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HIV Antiretroviral Therapy
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Targets for HIV Entry Inhibitors
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HIV Envelope Glycoprotein
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HIV Envelope Glycoprotein
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Host Cell Surface Receptors
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Cell Surface Receptors Targeted by HIV Entry Inhibitors
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Subclasses of HIV Entry Inhibitors
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Key Steps for HIV Cell Entry
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HIV Cell Entry and HIV Entry Inhibitors

Key Steps for HIV Entry HIV Entry Inhibitor Subclasses
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HIV Cell Entry and HIV Entry Inhibitors

HIV Entry Inhibitor Subclasses
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HIV Cell Entry and HIV Entry Inhibitors

HIV Entry Inhibitor Subclasses HIV Entry Inhibitor Medications

Attachment Inhibitors Fostemsavir
Post-Attachment Inhibitors Ibalizumab
CCRS5 Antagonists Maraviroc
[ Fusion Inhibitors } { Enfuvirtide ]
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Attachment Inhibitors
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HIV Attachment: HIV CD4 Binding Site and Host CD4 Receptor
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HIV Attachment: CD4 Receptor and CD4 Binding Site
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Attachment Inhibitor
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Fostemsavir (Rukobia)

Fostemsavir Dosing (Oral) Temsavir
600 mg BID
Take with or without food

Prodrug

Active Moiety

X Alkaline phosphatase
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Post-Attachment Inhibitor
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Post Attachment HIV Envelope Conformational Change
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Post Attachment Inhibitor: Ibalizumab
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Post Attachment Inhibitor: Ibalizumab

Ibalizumab — MHC class 2 molecules
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Ibalizumab (Trogarzo)

Dosing (Intravenous)
Loading dose: 2,000 mg IV

Humanized Monoclonal Antibody Maintenance dose: 800 mg IV every 2 weeks
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Coreceptor Antagonist
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HIV gp120 and Coreceptor Binding
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HIV Coreceptor Antagonist: Maraviroc
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HIV Coreceptor Antagonist: Maraviroc
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Maraviroc (Selzentry)

Maraviroc: Recommended Dosage in Adults*

Concomitant Medications

Noninteracting concomitant medications 300 mg twice a day
Potent CYP3A inhibitors (+/- potent CYP3A inducer) 150 mg twice a day
Potent and moderate CYP3A inducers (without a potent CYP3A inhibitor) 600 mg twice a day

*Take with or without food
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Host Receptors and HIV Entry
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Host Cellular Co-Receptors Involved in HIV Entry
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R5-Tropic HIV (R5 HIV)

CCR5 CXCR4 e
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X4-Tropic HIV (X4 HIV)
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Dual-Tropic HIV
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Mixed-Tropic HIV
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Maraviroc Activity Depends On HIV Tropism
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Fusion Inhibitor
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HIV Fusion
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HIV Fusion
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HIV Fusion: Early gp41 Folding
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HIV Fusion: Late gp41 Folding
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HIV Fusion: Merger of HIV and Host Cell Membranes
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HIV Fusion and gp41 Folding
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HIV Fusion and gp41 Folding
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HIV Fusion and gp41 Folding
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HIV Fusion Inhibitor
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HIV Fusion Inhibitor
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HIV Fusion Inhibitor
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Enfuvirtide (Fuzeon)

Dosing (Subcutaneous) \\i\
*90 mg (1 mL) bid
* Inject into upper arm, anterior thigh or abdomen
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Summary Concepts
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HIV Entry Inhibitors that Bind to HIV
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HIV Entry Inhibitors that Bind to Host Cell Receptors

Post-Attachment Inhibitor CCRS5 Receptor Antagonist
(binds to Host CD4 Receptor) (binds to Host CCR5 Coreceptor)
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HIV Cell Entry and HIV Entry Inhibitors

Key Steps for HIV Entry
a CD4 Attachment
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HIV Cell Entry and HIV Entry Inhibitors

Key Steps for HIV Entry Entry Inhibitor Subclasses
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HIV Cell Entry and HIV Entry Inhibitors

Key Steps for HIV Entry Entry Inhibitor Subclasses Entry Inhibitor Medications

G CD4 Attachment Attachment Inhibitors Fostemsavir
Post-Attachment Inhibitors Ibalizumab
e Coreceptor Binding CCRS5 Antagonist Maraviroc

Fusion Inhibitors ] [ Enfuvirtide ]

© NS

National HIV
O Curriculum



Acknowledgment

The production of this National HIV Curriculum Mini-Lecture was supported
by Grant UTOHA32104 from the Health Resources and Services Administration
(HRSA) of the U.S. Department of Health and Human Services (HHS). Its
contents are solely the responsibility of University of Washington IDEA Program
and do not necessarily represent the official views of HRSA or HHS.

INFECTIOUS
DISEASES
EDUCATION &
ASSESSMENT

AETC s <. National HIV v
M :(LQ)" CS Jrcr(i)cu?um (9/‘ IDEA



