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The genomic RNA of HIV-1 enables employing complex splicing patterns the encryption of multiple proteins within

a limited coding capacity. The viral RNA and related proteins mediate toxicity via multiple different pathways. The

circumvention of the host cell immune system and the progressing elimination of T helper cells leads to AIDS and

opportunistic infections. The aberrant interaction of viral RNA-binding proteins can result in cellular transcriptional

deregulations, tumor formation and apoptosis.

retroviruses  mRNA splicing  cytotoxicity

1. Genome and Virion Structure

The RNA genome (gRNA) of HIV-1, with approximately 9 kb, is considerably small. However, it contains all

necessary information to synthesize all 15 proteins needed for replication and assembly of new virions in the

infected host cells . The viral genome encapsulated in virions consists of a dimer of single stranded positively

sensed gRNAs. The different open reading frames (ORFs) are illustrated in Figure 1, except for the ORF encoding

the antisense protein, yet uncharacterized for its role in the replication cycle . The genome encompasses nine

different ORFs and some of the viral genes overlap, thus enabling the encryption of many proteins within a limited

coding capacity. The genome is flanked by the long terminal repeats (LTRs). They contain the essential information

—including the viral promoter—for gene expression, integration, and reverse transcription and are divided into the

U3, R, and U5 elements . The cis-acting regulatory element U3 is divided into a modulatory, an enhancer, and a

basal region and contains three binding sites for splice factors as well as two binding sites for host cell transcription

factors, e.g., Nuclear Factor-κB (NF-κB). The R element contains the trans-acting responsive region (TAR), forming

a RNA stem-loop structure that plays an important role in viral replication, i.e., the activation of transcription .

The U5 element contains the polyadenylation signal (poly A) and regulatory regions for reverse transcription. The

U5 element is followed by the primer binding site (PBS), the dimerization initiation signal (DIS), and the major

splice-donor site (D1), all not shown in Figure 1. The packaging signal Psi (ψ) mediates the packaging of the viral

gRNA . The consecutive gag gene encodes the structural viral core proteins. The precursor protein p55-Gag is

processed by the viral protease during virion maturation into the subunits matrix (MA), capsid (CA) and

nucleocapsid (NC) proteins. The pol gene encodes the subunit viral enzymes protease (PR), reverse transcriptase

(RT), and integrase (IN), also originating from a precursor protein upon viral protease-mediated cleavage. The third

structural gene env encodes the two envelope glycoproteins gp120-SU (surface unit) and the gp41-TM

(transmembrane unit). The pol gene is followed by the two regulatory genes rev and tat as well as four accessory

genes vif, vpr, and vpu. Tat and Rev are indispensable for viral replication, accumulate within the host cell nucleus

and bind to their cognate mRNA structures, namely, the Rev-responsive element (RRE) and TAR. Rev is an
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important nuclear export factor that mediates the transport of partially spliced and unspliced viral mRNAs into the

cytoplasm. Tat is a strong transcriptional activator . Vif, Vpr, and Vpu influence the rate of virus particle

production. The accessory nef gene at the end of the gRNA elevates HIV infectivity and downregulates several

host cell proteins including CD4 and the major histocompatibility complex I (MHC I) . Moreover, Vif, Vpu, and

Nef counteract several cellular restriction factors to secure efficient replication. Table 1 provides an overview of the

best characterized restriction factors.

Figure 1. HIV-1 genome and virion structure. (Top) Schematic overview of the genomic organization of the HIV-1

genome encompassing the open reading frames coding for the different structural, regulatory, and accessory

proteins.

The mature membrane-enveloped HIV-1 virion is spherical in shape with a diameter of approximately 120 nm. The

virion’s lipid bilayer membrane contains, besides several host cell proteins, ~7–35 envelope trimers consisting of

gp120-SU and the gp41-TM . Both proteins are encoded in the env gene and originate from the Env

polyprotein gp160 upon cleavage by the cellular furin-like protease . The membrane envelopes the matrix

protein (p17-MA) formed core. The viral capsid is formed by 1000 to 1500 cone-shaped hexameric capsid proteins

(p24-CA) . The capsid encapsulates two copies of positive-sense and single-stranded gRNAs stabilized by the

nucleocapsid proteins (p7-NC). The mature virion harbors the viral enzymes reverse transcriptase (p66-/p51-RT),

[8][9][10]

[11]

[11][12][13][14]

[15]

[16]



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 3/17

protease (p10-PR), integrase (p32-IN), and the accessory protein Vpr that are needed in the maturation process

.

2. Receptors and Cell Entry

Figure 2 provides an overview of the HIV-1 replication cycle. The HIV-1 infection of a host cell is receptor-

dependent and begins with the binding of the envelope protein gp120-SU to the primary host cell receptor CD4 and

the co-receptors, chemokine receptor type 5 (CCR5), or C-X-C motif chemokine receptor type 4 (CXCR4). The

binding induces conformational changes of the envelope protein trimers, which leads to the fusion of the virion with

the host cell membrane . In more detail, when Env binds to the co-receptor, the virus exposes the fusion peptide

at the N-terminus of gp41-TM, which inserts into the cell membrane. Again, dramatic conformational

rearrangements, forming a very stable six-helix bundle, pull both membranes into close proximity, reaching a

hemifusion state initiating in a last step the fusion of both membranes . Although cryo-electron microscopic

images of this process exist, many structural aspects of the proteins involved are still not fully understood. Once

the fusion pore opens, the virion releases its interior into the cytoplasm of the host cell .

Figure 2. Schematic overview of the HIV-1 replication cycle. 
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3. Nuclear Entry, Reverse Transcription, and Uncoating

The cone shaped ~60 nm in diameter capsid, consisting of 250 hexamers and 12 pentamers, was believed to

partially uncoat or disassemble already within the cytoplasm . However, most recent studies of Zila and

colleagues in 2021 provided astonishing insights into the viral capsid and its trafficking along the microtubules of

the cell towards the nuclear pore complex (NPC), revealing that the entire capsid enters the nucleus . As the

capsid enters the cytoplasm, it travels along the microtubules towards the nucleus aided by dynein and kinesin-1.

Next, the capsid docks with its narrow end to the NPC interacting with the NPC-proteins Nup358 and Nup62. Upon

nucleoplasm entry, the capsid partially disassembles, releasing the CA interior . Dharan and colleagues

discovered that the uncoating as well as reverse transcription are completed within the host cell nucleus , which

was confirmed by two other studies of Burdick and colleagues  as well as Müller and co-workers  showing

that proviral DNA could only be detected inside the nucleus. Therefore, the reverse transcription already starts

within the intact capsid and is finalized upon capsid nucleus entry . Burdick et al. also discovered that the

complete uncoating takes place 1.5 h before provirus integration into the host cell genome and within a range of

1.5 μm proximate to the gene-rich loci in the euchromatin regions.

The reverse transcription of the viral gRNA to proviral dsDNA in infected cells is an important step of the replication

cycle. The RNA/DNA-dependent DNA polymerase and RNAse H are part of p66-RT, whereas p51-RT provides

conformational stability. The reverse transcription starts with the so-called first strand transfer and the synthesis of

the single stranded DNA (ssDNA). The ssDNA is hybridized to the 3′-end of the viral genome and the negative

strand DNA synthesis continues. The second strand transfer leads then to the transcription of the positive strand

DNA and dsDNA synthesis is finalized . Template switching events and error-prone RT activity contribute to the

high genetic variability of HIV .

4. Genome Integration

Retroviruses permanently integrate their reverse transcribed proviruses into the host cell genome, making the virus

an everlasting part of the infected host cell. The integrated provirus can remain dormant within the host, and thus

escape from the immune system’s detection and response. These properties render HIV to a latent and life-long

infection .

The proviral integration is mediated by the viral IN in concert with RT . The integrase forms together with the

provirus a strong nucleoprotein complex targeting active transcription units for integration into the genome .

These units are found in clusters within the less condensed euchromatin characterized by high transcriptional

activity. The integration process is divided into two steps. First, the 3′-ends of the provirus is processed and the two

terminal nucleotides are removed, exposing a 3′-hydroxyl group and a 5′-overhang. Next, the targeted host DNA is

cleaved, and the processed provirus is integrated, ligating the 3′-ends with the 5′-ends of the target DNA .

5. Transcription, Splicing, and Protein Expression

[8][11][18][22]

[22]

[22][23]

[23]

[24] [25]

[24][25]

[26]

[27]

[28]

[4]

[29]

[30][31]



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 5/17

After integration of the provirus, it either remains transcriptionally silent and enters latency or initiates the

production of new virions. The protein expression of HIV-1 is regulated at the epigenetic, transcriptional, and

posttranscriptional level . Latently infected cells serve as viral reservoirs, resisting eradication during ART

and by the immune system due to the absence of target viral protein expression. Latency is induced by infection of

resting cells not supporting efficient viral transcription, by inactive proviral integration sites, epigenetic silencing,

and by the differentiation of infected effector immune cells to resting memory cells, respectively . However,

transcription of the provirus and replication can be reactivated.

The HIV-1 provirus utilizes the host transcription machinery. Host transcription factors such as NF-κB, specificity

protein 1 (Sp1) and activator protein 1 (AP-1) are known activators of HIV transcription . General

transcription factors, mediator, and RNA polymerase II (RNA Pol II) assemble into the preinitiation complex at the

5′-LTR promoter. The HIV-1 5′-LTR contains three possible transcription start sites (TSS) consisting of three

consecutive guanosins (G) at the junction between the R and U3 region. Depending on the TSS used for

transcription, the untranslated 5′-region (5′-UTR) of the proviral RNA transcript begins with a single, two, or three G

residues . Promoter clearing is mediated by the phosphorylation of the C-terminal domain of RNA pol II

mediated by the transcription factor TFIIH . A short RNA segment of about 60 nucleotides is transcribed

before promoter-proximal pausing occurs. The pausing is triggered by the formation of the TAR RNA stem-loop and

the binding of negative transcription elongation factors (N-TEFs) to the preinitiation complex . The pause is

released by Tat binding to TAR, acting as a transcription factor activating positive transcription elongation factor b

kinase (P-TEFb) . In cells, the majority of P-TEFb is part of the 7SK small nuclear ribonucleoprotein (7SK

snRNP), in which the catalytic activity of P-TEFb is inhibited by the Hexim-1 protein . McNamara and colleagues

suggested a model of Tat-mediated recruitment of the protein phosphatase 1G (PPM1G) to 7SK snRNP to the HIV

promoter . PPM1G then dephosphorylates P-TEFb, thus releasing it from the 7Sk snRNP complex. When Tat

binds to the released P-TEFb it induces re-phosphorylation. Tat and the activated P-TEFb kinase bind to TAR,

bringing the kinase in proximity to the stalled RNA Pol II transcription complex. P-TEFb phosphorylates the C-

terminal domain of RNA Pol II and N-TEFs, facilitating the elongation of the viral transcript .

The HIV provirus undergoes three transcription phases : During latency no virions are produced, although

stochastic transcriptional bursts at the LTR promoter occur . Upon cell activation, e.g., by immune stimuli, host

transcription factors such as NF-κB can reactivate viral transcription and induce the expression of Tat protein,

enabling a positive feedback loop. The Tat-mediated transcriptional boost results in the production of full-length

gRNA ready to be encapsidated or serving as templates for alternative splicing. The full-length gRNA consists of

nine partially overlapping ORFs. Therefore, it is alternatively spliced to generate mRNAs, encoding all viral proteins

. The mRNAs are categorized into three classes: (I) full-length, unspliced ~9 kb gRNA, (II) intron-containing,

partially spliced ~4 kb mRNAs, and (III) intronless, fully spliced ~2 kb mRNAs . The gag and pol gene products

are translated from the unspliced full-length gRNA, whereas the other viral proteins Nef, Rev, Tat, Env precursor

protein, Vpr, Vif, and Vpu are produced from either partially or fully spliced mRNAs. Figure 3 provides an overview

on the mRNA classes as well as splice donor and acceptor sites present in the HIV-1 mRNA transcript. All HIV

mRNAs that undergo splicing utilize the major splice donor site (D1), which defines the first exon between the 5′-

Cap and D1 included in all viral mRNAs . The exon defined by D4 and either the splice acceptors A3, A4, or
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A5 and the final exon between A7 and the poly A tail are additional constitutive exons present in all HIV mRNAs

. The full-length gRNA transcript is sequentially spliced, starting at D1 to a downstream splice acceptor site and

a prerequisite for further downstream splicing . The packaging signal Ψ is removed, and thus ensures selective

full-length gRNAs encapsidation into new virions . Splicing of the viral mRNAs is tightly regulated by the cellular

spliceosome. As the splicing of D1 to a downstream splice acceptor is mandatory for all subsequent splice events,

suppression of splicing at D1 results in unspliced transcripts . Noteworthy, the 5′-UTR of the full-length

transcript can adopt different secondary conformations depending on the number of guanosines at the 5′-Cap .

RNAs that start with a 1G  fold into a structure that masks D1 and favors the formation of RNA dimers, whereas

RNAs with 2G  or 3G  fold differently and expose the D1 site for splicing . To generate partially spliced

mRNAs, splicing events are regulated by a complex interplay of several splicing regulatory elements that modulate

the usage of splice sites . Unspliced and partially spliced mRNAs harbor the intron, spanning from D4 to A7. This

is pivotal as this intron contains the RRE indispensable for the Rev-mediated nuclear export of intron-containing

mRNAs.

Figure 3. HIV-1 mRNA transcripts and splice sites. 

Only intronless mRNAs are exported across the NPC by cellular mRNA export pathways. Consequently, only the

fully spliced viral mRNA transcripts are exported to the cytoplasm and translated early in the viral replication cycle,

first enabling the expression of Tat, Rev, and Nef proteins. In contrast, incompletely spliced, intron-containing

mRNAs are excluded from the nuclear export pathway and degraded . Once expressed, Rev is transported

into the nucleus, where it accumulates and co-transcriptionally binds RRE present in incompletely spliced viral

transcripts mediating nuclear export . This way, HIV circumvents the nuclear mRNA degradation of RRE-
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containing transcripts. Rev recruits the cellular export factor chromosomal maintenance 1 (CRM1), which mediates

the RanGTP-dependent export of the Rev:RNA:CRM-1 complex to the cytoplasm .

In summary, viral gene expression is regulated via transcription, splicing patterns, and RNA structures. Early in the

viral gene expression only fully processed mRNAs are translated into the accessory protein Nef and the regulatory

proteins Tat and Rev. Nef increases viral infectivity by remodeling signal pathways, downregulating the expression

of cell surface proteins such as CD4, major histocompatibility complex-I, and activation of viral transcription through

NF-κB . Tat activates and stimulates transcription of the provirus by interaction with cellular co-factors at the

TAR RNA structure. Rev enables the export of RRE-containing incompletely processed RNAs, shifting the viral

protein expression to proteins necessary for the production of new virions. The mRNAs encoding the p55-Gag

precursor, p160-Gag-Pol precursor, and Vif and Vpr proteins are translated by polysomes in the cytosol . The

Gag-Pol precursor proteins are translated from the full-length gRNA by a ribosomal frameshift during translation

. The bicistronic vpu/env mRNA is translated into Vpu and Env precursor gp160 in the rough endoplasmic

reticulum (ER). Inside the ER, the Env precursor gp160 assembles into trimers and travels to the Golgi apparatus,

in which gp160 gets glycosylated and cleaved by furin-like proteases into the mature Env glycoprotein complex

consisting of the subunits gp120-SU and gp41-TM . Env and Vpu are transported to the plasma membrane via

the secretory pathway for incorporation into assembling viral particles . In conclusion, all components needed to

initiate virus assembly are now available.

6. Assembly, Budding, and Virion Maturation

The viral structural Gag precursor protein is sufficient for the formation of new particles. Gag consists of four

structural domains separated by protease cleavage sites: the N-terminal MA domain, the CA domain, the NC

domain flanked by two spacer peptides (SP1 and SP2), and the C-terminal p6 domain. Each domain performs

specific functions during assembly and budding of the viral particle via interactions with viral and cellular proteins

and RNAs. The gRNA molecules form a dimer selectively recruited for packaging. Intramolecular and

intermolecular interactions of gRNA and Gag polyprotein mediate the selective packaging of the viral genome into

assembling particles. The 5′-UTR of the gRNA folds into complex structures consisting of several stem-loops,

including the packaging signal Ψ and the dimerization initiation signal (DIS). Recent studies by the Summers group

revealed that gRNAs exhibiting a sequestered 1G  at the 5′-UTR are preferentially packaged and adopt a dimer

competent conformation . In this conformation, the DIS is exposed and two gRNA molecules dimerize

through intermolecular DIS base pairing. The gRNA dimers expose several binding sites located in the DIS and Ψ

stem-loops for the interaction with the NC domain of the Gag precursor proteins . Binding of gRNA also

promotes the dimerization of Gag by protein-protein interactions . The Gag:gRNA complex travels to and is

anchored in the plasma membrane through the N-terminal myristoylation signal present in the MA domain. HIV-1

assembles at the cell membrane in specific cholesterol- and phosphatidylinositol-(4,5)-bisphosphate (PI(4,5)P )-

rich microdomains called lipid rafts. The targeting of Gag to the membrane is regulated by the electrostatical

interaction of the highly basic regions located in the MA domain with PI(4,5)P  and the binding of tRNA , which

prevents binding of MA to intracellular membranes . In addition and upon simultaneous binding of
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PI(4,5)P  and gRNA, Gag folds from a compact to an extended conformation enabling the anchoring of the

myristoylation signal to the plasma membrane and initiating the multimerization of Gag proteins . Gag and

Gag-Pol protein multimerization at the plasma membrane is stabilized by CA-CA and CA-SP1 protein-protein

interactions . The assembly of Gag at the plasma membrane also induces the retention of Env trimers at

assembly sites mediated by an interaction between the Gag MA domain and the C-tail of the Env protein gp41-TM

. In addition to Env, the p6 domain of Gag captures Vpr . The growing Gag multimer bends the membrane

and forms a spherical nascent particle still connected to the membrane. However, and for the release of the

particle, HIV-1 relies on the cellular endosomal sorting complexes required for transport (ESCRT) machinery .

Gag recruits the ESCRT complexes via adaptor proteins, which recognize amongst others the amino acid motifs

PTAP and LYPX L present in the p6 domain. Tumor susceptibility gene 101 protein (Tsg101) is part of the

ESCRT-I complex, binds to the PTAP motif, and forms a supercomplex with ESCRT-II, whereas the adaptor protein

apoptosis-linked gene 2-interacting protein X (Alix) recognizes LYPX L and interacts with ESCRT-III. The ESCRT-

III complex constricts the membrane and catalyzes the release of the immature particle .

The viral particle matures and reorganizes its structural proteins, gRNAs, and enzymes, resulting in the formation

of an infectious virion. The maturation is initiated by the auto-activation of the PR sequentially cleaving the Gag and

Gag-Pol precursor proteins releasing the viral enzymes PR, RT, and IN and the structural proteins p17-MA, p24-

CA, and p7-NC . The structural changes are mandatory for viral infectivity. The NC protein binds tightly to the

gRNA dimer and stabilizes linkage between the two gRNA molecules . The CA proteins assemble around the

NC:gRNA complex encapsidating the viral genome as well as RT and IN . The processing of Gag into its

subunits renders the incorporated Env trimers’ fusogenicity. The HIV-1 virion concludes the productive cell infection

and is now armed for a new replication cycle .

7. Cytoxicity of HIV Infection

RNAs are able to cause diseases in many different ways controlling and also disrupting multiple genetic and

metabolic pathways in the cell . For example, the transcription of non-coding repeat expansions can lead to toxic

RNAs—e.g., the dominantly inherited and multisystemic disease myotonic dystrophy type 1 (DM1), where CTG

repeat expansions in the 3′UTR of the DM1 protein kinase (DMPK) gene generate DMPK mRNAs that are trapped

in ribonuclear foci, compromising the availability of RNA-binding protein (RBP) levels. RNA foci are believed to

sequestrate bound RBPs and result in toxicity . Many disease-related genes encode RBPs, where mutated

gene products accumulate as aggregates disrupting cellular functions involved in RNA metabolism .

Mutations in the RBPs, TAR DNA (TARDBP), FUS RNA-binding protein (FUS), Ataxin 2 (ATXN2) as well as EWS

RNA-binding proteins (EWSR1) and many more have been shown to greatly influence disease risks, e.g.,

amyotrophic lateral sclerosis (ALS) and frontotemporal dementia (FDT) .

RNAs also play a pivotal role in the HIV infection cycle and pathogenesis. Viral gene expression is

regulated via transcription splicing patterns and RNA structures interacting with viral and host cell RBPs. Cellular

RBPs are strongly recruited away from their cellular functions and cellular cognate target RNAs in response to viral

infection, which skews the availability of target RNAs towards HIV transcripts . Maybe most importantly, the two
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viral regulatory trans-acting nuclear RBPs of HIV, Tat and Rev bind cis-acting RNA motifs, the TAR and RRE of the

newly transcribed HIV genomic RNA, and thus mediate the deregulation of the host cell RNA and protein synthesis

machinery to enable efficient virus replication . As illustrated in Figure 4, TAR (located in the HIV leader RNA

element) and RRE (located in the HIV env gene) motifs fold into complex secondary RNA structures folding into

highly conserved stem loops and bulges. Rev and RRE are known to assemble to a homo-oligomeric

ribonucleoprotein complex needed for the nuclear export of intron containing messenger RNAs from the nucleus

into the cytoplasm. RRE as well as TAR are also known as target RNA structures for small molecules intervening

the HIV replication cycle. However, until today, little is known about the cytotoxic and disease-causing effects of

Rev-RRE in contrast to Tat-TAR .

Figure 4. The cis-acting RNA regulatory elements of HIV-1. The untranslated highly conserved leader RNA

including TAR (left) and the RRE (right).

Tat recruits the histone acetyltransferases to the viral promoter to activate the transcription of the viral genome. In

addition, the RNA helicase A (RHA) acts as a strong TAR-binding cellular co-factor and enhances HIV-1 LTR-driven

gene expression and virus production. The RBP Tat enters the nucleus and binds to the host cell RBP P-TEFb.

This complex then interacts with TAR on the RNA enhancing the activity of RNA-Pol II, and thus transcription levels

. Tat’s role as the trans-activator of HIV transcription is fully characterized. Other replication-independent

effects mediated by the viral soluble protein Tat cause diseases. Cells constantly release Tat into the extracellular
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space where it exerts cytotoxicity harming cells in proximity, also known as bystander toxicity, as illustrated

in Figure 5 .

Figure 5. HIV Tat bystander toxicity.

Upon infection, Tat accumulates at the inside of the plasma membrane of infected cells and is released into the

extracellular compartment. Tat actively recruits monocytes and macrophages into the areas of infection. By binding

to a variety of cell surface receptors, e.g., heparan sulfate proteoglycans (HSPGs), chemokine receptors, integrins

and lipoprotein receptor-related protein-1 (LRP-1), Tat is able to penetrate into a range of different cell types,

amongst others, monocytes, macrophages, lymphocytes, astrocytes, neurons and cardiomyocytes. Here, Tat

induces the release of mainly pro-inflammatory chemokines and cytokines (e.g., CCL2, TNF-α, IL-2, IL-6, IL-8) that

activate transmigration and can be toxic to uninfected bystanding cells as cardiomyocytes and the heart. Tat alters

the activity of the proteosome complex (e.g., down regulation of cellular proteins and up regulation of viral

proteins). As one example, Tat induces the upregulation of Connexin 43 mRNA and proteins in cardiomyocytes and

increases lipofuscin levels, a known aging heart biomarker. Tat also leads to the alteration of actin filaments, tight

junctions and adhesion molecules, altering the organization of the cytoskeleton. Inside the nucleus Tat recruits

RBPs and binds TAR inducing transcriptional regulation of gene expression and chromatin remodeling resulting in

many different cellular and systemic alterations . In the case of HIV-associated neurocognitive disorder

(HAND), Tat can induce neurotoxicity directly as well as indirectly by triggering inflammation through the activation

and recruitment of macrophages, microglia and astrocytes into the affected areas of the brain . Latest findings

suggest that Tat causes the emergence of neurocognitive and cardiovascular impairments in about 50 to 60% of

HIV-infected individuals as a result of Tat’s bystander toxicity .

[86]

[78][86]

[86]

[86][88]



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 11/17

References

1. Cassan, E.; Arigon-Chifolleau, A.M.; Mesnard, J.-M.; Gross, A.; Gascuel, O. Concomitant
emergence of the antisense protein gene of HIV-1 and of the pandemic. Proc. Natl. Acad. Sci.
USA 2016, 113, 11537–11542.

2. Sertznig, H.; Hillebrand, F.; Erkelenz, S.; Schaal, H.; Widera, M. Behind the scenes of HIV-1
replication: Alternative splicing as the dependency factor on the quiet. Virology 2018, 516, 176–
188.

3. Miller, R.H. Human Immunodeficiency Virus May Encode a Novel Protein on the Genomic DNA
Plus Strand. Science 1988, 239, 1420–1422.

4. Murphy, K.; Weaver, C. Das erworbene Immunschwächesyndrom (AIDS). In Janeway
Immunologie; Springer-Spektrum: Berlin/Heidelberg, Germany, 2018; pp. 743–749. ISBN 978-3-
662-56003-7.

5. Churchill, M.J.; Cowley, D.J.; Wesselingh, S.L.; Gorry, P.R.; Gray, L.R. HIV-1 transcriptional
regulation in the central nervous system and implications for HIV cure research. J. Neurovirol.
2015, 21, 290–300.

6. Barboric, M.; Matija Peterlin, B. A new paradigm in eukaryotic biology: HIV Tat and the control of
transcriptional elongation. PLoS Biol. 2005, 3, e76.

7. Mbondji-Wonje, C.; Dong, M.; Zhao, J.; Wang, X.; Nanfack, A.; Ragupathy, V.; Sanchez, A.M.;
Denny, T.N.; Hewlett, I. Genetic variability of the U5 and downstream sequence of major HIV-1
subtypes and circulating recombinant forms. Sci. Rep. 2020, 10.

8. Kirchhoff, F. HIV Life Cycle: Overview. In Encyclopedia of AIDS; Springer: New York, NY, USA,
2013; pp. 1–9.

9. Li, L.; Li, H.S.; Pauza, C.D.; Bukrinsky, M.; Zhao, R.Y. Roles of HIV-1 auxiliary proteins in viral
pathogenesis and host-pathogen interactions. Cell Res. 2005, 15, 923–934.

10. Das, A.T.; Harwig, A.; Vrolijk, M.M.; Berkhout, B. The TAR Hairpin of Human Immunodeficiency
Virus Type 1 Can Be Deleted When Not Required for Tat-Mediated Activation of Transcription. J.
Virol. 2007, 81, 7742–7748.

11. Seitz, R. Human Immunodeficiency Virus (HIV). Transfus. Med. Hemother. 2016, 43, 203–222.

12. Turner, B.G.; Summers, M.F. Structural biology of HIV 1 1Edited by P. E. Wright. J. Mol. Biol.
1999, 285, 1–32.

13. Burnie, J.; Guzzo, C. The incorporation of host proteins into the external HIV-1 envelope. Viruses
2019, 11, 85.



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 12/17

14. Zhu, P.; Liu, J.; Bess, J.; Chertova, E.; Lifson, J.D.; Grisé, H.; Ofek, G.A.; Taylor, K.A.; Roux, K.H.
Distribution and three-dimensional structure of AIDS virus envelope spikes. Nature 2006, 441,
847–852.

15. Ramdas, P.; Sahu, A.K.; Mishra, T.; Bhardwaj, V.; Chande, A. From Entry to Egress: Strategic
Exploitation of the Cellular Processes by HIV-1. Front. Microbiol. 2020, 11, 559792.

16. Briggs, J.A.G.; Simon, M.N.; Gross, I.; Kräusslich, H.G.; Fuller, S.D.; Vogt, V.M.; Johnson, M.C.
The stoichiometry of Gag protein in HIV-1. Nat. Struct. Mol. Biol. 2004, 11, 672–675.

17. Goodsell, D.S. Viral Zone Expasy. Available online: https://viralzone.expasy.org/5182 (accessed
on 29 September 2021).

18. Engelman, A.; Cherepanov, P. The structural biology of HIV-1: Mechanistic and therapeutic
insights. Nat. Rev. Microbiol. 2012, 10, 279–290.

19. Kong, R.; Xu, K.; Zhou, T.; Acharya, P.; Lemmin, T.; Liu, K.; Ozorowski, G.; Soto, C.; Taft, J.D.;
Bailer, R.T.; et al. Fusion peptide of HIV-1 as a site of vulnerability to neutralizing antibody.
Science 2016, 352, 828–833.

20. Kwong, P.D.; Wyatt, R.; Robinson, J.; Sweet, R.W.; Sodroski, J.; Hendrickson, W.A. Structure of
an HIV gp 120 envelope glycoprotein in complex with the CD4 receptor and a neutralizing human
antibody. Nature 1998, 393, 648–659.

21. Gallo, S.A.; Finnegan, C.M.; Viard, M.; Raviv, Y.; Dimitrov, A.; Rawat, S.S.; Puri, A.; Durell, S.;
Blumenthal, R. The HIV Env-mediated fusion reaction. Biochim. et Biophys. Acta-Biomembr.
2003, 1614, 36–50.

22. Zila, V.; Margiotta, E.; Turoňová, B.; Müller, T.G.; Zimmerli, C.E.; Mattei, S.; Allegretti, M.; Börner,
K.; Rada, J.; Müller, B.; et al. Cone-shaped HIV-1 capsids are transported through intact nuclear
pores. Cell 2021, 184, 1032–1046.e18.

23. Dharan, A.; Bachmann, N.; Talley, S.; Zwikelmaier, V.; Campbell, E.M. Nuclear pore blockade
reveals that HIV-1 completes reverse transcription and uncoating in the nucleus. Nat. Microbiol.
2020, 5, 1088–1095.

24. Burdick, R.C.; Li, C.; Munshi, M.H.; Rawson, J.M.O.; Nagashima, K.; Hu, W.S.; Pathak, V.K. HIV-1
uncoats in the nucleus near sites of integration. Proc. Natl. Acad. Sci. USA 2020, 117, 5486–
5493.

25. Müller, T.G.; Zila, V.; Peters, K.; Schifferdecker, S.; Stanic, M.; Lucic, B.; Laketa, V.; Lusic, M.;
Müller, B.; Kräusslich, H.G. Hiv-1 uncoating by release of viral cdna from capsid-like structures in
the nucleus of infected cells. Elife 2021, 10, e64776.

26. Davis, A.J.; Carr, J.M.; Bagley, C.J.; Powell, J.; Warrilow, D.; Harrich, D.; Burrell, C.J.; Li, P.
Human immunodeficiency virus type-1 reverse transcriptase exists as post-translationally



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 13/17

modified forms in virions and cells. Retrovirology 2008, 5, 115.

27. Onafuwa-Nuga, A.; Telesnitsky, A. The Remarkable Frequency of Human Immunodeficiency Virus
Type 1 Genetic Recombination. Microbiol. Mol. Biol. Rev. 2009, 73, 451–480.

28. Ruelas, D.S.; Greene, W.C. An Integrated Overview of HIV-1 Latency. Cell 2013, 155, 519–529.

29. Craigie, R.; Bushman, F.D. HIV DNA integration. Cold Spring Harb. Perspect. Med. 2012, 2,
a006890.

30. Chiu, T.; Davies, D. Structure and Function of HIV-1 Integrase. Curr. Top. Med. Chem. 2004, 4,
965–977.

31. Pommier, Y.; Pilon, A.A.; Bajaj, K.; Mazumder, A.; Neamati, N. HIV-1 integrase as a target for
antiviral drugs. Antivir. Chem. Chemother. 1997, 8, 463–483.

32. Karn, J.; Stoltzfus, C.M. Transcriptional and Posttranscriptional Regulation of HIV-1 Gene
Expression. Cold Spring Harb. Perspect. Med. 2012, 2, a006916.

33. Dutilleul, A.; Rodari, A.; Van Lint, C. Depicting HIV-1 Transcriptional Mechanisms: A Summary of
What We Know. Viruses 2020, 12, 1385.

34. Verdikt, R.; Hernalsteens, O.; Van Lint, C. Epigenetic Mechanisms of HIV-1 Persistence. Vaccines
2021, 9, 514.

35. Shukla, A.; Ramirez, N.G.P.; D’Orso, I. HIV-1 Proviral Transcription and Latency in the New Era.
Viruses 2020, 12, 555.

36. Hokello, J.; Lakhikumar Sharma, A.; Tyagi, M. AP-1 and NF-κB synergize to transcriptionally
activate latent HIV upon T-cell receptor activation. FEBS Lett. 2021, 595, 577–594.

37. Kharytonchyk, S.; Monti, S.; Smaldino, P.J.; Van, V.; Bolden, N.C.; Brown, J.D.; Russo, E.;
Swanson, C.; Shuey, A.; Telesnitsky, A.; et al. Transcriptional start site heterogeneity modulates
the structure and function of the HIV-1 genome. Proc. Natl. Acad. Sci. USA 2016, 113, 13378–
13383.

38. Schier, A.C.; Taatjes, D.J. Structure and mechanism of the RNA polymerase II transcription
machinery. Genes Dev. 2020, 34, 465–488.

39. González-Jiménez, A.; Campos, A.; Navarro, F.; Clemente-Blanco, A.; Calvo, O. Regulation of
Eukaryotic RNAPs Activities by Phosphorylation. Front. Mol. Biosci. 2021, 8, 681865.

40. Quaresma, A.J.C.; Bugai, A.; Barboric, M. Cracking the control of RNA polymerase II elongation
by 7SK snRNP and P-TEFb. Nucleic Acids Res. 2016, 44, 7527–7539.

41. Bengal, E.; Aloni, Y. Transcriptional elongation by purified RNA polymerase II is blocked at the
trans-activation-responsive region of human immunodeficiency virus type 1 in vitro. J. Virol. 1991,
65, 4910–4918.



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 14/17

42. Kao, S.-Y.; Calman, A.F.; Luciw, P.A.; Peterlin, B.M. Anti-termination of transcription within the
long terminal repeat of HIV-1 by tat gene product. Nature 1987, 330, 489–493.

43. McNamara, R.P.; McCann, J.L.; Gudipaty, S.A.; D’Orso, I. Transcription factors mediate the
enzymatic disassembly of promoter-bound 7SK snRNP to locally recruit P-TEFb for transcription
elongation. Cell Rep. 2013, 5, 1256–1268.

44. Li, Y.; Liu, M.; Chen, L.F.; Chen, R. P-TEFb: Finding its ways to release promoter-proximally
paused RNA polymerase II. Transcription 2018, 9, 88–94.

45. Barboric, M.; Yik, J.H.N.; Czudnochowski, N.; Yang, Z.; Chen, R.; Contreras, X.; Geyer, M.;
Peterlin, B.M.; Zhou, Q. Tat competes with HEXIM1 to increase the active pool of P-TEFb for HIV-
1 transcription. Nucleic Acids Res. 2007, 35, 2003–2012.

46. Tantale, K.; Garcia-Oliver, E.; Robert, M.C.; L’Hostis, A.; Yang, Y.; Tsanov, N.; Topno, R.; Gostan,
T.; Kozulic-Pirher, A.; Basu-Shrivastava, M.; et al. Stochastic pausing at latent HIV-1 promoters
generates transcriptional bursting. Nat. Commun. 2021, 12, 4508.

47. Nguyen Quang, N.; Goudey, S.; Ségéral, E.; Mohammad, A.; Lemoine, S.; Blugeon, C.;
Versapuech, M.; Paillart, J.C.; Berlioz-Torrent, C.; Emiliani, S.; et al. Dynamic nanopore long-read
sequencing analysis of HIV-1 splicing events during the early steps of infection. Retrovirology
2020, 17, 25.

48. Emery, A.; Swanstrom, R. HIV-1: To Splice or Not to Splice, That Is the Question. Viruses 2021,
13, 181.

49. Bohne, J.; Wodrich, H.; Kräusslich, H.G. Splicing of human immunodeficiency virus RNA is
position-dependent suggesting sequential removal of introns from the 5′ end. Nucleic Acids Res.
2005, 33, 825–837.

50. D’Souza, V.; Summers, M.F. How retroviruses select their genomes. Nat. Rev. Microbiol. 2005, 3,
643–655.

51. Obayashi, C.M.; Shinohara, Y.; Masuda, T.; Kawai, G. Influence of the 5′-terminal sequences on
the 5′-UTR structure of HIV-1 genomic RNA. Sci. Rep. 2021, 11, 10920.

52. Esquiaqui, J.M.; Kharytonchyk, S.; Drucker, D.; Telesnitsky, A. HIV-1 spliced RNAs display
transcription start site bias. RNA 2020, 26, 708–714.

53. Toro-Ascuy, D.; Rojas-Araya, B.; Valiente-Echeverría, F.; Soto-Rifo, R. Interactions between the
HIV-1 unspliced mRNA and host mRNA decay machineries. Viruses 2016, 8, 320.

54. Bresson, S.; Tollervey, D. Surveillance-ready transcription: Nuclear RNA decay as a default fate.
Open Biol. 2018, 8, 170270.

55. Nawroth, I.; Mueller, F.; Basyuk, E.; Beerens, N.; Rahbek, U.L.; Darzacq, X.; Bertrand, E.; Kjems,
J.; Schmidt, U. Stable assembly of HIV-1 export complexes occurs cotranscriptionally. RNA 2014,



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 15/17

20, 1–8.

56. Malim, M.H.; Emerman, M. HIV-1 Accessory Proteins-Ensuring Viral Survival in a Hostile
Environment. Cell Host Microbe 2008, 3, 388–398.

57. Faust, T.B.; Binning, J.M.; Gross, J.D.; Frankel, A.D. Making Sense of Multifunctional Proteins:
Human Immunodeficiency Virus Type 1 Accessory and Regulatory Proteins and Connections to
Transcription. Annu. Rev. Virol. 2017, 4, 241–260.

58. Li, G.; De Clercq, E. HIV Genome-Wide Protein Associations: A Review of 30 Years of Research.
Microbiol. Mol. Biol. Rev. 2016, 80, 679–731.

59. Jacks, T.; Powert, M.D.; Masiarz, F.R.; Luciw, P.A.; Barr, P.J.; Varmus, H.E. Characterization of
ribosomal frameshifting in HIV-1 gag-pol expression. Nature 1988, 331, 280–283.

60. Murphy, R.E.; Saad, J.S. The interplay between HIV-1 Gag binding to the plasma membrane and
Env incorporation. Viruses 2020, 12, 548.

61. Brown, J.D.; Kharytonchyk, S.; Chaudry, I.; Iyer, A.S.; Carter, H.; Becker, G.; Desai, Y.; Glang, L.;
Choi, S.H.; Singh, K.; et al. Structural basis for transcriptional start site control of HIV-1 RNA fate.
Science 2020, 368, 413–417.

62. Ding, P.; Kharytonchyk, S.; Kuo, N.; Cannistraci, E.; Flores, H.; Chaudhary, R.; Sarkar, M.; Dong,
X.; Telesnitsky, A.; Summers, M.F. 5′-Cap sequestration is an essential determinant of HIV-1
genome packaging. Proc. Natl. Acad. Sci. USA 2021, 118, e2112475118.

63. Mouhand, A.; Pasi, M.; Catala, M.; Zargarian, L.; Belfetmi, A.; Barraud, P.; Mauffret, O.; Tisné, C.
Overview of the nucleic-acid binding properties of the HIV-1 nucleocapsid protein in its different
maturation states. Viruses 2020, 12, 1109.

64. Zhao, H.; Datta, S.A.K.; Kim, S.H.; To, S.C.; Chaturvedi, S.K.; Rein, A.; Schuck, P. Nucleic acid–
induced dimerization of HIV-1 Gag protein. J. Biol. Chem. 2019, 294, 16480–16493.

65. Sarni, S.; Biswas, B.; Liu, S.; Olson, E.D.; Kitzrow, J.P.; Rein, A.; Wysocki, V.H.; Musier-Forsyth,
K. HIV-1 Gag protein with or without p6 specifically dimerizes on the viral RNA packaging signal.
J. Biol. Chem. 2020, 295, 14391–14401.

66. Murray, P.S.; Li, Z.; Wang, J.; Tang, C.L.; Honig, B.; Murray, D. Retroviral matrix domains share
electrostatic homology: Models for membrane binding function throughout the viral life cycle.
Structure 2005, 13, 1521–1531.

67. Alfadhli, A.; Still, A.; Barklis, E. Analysis of Human Immunodeficiency Virus Type 1 Matrix Binding
to Membranes and Nucleic Acids. J. Virol. 2009, 83, 12196–12203.

68. Gaines, C.R.; Tkacik, E.; Rivera-Oven, A.; Somani, P.; Achimovich, A.; Alabi, T.; Zhu, A.;
Getachew, N.; Yang, A.L.; McDonough, M.; et al. HIV-1 Matrix Protein Interactions with tRNA:
Implications for Membrane Targeting. J. Mol. Biol. 2018, 430, 2113–2127.



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 16/17

69. Datta, S.A.K.; Heinrich, F.; Raghunandan, S.; Krueger, S.; Curtis, J.E.; Rein, A.; Nanda, H. HIV-1
Gag extension: Conformational changes require simultaneous interaction with membrane and
nucleic acid. J. Mol. Biol. 2011, 406, 205–214.

70. Chen, S.; Xu, J.; Liu, M.; Rao, A.L.N.; Zandi, R.; Gill, S.S.; Mohideen, U. Investigation of HIV-1
Gag binding with RNAs and lipids using Atomic Force Microscopy. PLoS ONE 2020, 15,
e0228036.

71. Mateu, M.G. The capsid protein of human immunodeficiency virus: Intersubunit interactions
during virus assembly. FEBS J. 2009, 276, 6098–6109.

72. Kondo, E.; Mammano, F.; Cohen, E.A.; Göttlinger, H.G. The p6gag domain of human
immunodeficiency virus type 1 is sufficient for the incorporation of Vpr into heterologous viral
particles. J. Virol. 1995, 69, 2759–2764.

73. Hurley, J.H.; Cada, A.K. Inside job: How the ESCRTs release HIV-1 from infected cells. Biochem.
Soc. Trans. 2018, 46, 1029–1036.

74. Kleinpeter, A.B.; Freed, E.O. HIV-1 maturation: Lessons learned from inhibitors. Viruses 2020, 12,
940.

75. Pornillos, O.; Ganser-Pornillos, B.K. Maturation of retroviruses. Curr. Opin. Virol. 2019, 36, 47–55.

76. Blakemore, R.J.; Burnett, C.; Swanson, C.; Kharytonchyk, S.; Telesnitsky, A.; Munro, J.B. Stability
and conformation of the dimeric HIV-1 genomic RNA 5′UTR. Biophys. J. 2021, 120, 4874–4890.

77. Murakami, T.; Ablan, S.; Freed, E.O.; Tanaka, Y. Regulation of Human Immunodeficiency Virus
Type 1 Env-Mediated Membrane Fusion by Viral Protease Activity. J. Virol. 2004, 78, 1026–1031.

78. Elcheva, I.A.; Spiegelman, V.S. The role of cis-and trans-acting rna regulatory elements in
leukemia. Cancers 2020, 12, 3854.

79. Ranum, L.P.W.; Cooper, T.A. RNA-mediated neuromuscular disorders. Annu. Rev. Neurosci.
2006, 29, 259–277.

80. Mirkin, S.M. Expandable DNA repeats and human disease. Nature 2007, 447, 932–940.

81. Heinz, A.; Nabariya, D.K.; Krauss, S. Huntingtin and Its Role in Mechanisms of RNA-Mediated
Toxicity. Toxins 2021, 13, 487.

82. Kim, W.; Kim, D.Y.; Lee, K.H. Rna-binding proteins and the complex pathophysiology of als. Int. J.
Mol. Sci. 2021, 22, 2598.

83. Garcia-Moreno, M.; Noerenberg, M.; Ni, S.; Järvelin, A.I.; González-Almela, E.; Lenz, C.E.; Bach-
Pages, M.; Cox, V.; Avolio, R.; Davis, T.; et al. System-wide Profiling of RNA-Binding Proteins
Uncovers Key Regulators of Virus Infection. Mol. Cell 2019, 74, 196–211.e11.



Human Immunodeficiency Virus (HIV) Biology | Encyclopedia.pub

https://encyclopedia.pub/entry/20043 17/17

84. Das, A.T.; Vrolijk, M.M.; Harwig, A.; Berkhout, B. Opening of the TAR hairpin in the HIV-1 genome
causes aberrant RNA dimerization and packaging. Retrovirology 2012, 9, 59.

85. Fernandes, J.D.; Jayaraman, B.; Frankel, A.D. The HIV-1 Rev response element. RNA Biol. 2012,
9, 6–11.

86. Ajasin, D.; Eugenin, E.A. HIV-1 Tat: Role in Bystander Toxicity. Front. Cell. Infect. Microbiol. 2020,
10, 61.

87. Fujii, R.; Okamoto, M.; Aratani, S.; Oishi, T.; Ohshima, T.; Taira, K.; Baba, M.; Fukamizu, A.;
Nakajima, T. A Role of RNA Helicase A in cis-Acting Transactivation Response Element-mediated
Transcriptional Regulation of Human Immunodeficiency Virus Type 1. J. Biol. Chem. 2001, 276,
5445–5451.

88. Gerena, Y.; Menéndez-Delmestre, R.; Delgado-Nieves, A.; Vélez, J.; Méndez-Álvarez, J.; Sierra-
Pagan, J.E.; Skolasky, R.L.; Henderson, L.; Nath, A.; Wojna, V. Release of Soluble Insulin
Receptor From Neurons by Cerebrospinal Fluid From Patients With Neurocognitive Dysfunction
and HIV Infection. Front. Neurol. 2019, 10, 285.

Retrieved from https://encyclopedia.pub/entry/history/show/48040


