Hepatitis cronica por VHE mayor de 55 afios. También se recomienda iniciar TAR en pacientes con

Edad 255 afios A-ll

Riesgo cardiovascular elevado CVP>100.000 ¢/ml

Trastornos neurocognitivos >55 anos

Neoplasias Coinfeccién VIH-VHBactva
Riesgo de transmisidén

Mujeres gestantes A-l

Transmision heterosexual A-l

Transmision sexual entre varones A-l11

T Es importante hacer una valoracién individualizada del momento de inicio del TAR y de los FAR gue
deben formar parte del régimen inicial, sopesando las ventajas e inconvenientes de cada una de las
opciones.

La disposicién y la motivacion del paciente es un factor critico a la hora de tomar la decisién de cuando
empezarlo.

i Se consideran come excepcidn los pacientes que mantienen carga viral indetectable de forma
mantenida sin TAR (controladores de élite). En este caso no existe informacidn que permita valorar el
efecto beneficioso del TAR, por lo que no se puede establecer una recomendacidn de tratamiento.

eSIDA
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Cuando iniciar TAR.

Recomendaciones para el inicio del TAR en personas infectadas por el VIH

sin TAR previo"

Las recomendaciones estan clasificadas teniendo en cuenta el grado de i
progresion de la enfermedad VIH v la prezencia o el alto riesgo de experi-
mentar diversos tipos de procesos (comorbilidades).

C ién/ci tancia pr t Valor de CD4/1/7)
350-500 =500

Infeccion por VIH asintomatica c c
Para reducir la transmisién del VIH c c
Infeccion por VIH sintomatica (subgrupes CDC B (R R
y C), incl. la tuberculosis
Infeccion primaria por el VIH C C
Embarazo (antes del tercer trimestre) R R
Enfermedades asociadas (probable o R R
posiblemente) con el VIH, diferentes de los iii
subgrupos CDC By C:
* Mefropatia asociada al VIH R R
» Deterioro neurocognitive asociado al VIH R R
» Linfoma de Hodgkin R R
* Cancer asociado al VPH R R
= Otros canceres no asociados al VIH que preci- |C C

‘gen quimio o radioterapia
* Enfermedades autcinmunitarias C C v
= Alto riesgo de ECV (riesgo a 10 afos = 20%)o |C c

antecedentes de ECY v
Hepatitis viral cronica:
* YVHE gue precisa tratamienfo anti-VHB R R
* VHB que no precisa tratamiento anti-VHB Riv) C
» VHC para el cual se considera u ofrece tratami- | Rv) C

ento anti-YHC
* YHC para el cual el tratamiento anti-VHC no R C

es posible

Siempre se recomienda un TAR a las personas infectadas por el

VIH con valores de CD4 actuales por debajo de 350 cel.jpl.

Para personas con valores de CD4 por encima de eate nivel, la decisidn

debe depender de cada persona y valorarla, especialmente si una per-

sona pide un TAR, estd preparada para empezar y reune alguna de las
condiciones mencionadas anteriormente o por muchas ofras razones
personales. Se debe dar prieridad a tratar a las personas con valores
de CD4 por debajo de 350 célful y a las personas con mayor nimerno
de CD4 si rednen alguna las condiciones enunciadas antes de poner
recursos en el tratamiento como prevencion.

Siempre se debe tomar tiempo para preparar a la persona, para que el

seguimiento y la adherencia sean optimos.

Se recomienda efectuar un test de resistencia genotipica antes de

comenzar el TAR. En &l caso ideal se realizard en el moemento del

diagnostico del VIH; de lo confrario, antes del inicio del TAR. Si el TAR
debe iniciarse antes de que se pueda disponer de los resultados del
test genotipico, la pauta de tratamiento de primera linea debe incluir un
|P potenciado con ritonavir. Antes de empezar el tratamiento, se deben
repetir y confirmar los niveles de CD4 y de CV-VIH para determinar los
walores iniciales y evaluar la consiguiente respuesta.

R Se recomienda el uso de TAR.

C Se debe considerar y abordar de manera activa junto con la persona
infectada por el VIH el inicio de un TAR; en estas circunstancias algu-
nos expertos recomiendan iniciar un TAR, mientras que otros valoran
aplazar el TAR. Esta incertidumbre clinica refleja gque, mientras que
ciertos datos, como las hipatesis sobre fisiopatologia y la activacian
inmunitaria cronica defienden el comienzo de un TAR, se deben
confrontar con el riesgo de reacciones adversas conocidas o descon-
ocidas del uso del TAR y, de esta manera, la relacion riesgo/beneficio
del uso de un TAR aun no estd claramente definida.

Vea la indicacion del tratamiento del VHB en las personas coinfectadas

por el VHB vy el VIH en la figura de la pagina 65.

Se recomienda iniciar un TAR para mejorar el resultado del tratamiento

anti-VHC.

No referencia a CVP.

No referencia a edad.
Mucha «C» (=Considerar)
Todo estratificado en CDA4.
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Cuando iniciar TAR.

= Antiretroviral therapy (ART) is recommended for all HIV-infected individuals to reduce the risk of disease progression.

The strength and evidence for this recommendation vary by pretreatment CD4 cell count: CD4 count <350 cells/mm®
(Al); CD4 count 350-500 cells/mm? (All); CD4 count 500 cells/mm? (BIIl).

= ART also is recommended for HIV-infected individuals for the pr
The strength and evidence for this recommendation v
heterosexual transmission (Al); other transmissi

= Patients starting ART should be willing and
and the importance of adherence (All
may elect to defer therapy on th

ion of transmission of HIV.

y transmission risks: perinatal transmission (Al);
isk groups (AIl).

& to commit to treatment and understand the benefits and risks of therapy
~Patients may choose to postpone therapy, and providers, on a case-by-case basis,
sis of clinical and/or psychosocial factors.

Revision bibliografica.

Raling of Evidence: | = Data from randomized controlled trials; Il = Data from well-designed nonrandom| literalmente: nefropatia, VHB,
cohort st with long-term clinical outcomes; Iil = Expert opinion VHC, CV, neoplasias, alt

neurocognitivas...

The expanded use of ART to treat individuals with CD4 counts >500 cells/mm?® has also demonstrated public
health benefits. In 2010, a large, publicly-funded clinic in San Francisco adapted a universal ART approach
to initiate ART in all HIV-infected persons and evaluated temporal trends in viral suppression. In 534 patients
entering the clinic with CD4 counts >500 cells/mm’, the 1-year incidence of viral suppression increased from
9% to 14% before universal ART to >52% after the approach was adopted. After adjustment, this policy was CD4>500 c/mI (B-| | |)
associated with a six-fold increase in the probability of viral suppression six months after clinic entry.*!

Because the risk of HIV transmission is associated with level of viremia, from a public health standpoint, this | | - Menor mortalidad (NA-ACCORD)
reduction in community viral load can potentially reduce new HIV infections at the community level.

- Menor riesgo de enfermedades
With a better understanding of the pathogenesis of HIV infection, the growing awareness that untreated HIV

infection increases the risk of many non-AIDS-defining diseases (as discussed below), and the benefit of relacionadas o no con el sida.
ART in redycing transmission of HIV, the Panel recommends initiation of ART in patients with CD4 counts - Reduccidn transmision VIH

.....
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TAR de inicio.

Tabla 3. Combinaciones de TAR de inicio recomendadast

CVP<50 ¢/ml
o, . . ] >75% casos
3" Farmaco Pauta Ensayos clinicos aleatorizados
48 semanas
Preferentes
ITINN TDF/FTC/EFV">? STARTMRK, ACTG 5202, GS-US-
236-0102, GILEAD 534, SINGLE .
TDF/FTC/RPV>**®  ECHO, THRIVE, STAR . .
IP/r TDF/FTC+ATV/r**  CASTLE, ACTG 5202, ARTEN, - Esquemas y evidencia
GS-US-236-0103,
ABC/3TC+ATV/r*®”  ACTG 5202
TDF/FTC+DRW’r3 ARTEMIS, FLAMINGO
inint ABC/STC+DTG™  SINGLE, FLAMINGO, SPI  fitr en mufrs e sy avedre cnboroais e pcertes on sercione
TDF/FTC"‘DTGa* FLAM |NGO, SPR'NG-Z peligrosas si presentan sintomas de somnolencia, mareos y/o trastornos de la concentracién.
8 2 Realizar previamente un estudio genotipico que descarte MR a ITINN.
TDF/FTC/EVG/COBI GS-US-236-0102’ GS_US 3 Usar TDE| con pre;auci()n ten pfcienttgs coqn factorer: de riesgo para insuficiencia renal. Esta
TDF/FTC+RAL3 STARMRK, QDMRK, SPR contraindicado si FG <30 mL/min y requiere ajuste de dosis si FG: 30-49 ml/min. El uso
ABC/?)TC"‘RALE SPRlNG-2 . Eo.mbin.ado dt.eI_IP/r.v ;_[i;:ncren;eTtabparEcuc;armente el riesgo de nefrotoxicidad.
vitar si se utilizan inhibidores de la bomba de protones.
Alternativas” 5 No autorizado en los pacientes con CVP >1l]0.[;300 copias/mL, sin embargo, en pacientes con CVP
T357 < 100.000 copias/mL ha mostrado mayor eficacia que el tratamiento con TDF/FTC/EFV. Tomar
ITINN ABC/3TC+EFV™~=* ACTG 5202, CNA30024 siempre con una comida.
TDF/FTC+NVP2’3'9 ARTEN. VERXVE 6 Es preciso realizar previamente determinacién de HLA-B*5701. No utilizar si el HLA-B*5701 es
Ll positivo.
IPfr ABC/3TC+DRV/|-E FLAMINGO 7 Evite_lr en los paciente_s con CVP >100.000 Fopias/mL. N _ .
3.10 8 No indicado en pacientes con aclaramiento de creatinina estimado <70 ml/min. Usar con
TDF/FTC"‘LPV/r ! ARTEM IS, ABT'730; CAS precaucién en pacientes con aclaramiento de creatinina estimado <90 ml/min.
9 No iniciar en mujeres con CD4+ >250 células/pL ni en varones con CD4+ > 400 células/pL.
GEMIN I' HEAT’ PROGRE 10  Evitaren pacientjes con hiperlipidemia y/o riels:lgo cardiovascular elevado. g
ABC/3TC+LPV/r®**®  KLEAN, HEAT

BesDA fi= e



TAR de inicio.

Tabla 3. Combinaciones de T2 TDF IR, CICr<30, CICr=30-50 ml/min

3* Formaco Pauta’ ersayos clinicos aleatorizados
Preferentes
RPV CVP<100.000 c/ml ITINN TDF/FTC/EFV™*? </ STARTMRK, ACTG 5202, GS-Us-
72 02, GILEAD 934, SINGLE
~ TDF/FTC/RPV***” Em
IP/r ~ TDF/FTC+ATV/: ™" / | CASTLE, ACTG 5202, ARTEN—___| ERV:
- Embarazo

GS-US-236-0103, S
) L ko - alt neuropsiquiatricas
ABC/3TC+ATV/r”™/  ACTG 5202
- 3
TDF/FTC+DRV/r ARTEMIS, FLAMINGO DTG No comercializado

Inint ABC/3TC+DTG"*
' >TDF/FTC/EVG/COBI 102, GS-US-236-0103

TDF/FTC+RAL? K, QDMRK, SPRING-2
ABC/3TC+RAL®

Alternativas”

ITINN > ABC/3TCAEFVE®®’  ACTG 5202, CNA30024

TDF/FTC+NVP**4 ARTENVERXY NVP: No CD4>250%, 4005 c/mcl

IP/r ABC/3TC+DRV/r® FLAMINGO

TDF/FTC+LPV/r>!®  ARTEMIS, ABT-730, CASTLE,
GEMINI, HEAT, PROGRESS
ABC/3TC+LPV/r®®  KLEAN, HEAT
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TAR de inicio.

Pautas iniciales para adultos infectados pof el VIH sin TAR previo

Pautas recomendadas!(’

Asociar un farmaco de la columna A con los farmacos que figuran en la
columna B(™)

A ‘ B ‘ Comentarios

ITINAN ITIAN

EFv() ABC/3TCvi) ABC/3TC coformulado

RPV(i) o TDF/FTC TDF/FTC coformulado
EFVITDR/FTC coformulado
RPYI/TDF/FTC coformulado

IPIr

ATV/rliv) ABC/3TC(vil) ATV/r: 300/100 mg c/24 h

DRV/r(iv) o TDF/FTC DRV/r: 800/100 mg c/24 h

ITHI

RAL: TDF/FTC RAL: 400 mg c/12 h

o ABC/3TC

Farmacos de pautas alternativas

IP/r Comentarios

FPVIr 700/100mg c/12ho

LPV/rlv) 1400/200 mg c/24 h

SQvir 400/100 mg ¢/12 h 0 800/200 mg c/24 h
1000/100 mg c/12 h

ITINAN

NV P(iii)

ITIAN

ddl/3TC o ddi/FTC(viil) ZDVI3TC coformulado

TDF-3TC

ZDVI3TC

Inhibidores del CCR5

MVC(¥i) | Sélo si VIH con tropismo CCR5(¥i)

ITHI

EVG + COBI | TDF/FTC coformuladolix)

Vi
vii

viii

Sélo farmacos con autorizacion en vigor de la Agencia Europea de
Medicamentos (EMA) para iniciar el tratamiento (en orden alfabético).
La disponibilidad de los medicamentos genéricos para el VIH es cada
vez mejor y pueden utilizarse siempre que sustituyan al mismo farmaco
sin cambiar las asociaciones en dosis fijas recomendadas.

EFV: no se recomienda su uso en mujeres embarazadas o en mujeres
con anticoncepcion no segura o fiable; se puede considerar su manteni-
miento si se inicio el tratamiento con EFY antes del embarazo; no activo
confra las cepas VIH-2, VIH-1 grupo O.

RPV: solo si CV-VIH < 100.000 copias/ml; IBP contraindicados, los
antagonistas H, deben tomarse 12 h antes o 4 h despues de la RPY.
NVP: Usar con mucho cuidado en mujeres con valores de CD4

= 250 cél./pl y hombres con valores de CD4 = 400 cél /pl solo si los
beneficios compensan los riesgos; no activa contra las cepas VIH-2 y
WIH-1 grupo O.

El estudio CASTLE (LPV/r vs. ATV/r) ha demostrado que ATV/T se tolera
mejor[7]. La coadministracion con IBP esta contraindicada en personas
tratadas con anterioridad. Si se estima que la coadministracion es inevi-
table, se recomienda una estrecha vigilancia clinica, no superar dosis
de IBP comparables con 20 mg de omeprazol y administrarlos unas 12
horas antes que el ATV/r.

El estudio ARTEMIS (LPV/rvs. DRV/r) ha demostrado que DRV/r es
mas eficaz y se tolera mejor[2].

El ensayo ACTG 5142 mostré una menor eficacia viral de LPV/r vs EFV.
No se observaron mutaciones me la IP en los fracasos de LPV/r + 2
ITIAN. Se observaron mutaciones en la IP en los fracasos de LPVIr +
EFV. En los casos en los que la absorcion oral es la Unica alternativa se
debe utilizar LPY, especialmente en cuidados intensivos [9].

No autorizados en Europa para personas sin tratamiento previo.

ABC contraindicado si HLA B*5701 es positivo. Incluso si HLA B*5701
es negativo, debe informarse del riesgo de reaccién de hipersensibili-
dad. ABC debe utilizarse con precaucion en personas con riesgo CV
elevado o en personas con CV = 100.000 copias/ml.

Unicamente si no se dispone o no se toleran otros ITIAN recomenda-
dos.

No se debe iniciar en personas con eGFR < 70 ml/min. No se reco-
mienda iniciar un tratamiento con EVG/COBITDF/FTC en personas con
eGFR < 90 ml/min salvo que sea el tratamiento de referencia.

@
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TAR de inicio.

What to Start: Initial Combination Regimens for the Antiretroviral-
Naive Patient (Last updated February 12, 2013; last reviewed February 12, 2013)

« The Panel recommends the following as preferred regimens (listed in order of FDA approval) for antiretroviral (ARV)-naive
patients:

« Panel-recommended alternative and other regimens can be found in Table 5a and Table 5b.

« Selection of a regimen should be individualized on the basis of virologic efficacy, toxicity, pill burden, dosing frequency,
drug-drug interaction potential, resistance testing results, and comorbid conditions.

« Based on individual patient characteristics and needs, in some instances, an alternative or other regimen may be a
preferred regimen for a specific patient.

efavirenz/tenofovir disoproxil fumarate/emtricitabine (EFV/TDF/FTC) (Al)

ritonavir-boosted atazanavir + tenofovir disoproxil fumarate/emtricitabine (ATV/r + TDF/FTC) (Al)
ritonavir-boosted darunavir + tenofovir disoproxil fumarate/emtricitabine (DRV/r + TDF/FTC) (Al)
raltegravir + tenofovir disoproxil fumarate/emtricitabine (RAL + TDF/FTC) (Al)

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: | = Data from randomized controlled trials; I/ = Data from well-designed nonrandomized trials or observational
cohort studies with long-term clinical outcomes; Il = Expert opinion _J\M/L,

’3 Esquemas y evidencia W o




Preferred Regimens

nucleosides and, thus, by duration of clinical experience.

Regimens with optimal and durable efficacy, favorable tolerability and toxicity profile, and ease of use.
The preferred regimens for non-pregnant patients are arranged by chronological order of FDA approval of components other than

TAR de inicio.

NNRTI-Based Regimen
« EFV/TDF/FTG® (Al)

Pl-Based Regimens (in alphabetical order)
« ATV/r + TDF/FTG* (Al)
« DRV/r (once daily) + TDF/FTC® (Al)

INSTI-Based Regimen
« RAL + TDF/FTC®* (Al)

Comments

= EFV is teratogenic in non-human primates. A regimen that does not include
EFV should be strongly considered in women who are planning to become
pregnant or who are sexually active and not using effective contraception.

* TDF should be used with caution in patients with renal insufficiency.

« ATV/r should not be used in patients who require >20 mg omeprazulgl\-

equivalent per day. Refer to Table 15a for dosing recommendations
interactions between ATV/r and acid-lowering agents.

2

Alternative Regimens
Regimens that are effective and tolerable, but have potential
may be the preferred regimen for some patients.

disadvantages when compared with preferred regimens. An altemaﬁve%/\

'53 Esquemas y evidencia

N

NNRTI-Based Regimens (in alphabetical order)
« EFV + ABC/3TC® (BI)

« RPV/TDF/FTC® (BI)
= RPV + ABC/3TC* (BINI)

Pl-Based Regimens (in alphabetical order)

« ATV/r + ABC/3TC? (BI)

= DRV/r + ABG/3TC* (BII)

« FPV/T (once or twice daily) + ABG/3TC® or TDF/FTC* (BI)
« LPV/r (once or twice daily) + ABC/3TC* or TDF/FTC® (BI)

INSTI-Based Regimen
= EVG/COBI/TDF/FTC® (BI)
« RAL + ABC/3TC* (BIII)

Comments

* RPV is not recommended in patients with pretreatment HIV RNA >100,000
copies/mL.

* Higher rate of virologic failures reported in patients with pre-ART CD4 co
<200 cells/mm? who are treated with RPV + 2NRTI

* Use of PPIs with RPV is contraindicated.

* ABC should not be used in patients who test positive for HLA-B*5701.
« Use ABC with caution in patients with known high risk of CVD or with
pretreatment HIV RNA >100,000 copies/mL (see text).

* Once-daily LPV/r is not recommended for use in pregnant women.

* EVG/COBI/TDF/FTC should not be started in patients with an estimated C
<70 ml/min, and should be changed to an alternative regimen if the patiel
CrCl falls below 50 mL/min

+ COBI is a potent CYP 3A inhibitor. It can increase the concentration of ofl
drugs metabolized by this pathway. Refer to Tables 15d and 16c for drug

4 esquemas concretos. recomendados
Actualizado en febrero 2013: No DTG.
Esquemas con EC limitados son
alternativa.

Explicacion extensa.

Tablas con ventajas e inconvenientes.
Tabla con F que no deben usarse como
terapia inicial.

interaction information for concomitantly administered drugs.

* EVG/COBI/TDF/FTC should not be used with other ARV drugs or with
nephrotoxic drugs.

4 3TC may substitute for FTC or vice versa. The following combinations in the recommended list above are available as coformulated fixed-
dose combinations: ABC/3TC, EFV/TDF/FTC, EVG/COBI/TDF/FTC, LPV/r, RPV/TDF/FTC, TDF/FTC, and ZDV/3TC.

Key to Abbreviations: 3TC = lamivudine, ABC = abacavir, ART =

antiretroviral therapy, ARV = antiretroviral, ATV/r = atazanavir/ritonavir, COBI =

cobicistat, CrCl = creatinine clearance, CVD = cardiovascular disease, DRV/r = darunavir/ritonavir, EFV = efavirenz, EVG = elvitegravir, FDA = Food
and Drug Administration, FPV/r = fosamprenavir/ritonavir, FTC = emtricitabine, INSTI = integrase strand transfer inhibitor, LPV/r =
lopinavir/ritonavir, NNRTI = non-nucleoside reverse transcriptase inhibitor, NRTI = nucleoside reverse transcriptase inhibitor, Pl = protease

inhibitor, PPl = proton pump inhibitor, RAL = raltegravir, RPV = rilpivirine, RTV = ritonavir, TDF = tenofovir disoproxil fumarate, ZDV = zidovudine
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* TAR previo efectivo: Debe mantener la CVP indetectable.

+ Motivos de cambio:

*

*

*

Toxicidad.

Comorbilidades.
Interacciones.
Simplificacion.
Requerimientos dietéticos.
Embarazo.

Coste.

Explicacion extensa.
Tablas interesantes.




Cambio de TAR con CVP indetectable.

AZT, d4T
TDF
EFV/FTC/TDF
EFV

EFV

EFV, NVP + 2ITIAN

ATVr/ABC/3TC

ATVr/FTC/TDF
TDF

EFV

[Pr+2 ITIAN
[Pr+2 ITIAN

IP

DRVr, LPVr + 2ITIAN

ABC, TDF
ABC
RPV/FTC/TDF
ETR

NVP

EFV/FTC/TDF

ATV/ABC/3TC

ATV/ABC/3TC
RAL

RAL
RPV/FTC/TDF
RAL + 2 ITIAN
EFV, NVP

DRVr, LPVr

A-ll
A-ll
A-ll

A-ll

Al
Al
A-ll
Al
B-|
B-1, B-llI

B-1

Proactivo. Prevencidn lipoatrofia.
Opcidn en osteopenia u osteoporosis.
Prevenir EA del SNC. No proactivo.
Prevenir EA del SNC. No proactivo.

Prevenir EA del SNC. No proactivo.
Disminucién LDL-col

Simplificacién n° comprimidos.

Evitar toxicidad de RTV (dislipemia, diarrea), de ATV potenciado
(Hiperbilirrubinemia) o riesgo de interacciones.

Evitar TDF y/o RTV.

Alteracion DMO.

Prevenir EA del SNCy dislipemia. No proactivo.
Ptes con alteraciones Gl y/o dislipemia.

En pacientes con dislipemia.

Para prevenir EA del IP.

Condiciones.

BeSIDA i e



CambiQ de TAR con CVP indetectable.

Tabla 5. Recomendaciones sobre el cambio entre antirretrovirales de la misma clase segiin el motivo del mismo, ordenados por evidencia

sobre la eficacia del cambio, asumiendo que se puede mantener la supresién virolégica tras el cambio de TAR

TAR actual Motivo del cambio TAR nuevo Grado de recomendacién/ evidencia
sobre la eficacia del bi
AZT 0 DAT Prevenir aparicién o empeoramiento de lipoatrofia ABC Al
AZT o DAT Prevenir aparicion o empeoramiento de lipoatrofia TDF A-l
ABC/3TC-ATV/r Hiperbilirrubinemia, dislipidemia ABC/3TC+ATV A-l
2ITIAN+  Tabla 6. Recomendaciones sobre cambios a antirretrovirales de una nueva clase, segiin el motivo del mismo, ordenados por evidencia sobre
STAN S la efi del cambio, asumiendo que se puede mantener la supresidn virolégica tras el cambio de TAR
'eev. | TAR actual Motivo del cambio TAR nuevo Grado de recomendacion/ evidencia
| TDF/ETC) sobre la eficacia del cambio)
EFV 2 ITIAN + IP/r | Disminucién ndmero comprimidos, dislipidemia, TDF/FTC/RPV Al
TDF sintomas gastrointestinales
2IMAN+ [ Enfuvirtida Evitar administracion parenteral RAL A-l
TDF/FTC- _IIE_E\; JFTC+IP)r S(’)I?tt::;aetr:;%lztiggorosis Tabla 4. Recomendaciones sobre la necesidad de cambio de TAR asumiendo que se puede mantener la supresion virolégica tras el mismo.
EFV IP/r D!sll_p!deml_a ART actual Motivo del cambio Mecesidad de cambio Grado de recomendacién/ evidencia
EFV D!Shr{ldem’la - sobre la necesidad del cambio
2 ITIAN + IP/r D!sr.nllnuuqn del nimerode ¢ a7y, par Prevenir/revertir lipoatrofia Obligado A-l
IP/r Dislipidemia EFV Sintomatologia SNC: mareo, Obligado Al
trastornos del suefio
Solo se han incluido cambios para los que al [ ypF Osteopenia/Osteoporosis. Si se Variable dependiendo de la magnitud de A-ll
La recomendacion es fuerte si existe al menos demuestra una implicacién directa pérdida de densidad mineral ésea y de la
cambio. de TDF y se corrigen otros factores existencia o no de otros factores causales
causales
EFV Toxicidad SNC subclinica No. No se ha demostrado beneficio A-ll
IP/r Diarrea y otros sintomas Obligado ANl
gastrointestinales asociados a
ritonavir
TDF Disminucion del filtrado glomerular, | Variable dependiendo de la magnitud de Al
disfuncion tubular descenso de filtrado glomerular y de la
disfuncién tubular y de la existencias de
otros factores potencialmente causales
IP/r Dislipidemia, alto riesgo Variable. No se ha demostrado que el B-1ll
cardiovascular cambio sea mejor que el uso de
hipolipemiantes ni el impacto sobre el
riesgo cardiovascular
Multiples Comprimido Unico Mo se ha demostrado que el cambio sea B-11l
comprimidos necesario en la mayoria de los pacientes
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Cambio de TAR con CVP indetectable.

Cambio de tratamiento en personas con supresion virolégica

Definicion de supresion virologica

Estrategias no recomendadas

CW-VIH confirmada < 50 copias/ml

Indicacion

Cambio por simplificacion

+ Toxicidad documentada.

* Manejo de posibles interacciones farmacologicas.
+ Efectos secundarios

+ Deseo gestacional.

Cambio para prevenir la toxicidad a largo plazo.

+ Prevencion de toxicidad a largo plazo (cambio preventivo).

+ Envejecimiento y/o comorbilidades con un posible impacto negativo de los
farmacos utilizados en la pauta actual.

Cambio por simplificacion
Deseo de simplificacion
Pauta actual no recomendada

a_ Tratamiento intermitente_ Interrupciones de tratamiento, secuenciales o
prolongadas

b. Combinacion de 2 farmacos, p.ej. 1 ITIAN + ITINAN o ITIAN +IP sin RTV
0 ITIAN+RAL 0 2 ITIAN

c. Combinacion de tres ITIAN

Otras estrategias

Principios

1. Se deberia cambiar de IP/r, para simplificar, prevenir o mejorar las ano-
malias metabolicas o para facilitar la adherencia, a ATV sin potenciar, un
ITINAN o RAL, solo si se puede garantizar la actividad completa de los
2 ITIAN restantes de la pauta de tratamiento.

2. Simplificacion de una pauta compleja en personas con experiencia a mul-
fiples farmacos antirretrovirales con 1) substitucion de farmacos de dificil
administracion (ENF), escasa actividad (ITIAN en casos de multirresisten-
cia a ITIAN) o mala tolerancia y 2) adicién de farmaco(s) mas activo(s),
simple(s) y mejor tolerado(s).

3. Cambio ITIAN de dos a una vez al dia para simplificar y prevenir la toxici-
dad a largo plazo.

4. Cambio de farmaco de la misma familia en caso de reaccion adversa
relacionada con un farmaco especifico.

5. Cambio de IP/r a ITINAN para simplificar, prevenir o mejorar las altera-
ciones metabolicas y facilitar la adherencia. NVF y RPV tienen la ventaja
de su perfil metabdlico. EFV y RPV tienen la ventaja de la combinacion a
dosis fija de tres farmacos (Atripla, Eviplera).

6. Revisar los antecedentes de TAR vy los resultados de test de resistencia
existentes

7 Evitar cambiar a un farmaco con una barrera genética baja si por la posi-
bilidad de una resistencia de clase archivada

La monoterapia de IP/r con DRV/r ¢/24 h o LPV/r c/12 h puede ser una op-
cion en personas con intolerancia a los ITIAN, para simplificar el tratamiento
o para consumidores de drogas con frecuentes interrupciones de TARC
Esta estrategia solo es aplicable a personas sin antecedentes de fracaso o
con tratamiento previo basado en IP y que mantengan una CV-VIH < 50 co-
pias/ml en los ultimos 6 meses y que no padezcan hepatitis B cronica.
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Cambio de TAR con CVP indetectable.

Regimen Simplification (Last updated January 10, 2011; last reviewed January 10, 2011)

Regimen simplification can be defined broadly as a change in established effective therapy to reduce pill
burden and dosing frequency, to enhance tolerability, or to decrease specific food and fluid requirements.
Many patients on suppressive antiretroviral therapy (ART) may be idered candidates for regi
simplification, especially if (1) they are receiving treatments that are no longer recommended as preferred or
alternative choices for initial therapy; (2) they were prescribed a regimen in the setting of treatment failure at
a time when there was an i pl | ling of resi or drug-drug interaction data; or (3) they
were preseribed a regimen prior to the availability of newer options or formulations that might be easier 1o

d and/or more tolerabl with viral drug resistance are outlined below. Simplifying regimens in patients who have extensive prior
This section will review situations in which clinicians might consic histori ; is complicated. In such a case, 8 P"Ei?“l‘s reatm hism:‘?"l : pon and
virologic suppression. Importantly, this section will not review con lolclal.ioc: and resistance lcs!:csujts Ishould be roughly re d before designing a new regi Expert
reducing ongoing adverse effects. Regil used in simplificati should be F
have proven high efficacy in antiretroviral (ARV }-naive patients (s . - . . . . . . .
o be :igmy uﬁtc o ;iw" atent mé o lh“:‘ I. ndi“ﬁ:ual.s p:s Types of Treatment Simplification This strategy should be avoided in patients with documented NRTI resistance unless there are other fully
Within-Class Simplifications, Within-class substitutions offer th active drugs in the regimen.
Rationale still-unused drug classes, which potentially preserves other classe L i i L L. . i .
The major rationales behind regimen simplification are to improv €1ass substinutions use a newer agent; coformulated drugs; o a for Because enfuvirtide (T-20) requires twice-daily injections, causes injection-site reactions, and is more
term adh avoid toxicities that may develop with prolonged lower dosing frequency, or would be less likely to cause toxicity. - expensive than other available ARV agents, patients who are virologically suppressed on T-20-containing

failure. Systematic reviews in the non-HIV literature have shown | \p 0 o 0o 0 o (e.g., changing from zidovudine [ZDV] ¢ regime.ns may wish tp substi.tute T-20 wnth an active ora.l agent. Because the. majority of patients on T-20

number Ofd_ﬂél)' 10505‘-;30(“0 I:wspcctlvi:tud;c_s in ]IIIV-:nfc;rdcl abacavir [ABC]): This may be considered for a patient who h have highly drug-resistant virus, substitution must be with another fully active agent. Data from one

reemens ratt educed c\:::-n;lls e mauoc\:d;ﬁ:g f:::usc:cy is  NRTl-containing regimen. Other NRTIs may be substituted to randt_)mlzed trial and_cme observational study sgggest that RAL can saf_ely §ubst_|tute ftor T-20 in Patlents pot
frequency (e.g., once daily) that takes advantage of coformula previously treated with INSTL!*!* Although this strategy generally maintains virologic suppression and is

Candidates for Regimen Simplification long-term toxicities (e.g., | itis, peripheral neuropathy, el tolerated, clinicians should be aware that any drug substitution may introduce unanticipated adverse
Unlike ARV agents developed earlier in the HIV epidemic, many * Switching ‘_’f{v‘”"‘\'}”‘fm“‘_ Reverse m"_mms" Inhil effects or drug-drug interactions.'
have sufTiciently long half-lives to allow for once-daily dosing, s {VVP] 1o efavirenz [EFV]): This may be considered to reduce ) ) ) -

E Patients on regi initiated earlier in the era ofpot  coformulated agents, Other newer agents that might be considered as substitutes for T-20 are etravirine (ETR) or MVC. Use of

high pill burden and/or frequent dosing requirements are ofien go = Switching of PIs: This switch can be from one P1 to another ETR in this setting would optimally be considered only when viral susceptibility to ETR can be assured from
frequency (such as from twice-daily to once-daily RTV-boost: resistance testing performed prior to virologic suppression and after carefully assessing for possible
darunavir [DRV/r]) or. in the case of atazanavir (ATV). 10 8dn gootorious drug-drug interactions (e.g., ETR cannot be administered with several Pls [see Table 16b]). In the

(Unboosted ATV is presently not a preferred Pl component an P .. L . .
TDF or if the patient has HIV with reduced susceptibility to A ETR early access program, switching from T-20 to ETR showed promise in maintaining viral suppression at

Patients without suspected drug-resistant virus, Patients on fir
a history of treatment failure are ideal candidates for regimen sim
harbor drug-resi virus, especially if af genotype
“}'""{‘_’; 5“:’_‘""5 '::1"'_’ m"““m': ‘I"‘“ “"’Il"""_]'h“‘:‘_i "fs“'e‘l’“":’"' frequency, pill count, drug-drug or drug-food interactions, or « 24 Weeks, but only 37 subjects were included in this report.’” MVC is only active in those with documented
simplification and, in , may be lower than in patients who do ! h . . . LT . . .
parizms may have unn:cngnb:d drug-resistant H?: cither acquirs coformulation. These switches can be done with relative case R5-only virus, a determination that cannot routinely be made in those with undetectable HIV RNA on a
¢ of prior . such as patients who were treateq  OWEVer, these switches are not recommended in patients wh stable regimen. Although there is a commercially available proviral DNA assay to assess viral tropism in
dual-nucleoside reverse transcriptase inhibitor (NRTI) regimens b o ¢ data in this setting ;o Jogically suppressed patients, there are no clinical data on whether results of this test predict the
RNA monitoring and resistance testing. Out-of-Class Substitutions. One t-of-class substitutic successful use of MVC as a substitute for another active drug.
Patients with d d or d drug resi Treatr change from a Pl-based to an NNRTI-based regimen. An importa ) o o
for selected individuals who achieve viral & after havin "hich evaluated substitution of a PI-based regimen in virologicall Reducing the number of active drugs in a regimen. This approach to treatment simplification involves
Often, these patients are on regi ) when m MBC.” Although the baseline regimens in the study are no longer - switching a patient from a suppressive regimen to fewer active drugs. In early studies, this approach was
ding of potentially adverse drug-drug interactions, and | "“_‘“1""?"'""‘ and I’_“"’“llc ':_fml:l‘"'::nb“"'_'“‘-‘ risks “"l':: t‘*;;":“ associated with a higher risk of treatment failure than continuation of standard treatment with two NRTIs
relatively limited. Regimen simplification may also be considerce :i;’og’i'z;:gﬁr'::lh:;r;’::‘:mi mnnmsl;cwn:::\:li‘l]chzi |-;|ha: plus a PL'® More recently, studies have evaluated the use of an RTV-boosted PI as monotherapy after
boosted protease inhibitors (Pls). Although successful in suppress - * "o virlogic failure oceurred more frequently i Virologic suppression with a two-NRTIT + boosted-PI regimen. ' The major motivations for this approach
cause patients to be on that arc cumbersome, costly, and ™ P. ; E i i . . - .. . 18 . .
adverse events. The ability to simplify regimens in this setting oft ¥itched o EFV or NVP. The increased risk of treatment failure v are a reduction in NRTI-related toxicity and lower cost. In a randomized clinical trial,'® low-level viremia
approved agents that have activity against drug-resistant virus an¢ Previous suboptimal treatment with mono- and dual-NRTI therap; was more common in those on maintenance LPV/r alone than on a three-drug combination regimen. Viral
activity. Specific situations in which drug simplification could be Potential for drug-resistant virus prior to atiempting simplificatior gphression was achieved by resuming the NRTIs. Studies of DRV/r monotherapy, both as once- or twice-
Newer agents that target different sites in the HIV life cycle, such daily dosing, have reported mixed results.'"* In aggregate, boosted-PI monotherapy as initial®' or as
(INSTI) raltegravir (RAL) and the CCRS antagonist maraviroc (M simplification treatment has been somewhat less effective in achieving complete virologic suppression and

class substiutions, particularly in patients who have a history of v o iding resistance. Therefore, this strategy cannot be recommended outside of a clinical trial.
randomized studies have gat d PI with R,

s g 10 = ! i i . . - . »
e Of'ms:'dm' “,"'::w'wh 10 RAL was assc 7:,?;:.‘: ::::l:: Monitoring After Treatment Simplification
risk, possibly due to a longer period of virologic suppression befo Patients should be evaluated 2-6 weeks after treatment simplification to assess tolerance and to undergo
suggest that in ART-experienced patients, RAL should be used wi Jahoratory monitoring, including HIV RNA, CD4 cell count, and markers of renal and liver function.

Assessment of fasting cholesterol subsets and triglycerides should be performed within 3 months after the e
change in therapy. In the absence of any specific complaints, laboratory abnormalities, or viral rebound at
that visit, patients may resume regularly scheduled clinical and laboratory monitoring.
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Cambio de TAR con fracaso virologico.

efectli

TAR previo NO
Definicion del fracaso viroldgico.
Objetivo:
# Conseguir de nuevo supresidn viral mantenida (CVP<50 c¢/ml).
Manejo:
+ Estudio de resistencias y tropismo viral.
* Evaluacion de la ADH, interacciones, toxicidad, historia FT.
+ Uso de farmacos activos.
Tipos:
* FV con viremias bajas
* 50<CVP<200 ¢/ml.
+ 200<CVP<1000 ¢/ml. Selecciona resistencias.
+ FV precoz: tras primera linea de TAR

+ FV avanzado: al menos dos lineas de TAR.
* FV en pacientes sin opciones terapéuticas.




Cambio de TAR con fracaso virologico.

DRVr+ETR+ 1-2 familia Al Mayores tasas de eficacia
no utilizada (Inint,
MVC)

RAL DTG + Terapia A-ll
optimizada
(IPr+Factivo)

FV TPVr, ENF, timidinas A-lll Restringidos pacientes sin otras posibilidades

FV Sin opciones A-ll No se recomienda suspender TAR. Disminucién capacidad
replicativa (3TC/FTC+TDF+ATV).
Estudiar la posibilidad de accesos expandidos y usos
compasivos de medicamentos en investigacion.

. ., Tabla 7. clini de en pa con fracaso precoz y
| [E. Clinlco) A§ yemanas.
Tablas interesantes sobre los EC en FV. e
T ET = Fomm B D OO/ 100 5 TBE | -T2t S cop, DRVt o s b 8 | = Mherot, edecion Sovertos wn
T | | | B e il B g
- NE MR & DAV & -1I%) |m FTLANY - BTN CEEN 6L 8 BEW) =N yoen
TT-TLOWE [
LPfamonn TTAR T MM ITHN Fane IV ~LPVIT [moncurapial 54 ~BI% < 50 cop. + LPW/r mono £ menos OF> Slogy persencia dr TANSE
IV $TAR) -GV 2 1000 tew. Acateriede - U TOFETC L 1) - BN §0 cEe. s e B AL TN 8 MG Bacase en
1P i Abmete T pcoon LFVjienTEFSATC come LRV remoncteaps
Mo nferonaded ITT Teracea de 29 lined
[y AW 2500ce0. Fase mp/s LRV e RAL m = B3% < 200 cop. 45 sem. ~LPW/r s BAL &3 ma LPV)¥ & RAL £5 Um3 TErapa Beem
SECOMD-UNE 17 TAR =18 seem Alratoncada - L = 3 PTLAN M0 | B < 3080 22 s idrvice o cimeeder e Eskerada y segen
-y LAV ADwI0 & LB DCEEN AT A BN ranaments VT + 2 - ParTaite ST ITLAN
Mo sfericralad man Wz preciia realine Beit
W -AI%) en AT r
Estu acate
D AV =1000c0p. Fase ™ - DAV bad 4T 258 - 1% <Slcog (7 7%<400 cop) Dt mo imfersor LWy DR = LWy e W Sulog
TTan AR 12 3o Aleatorizede « LI i T AT | - 60% <SOcop [BECA0d cop) “urnple criteriosde PV 10% [DAV), 2% [UPV)
-Muanca RPVUT , TVR, DRV o csege aptreened para CW-50 | - M3 P ¢ ITIAN mis Srecuentes
BENF L] & 1I%pCHSA: 3.19) <S0cep & op v 400 cop LT
{4 -12%) T Qﬂ 1-15) < 808 cop
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Cambio de TAR con fracaso virologico.

Fracaso virolégico
Definicion CL-VIH plasmatica confirmada = 50 copias/ml 6 En caso de Recomendaciones generales:
meses después de comenzar el tratamiento (inicio o mutaciones Usar al menos 2y, preferiblemente, 3 farmacos activos
modificacion) en personas que contindan en TAR. de resistencia | o) |3 nyeva pauta (incluyendo farmacos activos de las
demostradas

Medidas
generales

Revisar la potencia esperada de la pauta

Evaluar adherencia, cumplimiento, tolerancia,
interacciones farmacologicas, interacciones alimentarias
y factores psicosociales

Realizar test de resistencias en el momento del fracaso
(normalmente disponible para niveles de CV-VIH = 350-
500 copias/ml y en laboratorios especializados para
menores niveles de viremia) y obtener la historia de
resistencias para averiguar mutaciones archivadas

Test de tropismo

Considerar la monitorizacion farmacocinética (TDM)

Revisar la historia antirretroviral

Identificar opciones de tratamiento y combinaciones
farmacologicas activas y potencialmente activas.

Manejo del
fracaso viral
(FV)

Si CV-VIH = 50 y < 500-1000 copias/ml:

Comprobar adherencia

Comprobar CV-VIH al cabo de 1 a 2 meses.

Si no esta disponible el genotipo, considerar el cambio
de régimen sobre la base del anterior tratamiento y los
antecedentes relacionados con la resistencia

Si CV-VIH confirmada = 500/1000 copias/ml, cambiar
de pauta tan pronto como sea posible. La nueva pauta
dependera del resultado de test de resistencias:

familias utilizadas previamente)

La nueva pauta debe incluir al menos un IP/r totalmente
activo (p.ej. DRV/r) mas un farmaco de una clase no
utilizada previamente p.ej. inhibidores de la fusion, de la
integrasa o antagonistas del CCR (si el test de tropismo
muestra unicamente virus R5) o un ITINAN (p.ej. ETV)
validado por un test genotipico

Retrasar el cambio si se dispone de menos de 2
farmacos activos en funcion de los datos de resistencia,
excepto en personas con cifras de CD4 bajas (<100 cél./
ul) o con elevado riesgo de deterioro clinico, en los que el
objetivo es preservar la funcion del sistema inmunitario,
reduciendo parcialmente la CV-VIH (reduccion = 1 logqg)
mediante la reutilizacion de farmacos.

Silas opciones son limitadas, considerar farmacos
nuevos y experimentales, favoreciendo la inclusion en
ensayos clinicos (pero evitar una monoterapia funcional)

No esta recomendada la interrupcion del tratamiento

Considerar mantener 3TC o FTC en determinadas
situaciones, incluso si se documenta mutacion de
resistencia (M184V/1)

Si son posibles varias opciones, el criterio para la
seleccion sera: simplificacion del tratamiento, evaluacion
del riesgo de toxicidad, interacciones farmacologicas,
terapia de rescate futura

Si no se identifican mutaciones de resistencia: comprobar
de nuevo adherencia, realizar TDM

Si se identifican mutaciones de resistencia: cambiar a
una pauta supresora basada en la historia farmacologica;
se aconseja una discusion multidisciplinar con expertos

Objetivo de la nueva pauta: CV-VIH < 400 copias/ml al
cabo de 3 meses, CV-VIH < 50 copias/ml al cabo de 6
meses
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Cambio de TAR con fracaso virologico.

Virologic and Immunologic Failure (Last updated January 10, 2011; last reviewed January 10,

2011)

« Assessing and managing an antiretroviral (ARV)-experienced patient experiencing failure of antiretroviral therapy (ART) is
complex. Expert advice is critical and should be sought.

Evaluation of virologic failure should include an assessment of the severity of the patient's HIV disease, ART history, use
of concomitant medications with consideration of adverse drug interactions with ARV agents, HIV RNA and CD4 T-cell
count trends over time, and prior drug-resistance testing results.

Drug-resistance testing should be obtained while the patient is taking the failing ARV regimen or within 4 weeks of
treatment discontinuation (All).

The goal of treatment for ARV-experienced patients with drug resistance who are experiencing virologic failure is to re-
establish virologic suppression (e.g., HIV RNA <48 copies/mL) (Al).

To design a new regimen, the patient’s treatment history and past and current resistance test results should be used to
identify at least two (preferably three) fully active agents to combine with an optimized background ARV regimen (Al). A
fully active agent is one that is likely to have ARV activity on the basis of the patient’s treatment history, drug-resistance
testing, and/or a novel mechanism of action.

In general, adding a single, fully active ARV in a new regimen is nof recommended because of the risk of rapid
development of resistance (BII).

In patients with a high likelihood of clinical progression (e.g., CD4 count <100 cells/mm?) and limited drug options, adding
a single drug may reduce the risk of immediate clinical progression, because even transient decreases in HIV RNA and/or
transient increases in CD4 cell counts have been associated with clinical benefits (Cl).

For some highly ART-experienced patients, maximal virologic suppression is not possible. In this case, ART should be
continued (Al) with regimens designed to minimize toxicity, preserve CD4 cell counts, and avoid clinical progression.

Discontinuing or briefly interrupting therapy in a patient with viremia may lead to a rapid increase in HIV RNA and a

decrease in CD4 cell count and increases the risk of clinical progression. Therefore, this strategy is not recommended
(Al).

In the setting of virologic suppression, there is no consensus on how to define or treat immunologic failure.




Cambio de TAR con fracaso virologico.

Immunologic Failure: Definition, Causes, and Management

Immunologic failure can be defined as the failure to achieve and maintain an adequate CD4 response despite
virologic suppression. Increases in CD4 counts in ARV-naive patients with initial ARV regimens are
approximately 150 cells/mm? over the first year.** A CD4 count plateau may occur after 4-6 years of
treatment with suppressed viremia.!#*

No accepted specific definition for immunologic failure exists, although some studies have focused on patients
who fail to increase CD4 counts above a specific threshold (e.g., =350 or 500 cells/mm®) over a specific period
of time (e.g., 4-7 years). Others have focused on an inability to increase CD4 counts above pretherapy levels
by a certain threshold (e.g., >50 or 100 cells/mm”*) over a given time period. The former criterion may be
preferable because of data linking these thresholds with the risk of non-ATDS clinical events.*®

The proportion of patients experiencing immunologic failure depends on how failure is defined, the
observation period, and the CD4 count when treatment was started. In the longest study conducted to date,
the percentage of patients with suppressed viremia who reached a CD4 count >500 cells/mm* through 6
years of treatment was 42% in those starting treatment with a CD4 count <200 cells/mm?, 66% in those
starting with a CD4 count 200-350 cells/mm?, and 85% in those starting with a CD4 count >350 cells/mm®.*!

A persistently low CD4 count while on suppressive ART is associated with a small, but appreciable, risk of
AIDS- and non-AIDS-related morbidity and mortality.*”** For example, in the FIRST study,* a low CD4
count on therapy was associated with an increased risk of AIDS-related complications (adjusted hazard ratio
of 0.56 per 100 cells/mm® higher CD4 count). Similarly, a low CD4 count was associated with an increased
risk of non-AIDS events, including cardiovascular, hepatic, and renal disease and cancer. Other studies
support these associations.***

Factors associated with poor CD4 T-cell response:

*  CD4 count <200/mm’ when starting ART

»  Older age

+ Coinfection (e.g., hepatitis C virus [HCV], HIV-2, human T-cell leukemia virus type 1 [HTLV-1], HTLV-2)
»  Medications, both ARV (e.g., ZDV,* TDF + didanosine [ddI]***") and other medications.

*  Persistent immune activation

* Loss of regenerative potential of the immune system

»  Other medical conditions

Assessment of Immunologic Failure. CD4 count should be confirmed by repeat testing. Concomitant
medications should be reviewed carefully, with a focus on those known to decrease white blood cells or,
specifically, CD4 T-cells (e.g.. cancer chemotherapy, interferon, prednisone, ZDV; combination of TDF and
ddI), and consideration should be given to substituting or discontinuing these drugs, if possible. Untreated
coinfections (e.g., HIV-2, HTLV-1, HTLV-2) and serious medical conditions (e.g., malignancy) also should
be considered. In many cases, no obvious cause for immunologic failure can be identified.

Management of Immunologic Failure. No consensus exists on when or how to treat immunologic failure.
Given the risk of clinical events, it is reasonable to focus on patients with CD4 counts <200 cells/mm?
because patients with higher CD4 counts have a lower risk of clinical events. It is not clear that immunologic
failure in the setting of virologic suppression should prompt a change in the ARV regimen. Because ongoing
immune activation occurs in some patients with suppressed HIV RNA levels, some have suggested adding a
drug to an existing regimen. However, this strategy does not result in clear virologic or immunologic
benefit.* Others suggest changing the regimen to another regimen (e.g., from NNRTI-based to Pl-based,
INSTI-based, or CCRS antagonist-based regimens), but this strategy has not shown clear benefit.

An immune-based therapy, interleukin-2, demonstrated CD4 count increases but no clinical benefit in two
large randomized studies™ and therefore is not recommended (AI). Other immune-based therapies (e.g., gene
therapies, growth hormone, cyclosporine, interleukin-7) are under investigation. Currently, immune-based
therapies should not be used unless in the context of a clinical trial (AILI).




Cambio de TAR con fracaso virologico.

eSIDA

GRURPD DE ESTUDIO DEL SIDA-SEIMC

EACS
European
AIDS
Clinical
Society




Otros contenidos.




Otros contenidos.

@ EACS
European
AIDS

Clinical
Society

TDM v o
TAR sit. especiales: inf. aguda, Y Y
VIH2, mujer, embarazo, lactancia, jévenes

Coinfecciones, hepatopatia Y Y Y
Ajuste Dosis ARV IR, IH Y (noIH} v v
Adherencia Y v
EAy tolerancia Y v v
Interacciones TAR Y Y o
Inf. oportunistas, TBC Y Y
Comorbilidades Y

Dificultad para la toma oral Y

Coste v v



Adherencia.

Adherence to Antiretroviral Therapy (Lastupdated March 27, 2012; last reviewed March 27, 2012)

Adherence to antiretroviral therapy (ART) has been correlated strongly with HIV viral suppression, reduced
rates of resistance, an increase in survival, and improved quality of life.!"? In the past few years, ART
regimens have been greatly simplified. Although newer regimens include more fixed-dose combination
products and offer once-daily dosing, adherence remains a challenge. Because HIV treatment is a lifelong
endeavor, and because many patients will initiate therapy when they are generally in good health, feel well,
and demonstrate no obvious signs or symptoms of HIV disease, adherence poses a special challenge and
requires commitment from the patient and the health care team.

Adherence remains a challenging and complicated topic. This section provides clinicians with some guidance
in their approaches to assist patients in maintaining adherence.

Factors Associated with Nonadherence

Adherence to ART can be influenced by characteristics of the patient, the regimen, the clinical setting, and
the provider/patient relationship.® To assure adherence, it is critical that the patient receive and understand
information about HIV disease, the goal of therapy, and the specific regimen prescribed. A number of factors
have been associated with poor adherence, including the following:

+ low levels of health literacy* or numeracy (ability to understand numerical-related health information);®

+  certain age-related challenges (e.g., polypharmacy, vision loss, cognitive impairment)®;

+  younger age;

+ psychosocial issues (e.g., depression, homelessness, low social support, stressful life events, or
psychosis);”

+ nondisclosure of HIV serostatus®

* neurocognitive issues (e.g., cognitive impairment, dementia)

+ active (but not history of) substance abuse, particularly for patients who have experienced recent relapse;

+  stigma’;

+ difficulty with taking medication (e.g., trouble swallowing pills, daily schedule issues);

+ complex regimens (e.g., high pill burden, high-frequency dosing, food requirements);

+ adverse drug effects;

+ nonadherence to clinic appointments'®

+ cost and insurance coverage issues; and

+ treatment fatigue.

Adherence studies conducted in the early era of combination ART with unboosted protease inhibitors (PIs)

found that virologic failure is much less likely to occur in patients who adhere to more than 95% of their

prescribed doses than in those who are less adherent.!! More recent adherence studies were conducted using

boosted PIs and non-nucleoside reverse transcriptase inhibitors (NNRTTs). These studies suggest that the

longer half-lives of boosted PIs and efavirenz may make the drugs more forgiving of lapses in adherence.

Nonetheless, clinicians should encourage patients to adhere as closely as possible to the prescribed doses and
schedules for all ART regimens.

12-13

Measurement of Adherence P
There is no gold standard for the assessment of adherence,' but there are many validated tools and strategies

to choose from. Although patient self-report of adherence predictably overestimates adherence by as much as

20%," this measure still is associated with viral load responses." Thus, a patient’s report of suboptimal

adherence is a strong indicator of nonadherence and should be taken seriously.

When ascertained in a simple, nonjudgmental, routine, and structured format that normalizes less-than-
perfect adherence and minimizes socially desirable responses, patient self-report remains the most useful
method for the assessment and longitudinal monitoring of a patient’s adherence in the clinical setting. A
survey of all doses missed during the past 3 days or the past week accurately reflects longitudinal adherence
and is the most practical and readily available tool for adherence assessments in clinical trials and in clinical
practice.’ Other strategies also may be effective. One study found that asking patients to rate their adherence
on a six-point scale during 1 month was more accurate than asking them about the frequency of missed doses
or to estimate the percentage of doses taken during the previous 3 or 7 days.'® Pharmacy records and pill
counts also can be used in addition to simply asking the patient about adherence.!” Other methods of
assessing adherence include the use of electronic measurement devices (e.g., bottle caps, dispensing
systems). However, these methods may not be feasible in some clinical settings.

Interventions to Improve Adherence

Before writing the first prescriptions, the clinician should assess the patient’s readiness to take medication,
including information such as factors that may limit adherence (psychiatric illness, active drug use, etc.) and
make additional support necessary; the patient’s understanding of the disease and the regimen; and the
patient’s social support, housing, work and home situation, and daily schedules.

During the past several years, a number of advances have simplified many regimens dramatically,
particularly those for treatment-naive patients. Prescribing regimens that are simple to take, have a low pill
burden and low-frequency dosing, have no food requirements, and have low incidence and severity of
adverse effects will facilitate adherence.'® The Panel considered both regimen simplicity and effectiveness
when making current treatment recommendations (see What to Start).

Patients should understand that their first regimen usually offers the best chance for a simple regimen that
affords long-term treatment success and prevention of drug resistance. Given that effective response to ART
is dependent on good adherence, clinicians should identify barriers to adherence such as a patient’s schedule,
competing psychosocial needs, learning needs, and literacy level before treatment is initiated. As appropriate,
resources and strategies that will help the patient to achieve and maintain good adherence should be
employed.

Individualizing treatment with involvement of the patient in decision making is the cornerstone of any
treatment plan.'” The first principle of successful treatment is negotiation of an understandable plan to which
the patient can commit.'**" Establishing a trusting relationship over time and maintaining good
communication will help to improve adherence and long-term outcomes.

An increasing number of interventions have demonstrated efficacy in improving adherence to ART. A meta-
analysis of 19 randomized controlled trials of ART adherence interventions found that intervention
participants were 1.5 times as likely to report 95% adherence and 1.25 times as likely to achieve an
undetectable viral load as participants in comparison conditions.?!

In a more recent synthesis, CDC provides new guidance to assist providers in selecting from among the
many possible adherence interventions. According to efficacy criteria described by the CDC HIV/AIDS
Prevention Research Synthesis (PRS) project, CDC has identified a subset of best-evidence medication

adherence interventions. In December 2010, CDC published a new online Medication Adherence chaptd




Table 12. Strategies to Improve Adherence to Antiretroviral Therapy

Use a multidisciplinary team approach
Provide an accessible, trusting health care team

» Nurses, social workers, pharmacists, and medications managers

Establish a trusting relationship with the patient

Establish patient readiness to start ART

Assess and simplify the regimen, if possible

Identify potential barriers to adherence before starting
ART

+ Psychosocial issues

« Active substance abuse or at high risk of relapse

« Low literacy

* Low numeracy

» Busy daily schedule and/or travel away from home
« Nondisclosure of HIV diagnosis

 Skepticism about ART

« Lack of prescription drug coverage

« Lack of continuous access to medications

Provide resources for the patient

« Referrals for mental health and/or substance abuse treatment
» Resources to obtain prescription drug coverage
* Pillboxes

Involve the patient in ARV regimen selection

« For each option, review regimen potency, potential side effects, dosing
frequency, pill burden, storage requirements, food requirements, and
conseguences of nonadherence

Assess adnerence at every clinic visit

« Use a simple checklist that the patient can complete in the waiting room

« Ensure that other members of the health care team also assess adherence

« Ak the patient open-ended questions (e.g., /n the last 3 days, please tell
me how you took your medicines.)

Identify the type of nonadherence

« Failure to fill the prescription(s)
« Failure to take the right dose(s) at the right time(s)
+ Nonadherence to food requlrements

Identify reasons for nonadherence

« Adverse effects from medications

« Complexity of regimen (pill burden, dosing frequency, etc.)

« Difficulty swallowing large pills

« Forgetruiness

« Failure to understand dosing instructions

« Inadequate understanding of drug resistance and Its relationship to
adherance

« Pill fatigue

« Other potential barriers

If resources allow, select from among available
effective interventions

« See hitp://www.cdc.gov/hiv/topics/research/prs/ma-good-evidence-

Interventions.htm

Key to Abbreviations: ART = antiretroviral therapy; ARV = antiretroviral

Adherencia.




Table 13. Antiretroviral Therapy-Associated Common and/or

i
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Tolerancia.

Severe Adverse Effects (page 1 of 5)

(See Appendix B for additional information listed by drug. Empty spaces in the table may mean no reported cases for the particular side effect or no data are available for

the specific ARV drug class)
Adverse Effects NRTIs NNRTIs Pls INSTI El
Bleeding events All Pls: Increased spontaneous bleeding,
hematuria in patients with hemophilia
TPV: Reports of intracranial hemorrhage. Risks
include CNS lesions, trauma, surgery,
hypertension, alcohol abuse, coagulopathy, and
concomitant use of anti-coagulant or anti-platelet
agents, including vitamin E
Bone marrow suppression | ZDV: Anemia, neutropenia
Cardiovascular disease ABC and ddl: Associated with Pls: Associated with MI and stroke in some
(CVD) an increased risk of Ml in cohort studies. Data on newer Pls (ATV, DRV,
some, but not all, cohort and TPV} are limited.
;E;ﬂ;:; ﬁ‘;‘;;;‘i{,‘nh SQU/r, ATV/r, and LPVr: PR interval prolongation.
traditional CVD risk factors. Risks include structural heart disease, conduction
system abnormalities, cardiomyopathy, ischemic
heart disease, and coadministration with drugs
that prolong PR interval.
SQV/r: QT interval prolongation in patients in a
healthy volunteer study. Risks include underlying
heart conditions, pre-existing prolonged QT or
arrhythmia, or use with other QT-prolonging
drugs. ECG is recommended before SQV initiation
and should be considered during therapy.
Central nervous system d4T: Associated with rapidly EFV: Somnolence, insomnia, abnormal RAL:
(CNS) effecis progressive, ascending dreams, dizziness, impaired Depression
neuromuscular weakness concentration, depression, psychosis, and (uncommon)
resembling Guillain-Barré suicidal ideation. Symptoms usually
syndrome (rare) subside or diminish after 2-4 weeks.
Bedtime dosing may reduce symptoms.
Risks include history of psychiatric
iliness, concomitant use of agents with
neuropsychiatric effects, and increased
plasma EFV concentrations due to genetic
factors or increased absorption with food.
e,




Interacciones.

Tabla 9. Antirretrovirales como sustratos, inductores e inhibidores del citocromo P-

450, glucuronidacion (UGT), glicoproteina-P (P-gp) y otros transportadores. —
Asociaciones contraindicadas (no se incluyen otras asociaciones que requieren ajuste

de dosis o mayor seguimiento: ver otras fuentes de informacion).

Clase Antirretroviral | % g substrato de: % ks inductor de: ® Es inhibidor de:
ITINN Efavirenz CYP2B6, 3A4 CYP3A4 CYP2C9 y 2C19 (in vitro)
Glucuronidacion CYP2C19 (in wivo; | 3A4 (in vitro)
UGT2B7 voluntarios sanos) CYP2C8
CYP 2B6 UGT1A9y UGT1A4 (in vitro)
Glucuronidacion P-gp
(UGT1A1)
Auto induce su
propio
metabolismo

Asociaciones contraindicadas o no recomendadas con efavirenz:

Antirretrovirales: VHC: Otros:

ATV/r (considerar Boceprevir Anticonceptivos orales

ATV/r 400/200 mg contraindicado Ameodiaguina

c/24h en naive; Carbamacepina

evitaren pacientes | {Nota:  permitido | Claritromicina (para tratamiento de
pretratados) con telaprevir T | MAC, valorar azitromicina)
DRV/r 800/100 éste 3 1125 mg/gh) | Derivados de Ergotamina
mg/24h (emplear Hypericum (hierba de San Juan)
DRV/r 600/100 ltraconazol

mg/f12h) Ketoconazol

ETR Midazalam

FPV no potenciado Pimozida

(emplear FPV/r Posaconazol

700/100 mg/12h) Proguanilo

LVP/r (considerar Terfenadina

LVP/r 500/125mg Triazolam

J/12h -5 comp de Voriconazol (evitar/ajustar dosis)
100/25mg por

toma)

mMvc: TMVC

600mg/12h

NVP

RPV

GAUPD DF LURLAND CEL UIDASEMG
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Interacciones farmacolégicas entre ARV y otros medicamentos'’ _ I n t e ra C C i O n e S .

Otros medicamentos ATVIr | DRVIr  LPWir: EFV ETV | NVP: RPV | MVC | RAL: ABC @ FTC | 3TC  TDF ZDV
atorvastating 1 t 1490% 143% 137% 1 — - - - - - - —
fluvastatina - - - 1 1 - - - - - - - - -

g - 181% - 144% 1 o | = | = | = = =1 = o =

2 | rosuvastatina 213% | 148% 107% - 1 e - - - - - - - -

E simvastating |68% 1 1 - - - - - - - -

5 ﬁ 1 T: 1 1 1 - - - - - - - -

T 1= 1 i 169% IE 1 E E - - - - - -

& | metoprolol 1 1 i - - - - - - - - - - -

i 1 i ! IE 1 = E o b - - - =
i 10} 1 1 10} 1 10} | ~ - - - - - - -
Zepam 1 1 - - - - - - - -

g | midazolam (oral) ! Il e e - - - - - -

@ | tiazolam 1 1 - - - - - - - -

: citalop Ll 1 i 1 1 1 - - - - - - - -

E mirtazapina 1 1 1 . 1 - P - - - - - -

S p i 117 139% 147 - | e - - - - - = = - =
H Il 1 149% 1 13%% i 1 - - - - - - - -
& | bupropion 7% - Il o | o | o | = o] | = | =
§ pimozida 1 O = 7= = = = =
E  cabamazepma 0 t 1D | 127%03%% w lEl ©° [0 [ | =] =1=]1

i | lamotrigina 139%" U o | o | o | o] e e o] e | - - | =
fenitoina 10 1D 10 w BB 0 [0 [ D [ = [ = [ -,
boceprevir D35% | L32%D44% 19%E20% 110%D23% E E - - - - - it
clartromicina 18 1 i 1 1E 1 E E - - - - - D

E fluconazol - - - - E86% |E100% E - - - - - — | E14%

G | iraconazol B 1€ 1E 1 E E E - - - - - -

-E rilabuting 1 D37% | 117% - - - - - = -

£ | rifampicina D26% D D40% D = - — | DaT%

< | telaprevir 1% % | |EuDT% | |16% 17 | I5%E| E |EM%| - = (E30% | ~"
i 1E 1E 1E E = - - - - - -

- . o - 2] . ] - - - - -

= | = [ = [ o Nl - | E|=|=]||=]|=

- . — - D . E - - - - -

bec nhal [Ed 1% [k - - - - - - - - - - -
buprenorfina 167% 16 - 150% | |25% - - - - - - - - -

E budesonida inhal. - - - - - - - - - - -

& | denvados ergoticos 1 E . . — . —+ — —
atinilestradiol M i } —y - } - s - - - - - —
fluticasona inhal. t i 1 - - - I - I I - - - -
metadona [ 116% % 16% | 1=50% | [16% | « - Il - - s |E2943%

inhal 1= 1t i e - e e e e - - - - -
sildenafilo (disf. erec.) 1 1 i 1 137% 1 - s s - 4 - - -
hipérico - - - - - -
vareniclina - - - - - - - - - - - - - -
Comentarios. Leyenda
| [Estatabla resume las interacciones farmacelogicas entre el ratamiento 1 posible aumento de la exposicion al farmaco no ARV
antirretroviral para ¢ VIH y ciertos medicamentos que se suelen recetar | posible disminucion de la exposicién al farmace no ARV
de manera simultanea, asi como las interacciones farmacelogicas de «= o hay un efecto significativo
espectal importanca climca. Esla tabla no es exhaustiva. Sidesea E posible aumento de la exposicion al ARV
conocer mas interacciones farmacolégicas y datos de interaccion farma- D posible disminucion de la exposicion al ARV
cocinetica y ajustas de doss mas detallados, consulte weww hiv-drugn- El nimero s& refiere al aumento/dismmucon de la ALC de los ARV o no
lerachons org (Universidad de Liverpoal) ARV observados en los estudios de nteraccion
i sin cambios FD con IP sin potenciar.
Leyenda de colores i Se recomienda controlar el ECG
no se estima ninguna interaccion clinicamente significativa. iv el fabricante de rilpiviring recomienda precaucion a la hora de coadmi-
I no se deben coadministrar estos farmacos mistrar con otro farmaco susceptible de prolongar el ntervalo QT.
|| posibles interacciones que pueden precisar de un ajuste de la dosis v aumento de la concentracitn del melabolilo activo observado con
o de una estrecha vigilancia. 100 mg de RTV ¢/12 h solamente pero sin un efecto significativo en la
funcion supramenal.
| posibles mferacciones que se prevé que sean de baja intensidad (= v no cambia la concentracion de la sustancia onginal, pero aumenta la del
2 veces TAUC o = 50% JAUC). No s& recomienda un ajuste de dosis metabolito.
a prion salvo que el farmaco posea un estrecho indice o vit del con ATV sin polenciar EACS
v sin efecto sobre el etinilestradiol, pero | progestina Eu ropean
Nota: el simbolo (verde, amenllo o rojo) utihzado para clasificar la relevancia 1x posible toxiadad hematica. AIDS
clinica de las interacaones farmacolgicas se basa en * noprecisa ajuste de dosis para el MVC en ausencia de IP. Con Pl (ex- Clinical
www hiv-druginteractions org capto TPVIr o FPVIT), administrar 150 mg de MVC /12 h

Society




Interacciones.

Interacciones farmacolégicas entre ARV y antidepresivos

antidepresivos ATVIr DRVIr LPVir: SQvir EFV ETV NVP: RPV MVC RAL:
ISRS citalopram §a t ta ta 1 1 1 - - -
escitalopram §2 t i i 1 1 1 - — -
fluvoxamina 1 t 1 t - - - - - -
fluoxetina 1 1 — - - - v . y -
paroxstina e | % | e | n? | e - - Interacciones farmacoldgicas entre ARV y analgésicos
sertralina 1 149% 1 1 139% 1 1
IRSN duloxetina 1l Tl Tl 1l - - - — . .
e B 1 1 ; ! I 1 analgésicos ATV/r | DRVIr | FPVIr IDVIr |LPV/r:|SQVIr| EFV | ETV |NVP: | RPV M
ATC amitriptilina 1 1 1 - P P - 9 acido acetilsalicilico |« - “ - - - - - - P,
Slmmimeamine - - - ' ' ' © | celecoxib i — — —r — — 12 12 — —
. . e P . 2
Interacciones farmacologicas entre ARV y antihipertensivos g | diclofenaco el |l ||l | BE e | e
o | ibuprofeno - - - - - - 1a 12 - -
- pw P
antihipertensores ATVIr [ DRVIr | FPVIr | IDVIr [LPVIr:|SQVIr| EFV | ETV |NVP: RPV | MVC |[RAL: | A @ acido mefenamico il S = = = & 2 1 = =
cilazapril - “ - - - - - - - o - “— .2 | naproxeno — -~ i — — - i = - —
é enalapril - - - - - - - - = - - - Eﬂn nimesulida > - - — - P 1 12 - —
% Iisir_lopril : ha i hnd ha A had A had had A - had § paracetamol —r — — —r — — —r — — —
g perindopril - - - - - - - - = - - - © piroxicam . — - - - - = ta - -
] quinapril “ — - “ - - - - — - - - emeng -
< | ramipril P N PUO U U U U U U U [ SENENE 1 1 T T 1 ! 4 ! g
- trandolapril - - - - - - = - - - P - buprenorfina 167% 1 A T i 1 190% | |25% | < s
2 « | candesartan oo | e |e]|o|e]lo]le]le] o] 2 | codeina 19 19 19 19 19 19 19 19 19 -
0 ﬁ irbesartan ! ! 1 ! ! 1 1 1 - - - - - - - - -
ﬁ ; losartan 12 1a 1a 12 15 1a tb Tb - o - - o - - - o
5}% olmesartan - - - - — - — - - - - - - - - - -
g E telmisartan - “r - - - - - - - . - - - - - -
i vl sar i oo el o e e < |- | < |[nteraccionesfarmacologicas entre ARV y antipaludicos
) atenolol —d o - - wd | od - - -
5 ; d d d
gfe (DIS0RI0IO] Td ! ! f ! Z Td = = Antipaladi Indicacion() ITINAN RPV, RAL, MVC P
= E carvedilol T Tl 1 Tl Tl i 1l 14 hd EFV, NVP, ETV COBI (C)
27 | metoprolol |t 1 S I I S B R Mefloquina (M) PIT ! - =
propranolol 1d T i 1 1d 1d - - — CYP 3A4 M puede reducir los IP/C (RTV un
& | amiodipino 1¢ 1 T | 180% | 1 1¢ i i 1 35% aprox.)
€ i Artemisini / T — TA
8 dlllla;gm TZ 1 1 T 1 T: 169% | IE L Artemetero (A) () A puede vigilar toxicidad (higado)
g g |felodipino T L O O O L I CYP 2B6, 3A4, 246, 2C19 reducir RPV, MVC
P lacidipino i T T 1 1 i 1 1 1 L fantrina (L) T il =>
g g |lercanidipino  [ISEEEE ] L | 1 [ 1 cveam
EZ nicardipino te 1 T 1 T ¢ 1 1E 1 Alnvacuclma (’Ap (i) PIT ! —
2 = | nifedipino 1e 1 1 1 1 1€ ! 1 1 STESES | e e e | e | e T
§ |nisoldipino e t 1 1 t I 1 1 1 I - = o o - o o
= verapamilo 0= 1 T 1 1 i 1 IE 1 E E - “r - - “r -
amilorida - — - - - - - - - - - - - - - - -
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a insuficiencia renal y en hemodialisis

Tabla 13: Ajuste de dosis de los farmacos antirretrovirales en |

Familia Farmacos Dosis habitual Dosis en insuficiencia renal En hemodialisis
ITIAN
Abacavir (ABC) 300 mg/12h No requiere ajuste de dosis Dosis habitual.
No administrar Combivir® ¥ HD: administrar independientemente de la
Trizivir™ en pacientes con Cl <50 sesién de HD, ya que se elimina
mL/min (por separado, ajustar minimamente.
dosis adecuadamente)
Didanosina, capsulas Peso 2 60 Kg 400 mg cf24h = 60 Kg
- Cl 260: 400 mg c/24h HD/CAPD: 125 mg ¢/24h; los dias de HD
entéricas (ddl) . _
Cl 30-59: 200 mg c/24h administrar post-HD/CAPD (no requiere
Cl 10-29: 125 mg c/24h suplemento).

Cl <10:Emplear Videx® polvo para
solucién pedigtrica 75 mg/24h.

Peso < 60 Kg 250 mg c/24h <60 kg
Cl 260: 250 mg c/24h HD/CAPD: Emplear Videx® polvo para
Cl 30-59: 125 mg c/24h solucién pediatrica 75 mg/24h.

Cl 10-29: 125 mg c/24h
Cl <10: Emplear Videx® polvo para
solucién pedidtrica 75 mg/24h.

Familia Antirretrovirales Dosis habitual Dosis en insuficiencia renal En hemodialisis
l. Proteasa
Atazanavir (ATV) 300 mg/24h (con 100 mg/24h RTV)  No requiere ajuste de dosis HD/CAPD: por su elevada unidn a proteinas
400 mg/24h (sin RTV) plasmaticas, no es de esperar que se

elimine en las sesiones de HD/CAPD.

HD: se recomienda su uso potenciado
(ATV/r 300/100) para compensar el
descenso de concentracion de ATV
(reduccién del 28% en el AUC de ATV los
dias sin HD y del 42% los dias de HD; la
eliminacion a través de la HD es de sdlo el
2%). Monitorizar niveles plasmaticos
cuando sea posible.

Parimade DD AN el Ak lean 100 melaakh DTUL Ml ramsiinen ainctn do docic un/rann: dohida o la alouada snidn -
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Funcion hepatica.

Ajuste de dosisde AR por alteracion de la funcion hepatica

ITIAN IP:
ABC Puntuacion de Child-Pugh 5-6: 200 mg ¢/12 h (utili- ATV Puntuacién de Child-Pugh 7-9: 300 mg c¢/24 h
zar solucion oral) Puntuacion de Child-Pugh > 9: no recomendado
Puntuacion de Child-Pugh = 6 Contraindicada No se recomienda potenciar RTV en personas con
ddl Confraindicada insuficiencia hepatica (puntuacion de Child-Pugh = 7).
Si se utiliza, no ajustar la dosis DRV Insuficiencia hepatica de leve a moderada” no ajustar
d4T Contraindicada la dosis
Si se utiliza, no ajustar la dosis Insuficiencia hepatica grave: no recomendado
FTC No ajustar la dosis FPV Solo en personas sin tratamiento previo con IP:
3TC No ajustar la dosis Puntuacion de Child-Pugh 5-9: 700 mg c/12 h
TDF No ajustar la dosis Puntuacion de Child-Pugh 10-15: 350 mg ¢/12 h
FTC + TDF No ajustar la dosis Personas con tratamiento previo con IP:
ZDV Reducir la dosis en un 50% o doblar los intervalos Puntuacion de Child-Pugh 5-6: 700 mg ¢/12 h + RTV
entre las dosis si Child-Pugh > 9 100 mg ¢/24 h
Puntuacion de Child-Pugh 7-9- 450 mg ¢/12 h + RTV
ITINAN 100 mg ¢/24 h
DLV No hay dosis recomendada; utilizar con precaucién en Puntuacién de Child-Pugh 10-15: 300 mg ¢/12 h +
personas con insuficiencia hepatica. RTV 190 mg C'{24'h
EFV No ajustar la dosis; utilizar con precaucion en perso- DV LﬁEUﬁCiéﬁCia hepatica de leve a moderada: 600 mg c/8
EFV + FTC + TDF | nas con insuficiencia hepatica. - — —
ETV Puntuacién de Child-Pugh < 10° no ajustar la dosis LPVir: E:r;f:a?;sn ’Iﬁgﬁ?jggigah:gﬁ;w" FISEEL E
NVP: Puntuacién de Child-Pugh > 6" contraindicada NFV Insuficiencia hepatica leve: no ajustar la dosis
Insuficiencia hepatica de moderada a grave: no
recomendado
RTV Consultar las recomendaciones para el IP primario
sav Insuficiencia hepatica de media a moderada: utilizar

con precaucion

Insuficiencia hepatica grave: contraindicada

TPV Puntuacién de Child-Pugh < 7: utilizar con precaucién

Puntuacién de Child-Pugh > &: contraindicada

IF

ENF No ajustar la dosis

Inhibidores del

CCR5

MVC No hay dosis recomendada. Es muy probable que las
concentraciones aumenten en personas con insufi-
ciencia hepatica

ITHI

RAL: No ajustar la dosis

Nota: En personas con insuficiencia hepatica esta indicado el TDM, ya que
la experiencia clinica con estos ajustes de dosis es muy reducida.
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Administracion de ARV en personas con dificultades para la admininstracién oral
de capsulas/comprimidos

Formulacién

Abrir
capsulas

Comentario

ABC Comprimidas (300 mg) Si Sabor amargo
Solucion 20 mg/ml
ddl Capsulas (125, 200, 250, No No Usar polvos: contiene antiacidos con Ca y Mg; disolver en = 30 ml de agua
400 mg) (afiada zumo de manzana) y tomar con el estémago vacio
d4T Capsulas (20, 30, 40 mg) No Si Tomar con el estémago vacio
Solucién oral 1 mg/ml
FTC Capsulas (200 mg) No Si Disolver en = 30 ml de agua; contiene 460 pmol/ml de Na
Solucién 10 mg/iml Bioequivalencia: 240 mg de solucién = 200 mg de capsula, ajuste segln
corresponda
31c Comprimidos (150, 300 mg) | Si
Solucién 10 mg/iml
TDF Comprimidos (245 mg) Si Mejor: disolver en = 1 dl de agua/zumo de naranja o uva (sabor amargo)
DV Capsulas (250 mg) No No Sabor amargo, pegajoso
Jarabe 10 mg/ml Mejor: usar jarabe o 6 mg/kg i.v. al dia en glucosa al 5%
FTC/TDF Comprimidos (200/245 mg) | Si Mejor: disolver en = 1 dl de agua/zumo de naranja o uva (sabor amargo)
3TC/IABC Comprimidos (300/600 mg) | No Usar solucién de los compuestos por separado
3TC/ZDV Comprimidos (150/300 mg) | Si Dispersar en = 15 ml de agua; alternativa: usar solucién de los compuestos
por separado
3TC/ABC/ZDV Comprimidos No Usar solucion de los compuestos por separada
(150/300/300 mg)
ITINAN
EFV Comprimidos (600 mg) Si Dificil de disolver; solucién de menor biodisponibilidad; si > 40 kg, use
Capsulas (50, 100, 200 mg) | No Si 720 mg
Solucion 30 mg/ml
ETV Comprimidos (200 mg) No Dispersar en =z 5 ml de agua
NVP: Comprimidos (200, Sl Disolver en agua
400 mg()
Suspension 10 mg/ml
FTC/TDF/ EFV Comprimidos No
(200/245/600 mg)
FTC/TDF/RPV Comprimidas No
(200/245/25 mg)
P
ATV Capsulas (150, 200, No Si Dificil de abrir; tomar con comida
300 mg)
DRV Comprimidas (400, 600 mg) | Si ‘Tomar con comida
Solucién 100 mg/ml
FPV Comprimidas (700 mg) Sabor amargo; adultos: tomar suspension con el estémago vacio
Suspension 50 mg/ml
IDV Capsulas (200, 400 mg) No No
LPVIT Comprimidas (200/50 mg) No 42% alcohol, no diluir en agua (riesgo de precipitacion), enjuagar con leche
Solucién 80, 20 mg/ml (no agua); tomar con comida; sabor amargo: diluir con leche con cacao
NFV Comprimidas (250 mg) Si Dificil de disolver; mejor usar polvos
RTV Comprimidos (100 mg) No 43% alcohol, no diluir (riesgo de precipitacion), enjuagar con leche (no
Solucién 80 mg/ml agua); sabor amargo; tomar con comida
sQv Comprimidos (500 mg) No
Capsulas (200 mg) No Si
TPV Capsulas (250 mg) No No Mayor disponibilidad de solucion oral: no hay dosis recomendada para
Solucién 100 mg/ml adultos
Otros
MvC Comprimidos (150, 300 mg) | Si
RAL: Comprimidas (400 mg) Si Sabor amargo
FTC/TDF/ Comprimidos No
EVG/COBI (200/245/150/150 mg)
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- HHS/OARAC es la guia de referencia.
- Contenido mas extenso.
- Menos actualizada.

- GESIDA adopta formato HHS.

- EACS propuesta mas practica.



El futuro.
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Global summary of the AIDS epidemic | 2012

Number of people Total 35.3 million [32.2 million — 38.8 million]
living with HIV Adults 32.1 million [29.1 million — 35.3 million]
Women 17.7 million [16.4 million — 19.3 million]

Children (<15 years) 3.3 million [3.0 million — 3.7 million]

People newly infected Total 2.3 million [1.9 million — 2.7 million]
with HIV in 2012 Adults 2.0 million [1.7 million — 2.4 million]
Children (<15 years) 260 000 [230 000 — 320 000]

: Total 1.6 million [1.4 million — 1.9 million]
AIDS deaths in 2012 Adults 1.4 million [1.2 million — 1.7 million]
Children (<15 years) 210 000 [190 000 - 250 000]

| WHO - HIV department | September 15, 2014 @ME&E‘“ @UNAIDSE S unicef @




HIV/AIDS DEPARTMENT

Progress in people receiving treatment in low- and middle-income
countries and percent of eligible people receiving antiretroviral therapy

TOTAL: 9.7 MILLION
61%

[__| African Region
[ Region of the Americas

[l South-East Asia Region

Il European Region

[ Eastern Mediterranean Region
[ Western Pacific Region

&3 % World Health
Organization

Source: Update from 2013 Global AIDS Response Progress Reporting (WHO/UNICEF/UNAIDS). &



HIV/AIDS DEPARTMENT

Number of people eligible for antiretroviral therapy in low-
and middle-income countries based on the epidemic and

response status at the end of 2012
35

28,6 million
30
25

m eligible for

20 1 ART

15,9 million

15 -

W on ART
10

2010 Guidelines 2013 Guidelines

Updated fig 1.23 (Global update on HIV treatment 2013: results, impact and opportunities: WHO report in
partnership with UNICEF and UNAIDS, page 41).

g&} World Health
&% Organization




—Supplementary sections to Chapter 7—Antiretroviral therapy

3. Pharmaceutical equivalence and clinical interchangeability between lamivudine and emtricitabine

Changing role of CD4 cell counts in HIV care and treatment

2, World Health

{ ¥ Organization

SIS

In settings where both CD4 and viral load testing are
routinely available, countries should consider reducing

the freguency of CD4 cell counts or eliminaling them
altogether from routine use for monitoring freatment
response cnce people are stable on ART. Countries in

the process of phasing in viral load monitoring capacity
should consider reducing the indications for and frequency
of CD4 cell measurements at the same time and redirect
these resources towards expanding access to viral load
monltoring.

When access to viral load testing is assured, the WHO
consultation endorsed the move to reduce routine

CD4 monitoring for adults who are on ART and are
immunologically stable. For children, the decision tc

stop CD4 is more complex both due to risk of disease
progression, particularly for younger children, and
dctermination of immunc recovery. A working definition of
stability on ART for children may need to be age dependent,
and this is an important area for further research.

Use of efavirenz during pregnancy as part of first-line antiretroviral therapy: a public health perspective

Optimizing antiretroviral drugs for children: medium- and long-term priorities

Key messages
Qverall, the available data and programmatic experience

continue to provide reassurance thet exposure to EFYV in MARBH 2[" 4 SUPPLEMENT
early pregnancy has not resulted In Increased ocaurrence of
congenital anomalles or other significant toxlcity. In addition, 0 THE 2013 CONSO ; .
evidence suggests that EFV is clinically superior to NVP, since ?";HHIE hcg'g'LH]ﬂFTEMUME“NE“

it provides better long-term viral supprassion and has fewer ANTIRETROVIRAL DRUGS
adverse reactions and less risk of resistance. Finally, the cost FOR TREATING AND

of EFV has decreased considerably, and it is now increasingly PREVENTING HIV INFECTION
available as part of once-daily fixed-dose combinations. From R ATONS FOR A B 1

a public health perspective and hased on the availahle data
and programme experience, this technical update summarizes
the raticnale for choosing EFV as the preferred NNRTI opticn
in first-line rreatment for adults and adolescents, incuding
among pregnant women and those of reproductive age.

Table 6.2. Assumptions used for the intermediate scenario: expected coverage by 2020 based on current coverage

ART for adults Programmes for preventing mother-  ART for children

to-child transmission
H current is If current is if current is
=75% 95% >75% 95% =75% 100%
50-75% 90% 50-75% 90% 50-75% 90%
25-50% 85% 25-50% 80% 25-50% 80%

=<25% 80% <25% 0% <25% T70%



g XY, World Health
%Y Organization
Table 7.5 Summary of first-line ARV regimens for adults, adolescents,
pregnant and breastfeeding women and children

Preferred first-line Alternative first-line

First-line ART : : -
regimens regimens

Table 7.17 Summary of preferred second-line ARV regimens for adults,
adolescents, pregnant women and children

Second-line ART Preferred regimens | Alternative regimens

Adults AZT + 3TC + EFV

including pregnant and Adults and adolescents (=10 years), .
( g preg AZT + 3TC + NVP including pregnant and breastfeeding AZT +3TC+LPVIr* | TOF +31C (or FIC) + ATVir
breastfeeding women and adults women AZT + 3TC + ATV/r® | TDF + 3TC (or FTC) + LPV/r
with TB and HBV coinfection) TDF + 3TC (or FTC) + NVP
If a NNRTI-based first-line ABC + 3TC + LPVI®
TDF + 3TC (or FTC) + EFV T ABC+3TC+LPVIC | 1oe 31 (or FTC) + LPVIP

AZT + 3TC + EFV

Children No change from first-
If a Pl-based = <3 years ) Al AZT (or ABC) + 3TC + NVP
Adolescents (10 to 19 years) AZT + 3TC + NVP first-line ’ line regimen in use*
=35 ki regimen was
g TDF + 3TC (or FTC) + NVP used ERTE IR GEEI AZT (or ABC) + 3TC ABC (or TDF) + 3TC + NVP
than 10 years [E31a%
ABC + 3TC + EFV (or NVP)
=DRV/r can be used as an alternative Pl and SQV/r in special situations; neither is currently available as a heat-
ABC + 3TC + NVP stable fixed-dose combination, but a DRV + RTV heat-stable fixed-dose combination is currently in development.
b ATV/r can be used as an alternative to LPV/r for children older than six years.
AZT + 3TC + EFV © Unless failure is caused by lack of adherence resulting from poor palatability of LPV/r.
Children 3 years to less than 10
y ABC + 3TC + EFV AZT + 3TC + NVP

years and adolescents <35 kg

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

. El futuro para
18 millones de personas:

Tratar al maximo n° de

ABC (or AZT) ABC + 3TC + NVP

Children <3 years
+3TC+ LPVIr AZT + 3TC + NVP

2 For adolescents, using d4T as an option in first-line treatment should be discontinued and restricted to special cases in which

other ARV drugs cannot be used and to the shortest time possible, with close monitoring. For children, d4T use should be personas posi b I e con IOS
restricted to the situations in which there is suspected or confirmed toxicity to AZT and lack of access to ABC or TDF. The ! !
duration of therapy with this drug should be limited to the shortest time possible. See Box 10.7 for guidance on phasing out d4T. H H

®ABC or boosted Pls (ATV/r, DRV/r, LPV/r) can be used in special circumstances. recu rSOS dlspon I bles




Disfrutemos y aprendamos en las jornadas 2014.

Muchas gracias.




