ANTIVIRAIS

AulaTP

Antirretrovirais

29/11/15



Ciclo de replicacao HIV

@)

Maturagao dos

virioes Formagéo da
ARN viral particula viral
Env ® Inibidores
Ligagdo da protease

®) o 4 Transporte 44
. Gag/GagPol
Ligagao ao \®, Complexo de o/ g\v»
correcetor \\ pré-integracao \0/6
t Correcetor
Antagonistas ) (CCR5, CXCR4)
RS ' =
do CC ) 3
Transcricao ADN pré-viral
reversa
Inibidores da

transcriptase Importe
reversa nuclear

il Exporte nuclear
® 7~ e tradugao
Descapsi-
~ dacao Integracao
@ Fusaé(i . do provirus @
virus-célula Inibi
Inibidores de fusao Q nibidores da

integrase

Transcriptase reversa

Subunidade p66

Local activo da polimerase |

I Local activo da ribonuclease |

29/11/15



29/11/15

Transcriptase reversa
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Mecanismo de a¢ao da zidovudina
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Inibidores da Protease

Inibidores da Protease

= Inibidores da protease
= Atazanavir
= Darunavir
= Fosamprenavir
= Indinavir
= Nelfinavir
= Lopinavir
= Saquinavir
= Amprenavir
= Tipranavir

* Ritonavir
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Inibidores da Protease
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Inibidores da integrase

= Inibidores da integrase
= Raltegravir (aprovado 10/07)

Elvitegravir* (aprovado 8/12)

= Dolutegravir (aprovado 8/13)

29/11/15

Inibidores da entrada

= Inibidores do coreceptor CCRg

* Maraviroc .
QC\WN Sif\ IS
(] ‘ : I ) I
= |nibidores da fusao
= Efuvirtide
T T T o - o O
B T "\”P"*A\j /\\Q“A\;r aLdan
(<
K
T ‘
2 Q-%J\Jruv ﬁ\‘%’{vwl ‘f;jv §<(‘/
T Y gy
P




29/11/15

ART / TARc - Recomendacoes Portuguesas

= Terapéutica Antirretroviral Combinada

Tabela 3: Inicio da terapéutica antirretrovirica combinada (TARc) em doentes adultos e

adolescentes com infegdo crénica por VIH-1: regimes preferenciais.

NNITR N(t)ITR
TDF/FTC ou TDF/FTC coformulado em comprimido tnico.
ABC/3TC coformulado em comprimido unico.
EFV ABC/3TC
EFV/TDF/FTC coformulado em comprimido unico.
NVP TDF/FTC TDF/FTC coformulado em comprimido tnico.

IP potenciado com

Riton i TDF/FTCou
ATV/r ABC/3TC ATV/r: 300/100 mg qd.
DRV/r DRV/r: 800/100 mg gd.
m
RAL TDF/FTC

2012
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Hepatite B

= Analogos dos Nucleotidos/nucleodsidos

. Lamivud ina (analogo dos nucledsidos)
. Ad efovi I (analogo dos nucledtidos)
* Entecavir (andlogo dos nucledsidos)

" TEl biVUd ina (analogo dos nucledsidos)

Hepatite B
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Interferdes-alfa disponiveis para o tratamento da hepatite B.

INF-0-2b Intron A™

IFN-a-2* Pegasys
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Hepatite C

Hepatite C

Farmacos utilizados na terapéutica do virus da hepatite C.

Interferdao-alfa-2*

Terapia imunomodelatéria

Interferao-alfa-2b
Interferao-alfa-2a peguilado

Interferao-alfa-2b peguilado

Terapia antiviral

Ribavirina

Interferdo-alfa-2a;
Interferdo-alfa-2b;
Interferdo-alfacon-18°
interferdo-na.8°
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Hepatite C

= Interferao peguilado (PEG-INF) + Ribavirina

= Inibidores da protease NS3

= Telaprevir

= Boceprevir
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DAAs

Many Direct Acting Antivirals in Development

» Protease inhibitors
- Faldaprevir
- Asunaprevir
- ABT-450
- MK-5172
- Sovaprevir
- ACH-2684

- GS-9451 NAIAD
Synergy trial

* NS5A Inhibitors
- Daclatasvir
- Ledipasvir
- ABT-267
- GS-5816 pangenotypic
- ACH-3102
- PPI-668
- GSK 2336805
- Samatasvir
- MK-8742

DAAs

Direct-Acting Antiviral Agents (DAASs) - Key

Characteristics

GED (N NN @R =

NS3 /4A Inhibitors (Protease inhibitor Pl
High potency

Limited genotypic coverage

Low barrier to resistance

NS5A Inhibitors

High potency
Multi-genotypic coverage
Low barrier to resistance

NS3  NS4A NS4B  NS5A NS5B

NSSB Nucleos(t)ide Inhibitors (NI)
Intermediate potency

Pan genotypic coverage

High barrier to resistance

NS5B Non Nucleoside Inhibitors (NNI)
Intermediate potency

Limited genotypic coverage

Low barrier to resistance
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HCV - DAAs
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7 inhibitor NS3/4A inhibitors NSSA inhibitor  NSSB inhibitors
Telaprevir Daclatasvir  Nucleoside analogue
Directacting Boceprevir Ledipasvir Sofosbuvir
antivirals Simeprevir Mericitabine
Faldaprevir Non-nucleoside analogue
Asunaprevir Setrobuvir
= Tegobuvir
Nature Reviews | Nephrology
-
T o JOURNAL OF
Guidelines F5EASL HepatoLoaY
CrossMark
EASL Recommendations on Treatment of Hepatitis C 2015
European Association for the Study of the Liver*
Table 5. for HCV- or HCV/HIV patients with chronic C without
patients and patients who failed on a treatment based on PeglFN-x and ribavirin (RBV).
Patients PeglFN-a, PeglFN-a, RBV boosted boosted and and
RBVand andsimeprevir and RBV  and ledipasvir paritaprevir, ombit- paritaprevir, and imep
sofosbuvir asvir and dasabuvir ombitasvir
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Table 6. for HCV- or HCV/HIV patients with chronic hepatitis C with compensated (Child-Pugh A) cirrhosis|
including treatment-naive patients and patients who failed on a treatment based on PegIFN-a and ribavirin (RBV).

Patients PeglFN-a, PeglFN-a, boosted  Ritonavir-boosted Sofosbuvir  Sofosbuvir and
RBV and RBV and and RBV  and ledip paritap oombit- and andsimeprevir  daclatasvir
sofosbuvir simeprevir asvir and dasabuvir ombitasvir
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