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Introduction

Different humanized mouse models have been 
introduced to enable HIV-1 research in vivo, which 
has been made possible by the development of 
immunodeficient mouse strains. Because of logistical, 
administrative, and ethical restrictions when working 
with human donor tissue samples, development of new 
antiretroviral therapies requires suitable small animal 
models that accurately mimic the natural course of HIV-
1 infection in humans. In general, there is also a limited 
availability of human tissues (especially, Central Nervous 
System [CNS]) at various stages of the disease, which 
have been treated with different regimens, and untreated 
samples. Despite significant contributions of non-human 
primate models to HIV-1 therapeutic design and vaccine 
research, these animal models are not fully suitable for 

in vivo HIV-1 research due to ethical problems and high 
maintenance costs. Moreover, SIV infection is an inexact 
model for HIV-1 infection [1]. To overcome these issues, 
there have been extensive efforts in the last three decades 
to design functional, humanized immunodeficient mouse 
models as a tool that can properly mimic HIV-1 infection 
and pathogenesis in vivo. Therefore, immunodeficient 
mice engrafted with vital human cells and tissues, 
i.e., “humanized mice”, have become an increasingly 
popular and utilized option in a variety of HIV-1 pre-
clinical studies. Different technical steps have been 
used to generate versatile humanized mice, including 
injection routes, mouse age, irradiation sources, and 
immunodeficient mouse strains. In this review, we 
describe three of the most used mouse models for HIV 
research.
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Abstract

Despite decades of intensive basic and clinical research efforts, there is still no successful vaccine candidate against human 
immunodeficiency virus (HIV-1). Standard combined antiretroviral therapy (cART) has been successfully developed and has given 
remarkable results suppressing HIV-1 infection and transmission.  However, cART cannot fully clear the virus from the infected 
patients. A cure for HIV-1 is highly desirable to stop both the spread of the virus in humans and disease progression in HIV-1 
patients. A safe and effective cure strategy for HIV-1 infection will require appropriate animal models that properly mimic HIV-1 
infection and advance HIV-1 cure research. Animal models have been a crucial tool in the drug discovery process for investigation 
of HIV-1 disease mainly in preclinical evaluations of antiretroviral drugs and vaccines. An ideal animal model should recapitulate 
the main aspects of human-specific HIV-1 infection and pathogenesis with their associated immune responses, while permitting 
invasive antiretroviral studies.  The best humanized mouse models would allow a thorough evaluation of antiretroviral strategies 
that are aimed towards reducing the establishment and size of the HIV-1 reservoirs. In this review, we evaluate multiple humanized 
mouse models while presenting their strengths and limitations for HIV-1 research.  These humanized mouse models have been 
tailored in recent decades and heavily employed to address specific quintessential and remaining questions of HIV-1 persistence, 
pathogenesis and ultimately, eradication.
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Hu-SCID and NSG Mouse Models

Nude mice, first developed in the mid-1960s [2], carry a 
mutation in the gene encoding the fork head box protein 
N1 (Foxnlnu), which results in abnormal fur growth and 
an athymic phenotype due to defects in thymic stromal 
development [3]. These mice do not produce mature 
CD4+T and CD8+T- cells, and therefore were not useful for 
HIV-1 research but were useful for xenotransplantation 
studies.

The first two humanized mouse chimeric hu-SCID 
models were designed by engrafting the SCID mice 1) 
with adult human PBLs [4] and 2) with human fetal 
thymus or liver tissue [5,6] (Table 1). The model’s 
susceptibility to HIV-1 infection and replication proved 
to be of overall benefit for studying HIV-1 infection and 
the efficacy of antiretroviral therapies or neutralizing 
antibodies [7,8], despite its inability to generate a human 
immune response due to lack of the full spectrum of 
immune cells. cART treatment of these infected hu-SCID 
mice resulted in renewed thymopoiesis and a normal 
distribution of T-cell receptor variable gene families 
(Table 1). HIV-1 infection distorted thymic tissue but did 
not stop new T-cell generation [9], with cART preventing 
new viral replication. This model accurately mimics 

acute HIV-1 infection with rapid CD4+T-cell loss [10], 
with a main benefit being that it can be infected soon 
after the human cells are injected [11]. The next effort 
in mouse humanization created the hu-PBL-NSG mouse 
model [12]. This involved engrafting human peripheral 
blood mononuclear cells (PBMCs) into adult NSG 
(NOD [non-obese diabetic]) SCID (Severe Combined 
Immunodeficiency Gamma) that have profound immune 
deficiency [13].

The overall efforts using humanized mice include either 
gene deletions or backcrosses of strains with mutations 
that affect T-cells, B-cells, natural killer (NK) cells, 
macrophages, TLRs, cytokines, and transcription factors. 
These mutations are meant to minimize the presence of 
murine cells and enhance the presence of human donor 
cells and tissues to better mimic human immune responses 
[14-16]. The original transfer of the scid mutation into a 
mouse of non-obese diabetic (NOD) background resulted 
in the creation of NOD-scid  mice missing T-, B-, and 
NK- cells, which allowed a slightly more complete level 
of human cell reconstitution [17-19]. Greater success 
using humanized mice for HIV-1 studies were achieved 
by introducing a mutant interleukin 2 receptor α (IL2rα) 
gene into NOD-scid mice, creating NOD-scid-γcnull mice 
(NSG or NOG mice). These mice exhibited defective 

Procedures Reconstituted Cells and 
Tissues Benefits

Hu-PBL-SCID
PBL injected via 

intraperitoneal, intrasplenic 
or intravenous routes

Human T-cells are present in 
spleen peripheral blood and 

peritoneal cavity

Good T-cell engraftment, 
Immediate use

SCID-hu
Human fetal thymus and liver 

fragments implanted under 
renal capsule

Thymocytes and naive T-cells; 
limited number of human cells 

present in peripheral organs 
and spleen

Significant T-cell 
lymphopoiesis

Hu-HSC

HSC injected via intrahepatic, 
intracardiac routes, or facial 
vein of newborn mice, upon 

irradiation

Near-complete human 
immune system; Cells are 
not HLA restricted (mouse 

thymus)

Multi-lineage hematopoiesis, 
Mucosa engraft, Some 

primary immune responses

BLT

Human fetal thymus and 
liver fragments implanted 
under renal capsule, upon 
irradiation; HSC injected 

(thy/liv tissue) intravenously

T-cells, B-cells, monocyte/ 
macrophages and NK cells; 
Human cells present in the 

thy/liv implant, spleen, lung, 
liver, gut, peripheral blood 

and vaginal mucosa

Multi-lineage hematopoiesis, 
Mucosa engraft, Some 

primary immune responses

Table 1: Summary of mouse models: Hu-PBL-SCID, SCID-hu, Hu-HSC and BLT.
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responses to mouse cytokines IL-2, IL-4, IL-7, IL-9, and 
IL-15 [20-22]. Knock-out of recombination activating 
gene (RAG) 1 or 2 (RAG1null and RAG2null) caused more 
efficient immunodeficiencies including an absence of T-, 
B-, and NK- cells and moderately impaired dendritic cell 
(DC) and macrophage cell subsets [23,24]. Human cell 
engraftment in these mice requires neither advanced 
surgical methodologies nor irradiation of host animals, 
which makes it a simple experimental model for short-
term in vivo studies (especially HIV entry and its 
inhibition). The model is also attractive for viral kinetic 
studies in vivo due to the strain-dependent differences in 
kinetics of HIV-1 replication in these mice. This model 
has been heavily utilized for short-term HIV suppression 
studies (3 to 4 weeks), but has serious issues, including 
the development of lethal xenogeneic graft-versus-host 
disease (GvHD) syndrome and a requirement for a more 
compromised mouse strain. An upgraded model showed 
higher human cell engraftment levels [25,26], but its 
remaining issue is its high variation [27,28]. 

The requirement for longer-term studies involving HIV-
1 persistence and latency resulted in the creation of first 
the CD34+ hematopoietic stem cell (HSC) engrafted adult 
irradiated NSG/NOG mice, then later of the newborn 
RG, NSG or NOG mice. The newborn version was very 
attractive due to a much longer human cell lifespan, the 
superior lasting vitality of originally engrafted human 
cells [29-31], and the fact that newborn mice are already 
undergoing vigorous hematolymphoid expansion [32]. 
HIV-1 infected, CD34+ engrafted newborn humanized 
NSG mice mimic critical features of human HIV-1 
infection due to generated primary immune responses 
and the development of a lymphoid-like system of human 
origin with T- and B- cells, monocytes, plasmacytoid and 
conventional DCs, lymph nodes, and thymic nodes. The 
lymphoid tissue contains key latent reservoirs established 
by HIV-1 during acute infection, opening new options 
in HIV-1 latency research, including overcoming issues 
when studying Gut-Associated Lymphoid Tissue (GALT) 
and Central Nervous System (CNS) infections. The 
model appears suitable to explore viral distribution in 
tissues, to sort cell populations to better define virus-cell 
interactions, and to test new antiretroviral and adjunctive 
therapies [33,34] in long-term studies. The new model 
provides an opportunity to evaluate the chronic effects of 
HIV-1 on the human immune system and provides human 
target cells and tissues in a physiologically relevant 
setting. Indeed, Berges et al., [35] showed that RAG-hu 
mice sustained long-term chronic HIV-1 infection for 
more than a year (63 weeks).

We and others have previously shown that humanized 
NSG- CD34+ adult mice undergo productive infection 
and manifest several aspects of T-cell pathogenesis, 
indicating a good utility of this model for various new 

therapeutic interventions [29,30,36-38]. This model is 
expected to provide the fastest and most effective means 
with which to test various and combined antiretroviral 
treatments both orally and via injections. The success 
of antiretroviral therapies tested with this model could 
thus lead to important clinical applications in humans. 
As mentioned, this modification of the adult NSG mouse, 
(based upon the injection of human HSC into newborn 
NSG mice), supports extended end point experiments 
and allows successful multi-lineage development of 
human immune cells. Both requirements are needed 
for more complex in vivo studies including optimized 
antiretroviral therapies. NSG mice transplanted with 
CD34+ cells are useful for the replication of HIV-
1 induced pathology and testing different antiviral 
therapies. This model provides a much more accessible 
experimental system for studies of viral infection than 
do models that depend upon transplanting human liver, 
thymic tissues, and autologous CD34+ HSC (BLT mice). 
And, as noted above and detailed in Table 1, transplanted 
mice develop a lymphoid-like system of human origin 
with T- and B- cells, monocytes, plasmacytoid, and 
conventional dendritic cells- DCs, mouse lymph nodes, 
and thymic nodes, all required for an adaptive human 
immune response. More than 40% of T-cells are of 
a naïve phenotype [39]. The ability to reconstitute a 
relatively representative human immune system in 
newborn NSG mice engrafted with HSC will surely help 
facilitate a better understanding of HIV-1 latency and 
offer the possibility of testing new treatments that could 
lead to an HIV-1 cure. An additional advantage of the 
neonatal model compared to the adult NSG model for 
long-term studies is a longer remaining life span (>12 
months) [35,40,41].

BLT Mouse Model

The bone-marrow-thymus tissues (derived from the 
same fetal donor)-subrenal capsule transplantation 
(BLT) model is the most robust and effective current 
model for HIV-1 studies because these mice have 
excellent T-cell reconstitution and closely recapitulate 
a primary immune response against productive HIV-1 
infection [18,25, 42,43]. The first BLT model used NOD-
scid mice; a more recent BLT model uses upgraded 
mouse strains (NSG, NOG, or RG mice) [44,45]. They 
can be used to monitor the effects of long-lasting cART 
to fully diminish viremia and to prevent secondary HIV-
1 transmission [46,47]. The BLT mice allow human HLA 
restricted T-cell responses in contrast to hu-HSC mice 
because of T-cell maturation in the autologous human 
thymus [48]. Further advantages of the BLT model are 
higher susceptibility to HIV-1 infection, easily controlled 
viremia upon cART treatment, and the advantage of 
using huPBMCs purified from mice and induced to 
express virus ex vivo (once viremia is reestablished after 
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stopping cART). Importantly, unlike the CD34+T-NSG 
model, due to robust development of human mucosal 
immunity (including Peyer’s patches and GALT), the 
BLT mice are infectable by HIV-1 via vaginal, rectal, and 
oral routes [47,48,49]. This susceptibility to mucosal 
HIV-1 transmission allows exploration of different HIV-
1 transmission prevention approaches such as topical 
HIV-1 drugs [50] (Table 1). BLT mice are heavily utilized 
in HIV-1 latency studies due to their ability to maintain 
T- lymphocytes and macrophages, as well as their ability 
to develop HIV-specific CD8+T-cell immune responses 
(which closely mimic human immune responses), leading 
to rapid viral evolution, predominantly in CD8+T-cell 
epitopes [51]. The BLT mouse model also has been used 
to quantify the in vivo replication spectrum of viruses 
isolated from untreated HIV+ patients with undetectable 
viral loads (the so-called elite controllers), showing that 
these viruses are replication competent and capable 
of infecting and depleting CD4+T-cells in vivo [52]. 
Unlike hu-PBL-SCID models, this model provides an 
environment that is more typical of the later stages of 
HIV-1 infection in humans (with primary cellular and 
humoral immune responses present and complemented 
with a slower CD4+T-cell decline).

Limitations of the hu-Mice Models 

Besides the higher costs or the mouse humanization 
procedures, the NSG models have some technical 
limitations that disadvantage their broader use in HIV-
1 research. Not all animals have the engraftment levels 
required for successful studies. There is a remaining innate 
immunity that impairs engraftment, and development 
of GvHD (a life-terminating complication) can occur. 
There is an existing difficulty in generating human 
humoral immune responses leading to class switching 
and immunoglobulin G (IgG) antibody production. The 
adult NSG model has a functional limitation. Its lack of 
multi-lineage human hematopoiesis limits HIV-1 studies 
to a few weeks’ duration, but that issue has been partially 
overcome with newer hu-mouse models. 

In the neonatal NSG model, some animals may develop 
more B- than T-cells, rendering those mice useless for 
HIV-1 studies. Additional issues include the possibility 
of lacking available mice for control experiments due 
to timing that includes the several months required for 
the engraftment, followed by the engraftment evaluation 
(CD45+ and CD4+T-cell numbers). Neonatal NSG mice 
have impaired development of the germinal centers and 
lymph nodes, important tissues when studying HIV-1 
persistence and latency [53,54]. Despite generation of 
a primary immune response in CD34+T-NSG mice, the 
antibody responses are quite weak and largely restricted 
to immunoglobulin M (IgM) due to inefficient class 
switching, specifically after virus infection [28,55,56]. 

The model undergoes immature cell differentiation and 
the rare differentiation of certain cell lineages derived 
from HSCs [57]. 

The main obstacle with the BLT mouse model is the 
laborious surgical manipulation and time–consuming 
human cell reconstitution required, which leads to higher 
costs. A second issue is that the model cannot be used 
to study humoral immunity involving B-cells. Lastly, due 
to ethical issues related to abortion, the model cannot 
be used in countries such as Japan (and perhaps more 
recently in the United States).

Conclusions

Further improvements of existing hu-mouse models 
and more accurate mimicking of the full human immune 
system are still needed. To improve the earlier listed 
limitations of the existing hu-mouse models, there 
are ongoing efforts towards generating new strains 
of immunodeficient mice transgenic for human HLA 
molecules. The rationale is that this will strengthen 
immune responses and the expression of human cytokines 
and growth factors and thereby improve human cell 
reconstitution and homeostatic maintenance. There is a 
need for the inclusion of other human genes responsible 
for cell differentiation and intracellular interactions. 
Expression of human growth factors and HLA proteins 
may help to derive a composite recipient mouse strain 
having all the desirable features needed for HIV research. 

Numerous investigators worldwide continue searching 
for molecular mechanisms to resolve remaining defects 
in humanized mice, aiming for superior engraftment 
to overcome the existing deficiencies described in this 
review. This includes enhancement of human adaptive 
and innate immunity, and reduction of mouse innate 
immunity. Mouse models are faster and cheaper than 
non-human primate models and avoid concerns about 
reciprocal Fc-FcR evolution, i.e., how effectively human 
antibodies can drive Fc-mediated effector function in 
non-human primates. Given the notable progress made 
using humanized mice for HIV-1 research in recent years, 
the development of more advanced humanized mouse 
models in the HIV-1 field, especially for HIV-1 vaccine 
studies, is of great importance.

Acknowledgments

This work was supported by NIH under grant number 
1R01CA233441-01A1.

References

1. Siliciano JD, Kajdas J, Finzi D, Quinn TC, Chadwick 
K, Margolick JB, Kovacs C, Gange SJ, Siliciano RF. 
Long-term follow-up studies confirm the stability of the 

26



                                                                                                                                    
Weichseldorfer M, Heredia A, Reitz M, Bryant JL, Latinovic OS. Use of Humanized Mouse Models for Studying HIV-1 
Infection, Pathogenesis and Persistence. J AIDS HIV Treat. 2020; 2(1): 23-29.

J AIDS HIV Treat. 2020
Volume 2, Issue 1

latent reservoir for HIV-1 in resting CD4+ T cells. Nature 
Medicine. 2003 Jun;9(6):727-8.

2. Flanagan SP. ‘Nude’, a new hairless gene with 
pleiotropic effects in the mouse. Genetics Research. 1966 
Dec;8(3):295-309.

3. Nehls M, Pfeifer D, Schorpp M, Hedrich H, Boehm 
T. New member of the winged-helix protein family 
disrupted in mouse and rat nude mutations. Nature. 1994 
Nov;372(6501):103-7.

4. Mosier DE, Gulizia RJ, Baird SM, Wilson DB. Transfer 
of a functional human immune system to mice with 
severe combined immunodeficiency. Nature. 1988 Sep 
15;335(6187):256-9. 

5. Namikawa R, Kaneshima H, Lieberman M, Weissman 
IL, McCune JM. Infection of the SCID-hu mouse by HIV-
1. Science. 1988 Dec 23;242(4886):1684-6.

6. McCune JM, Namikawa R, Kaneshima H, Shultz 
LD, Lieberman M, Weissman IL. The SCID-hu mouse: 
murine model for the analysis of human hematolymphoid 
differentiation and function. Science. 1988 Sep 
23;241(4873):1632-9.

7. Ruxrungtham K, Boone E, Ford H, Driscoll JS, 
Davey RT, Lane HC. Potent activity of 2’-beta-fluoro-2’, 
3’-dideoxyadenosine against human immunodeficiency 
virus type 1 infection in hu-PBL-SCID mice. Antimicrobial 
Agents and Chemotherapy. 1996 Oct 1;40(10):2369-74.

8. Ruxrungtham K, Boone E, Ford H, Driscoll JS, 
Davey RT, Lane HC. Potent activity of 2’-beta-fluoro-2’, 
3’-dideoxyadenosine against human immunodeficiency 
virus type 1 infection in hu-PBL-SCID mice. Antimicrobial 
Agents and Chemotherapy. 1996 Oct 1;40(10):2369-74.

9. Jamieson BD, Zack JA. Murine models for HIV 
disease. AIDS (Supplement). 1999;13(A):S5-11.

10. Mosier DE, Gulizia RJ, MacIsaac PD, et al.: Rapid 
loss of CD4+T cells in human-PBL-SCID mice by 
noncytopathic HIV isolates. Science. 1993; 260: 689–
692.

11. Rizza P, Santini SM, Logozzi M, Lapenta C, Sestili P, 
Gherardi G, Lande R, Spada M, Parlato S, Belardelli F, 
Fais S. T-cell dysfunctions in hu-PBL-SCID mice infected 
with human immunodeficiency virus (HIV) shortly after 
reconstitution: in vivo effects of HIV on highly activated 
human immune cells. Journal of Virology. 1996 Nov 
1;70(11):7958-64. 

12. Harui A, Kiertscher SM, Roth MD. Reconstitution 
of huPBL-NSG mice with donor-matched dendritic cells 
enables antigen-specific T-cell activation. Journal of 

Neuroimmune Pharmacology. 2011 Mar 1;6(1):148-57. 

13. Kim KC, Choi BS, Kim KC, Park KH, Lee HJ, Cho 
YK, Kim SI, Kim SS, Oh YK, Kim YB. A simple mouse 
model for the study of human immunodeficiency virus. 
AIDS Research and Human Retroviruses. 2016 Feb 
1;32(2):194-202.

14. Rongvaux A, Willinger T, Martinek J, Strowig T, 
Gearty SV, Teichmann LL, Saito Y, Marches F, Halene 
S, Palucka AK, Manz MG. Development and function 
of human innate immune cells in a humanized mouse 
model. Nature Biotechnology. 2014 Apr;32(4):364.

15. Chen Q, Khoury M, Chen J. Expression of human 
cytokines dramatically improves reconstitution of 
specific human-blood lineage cells in humanized mice. 
Proceedings of the National Academy of Sciences. 2009 
Dec 22;106(51):21783-8.

16. Yao LC, Cheng M, Wang M, Banchereau J, Palucka 
K, Shultz L, Bult C, Keck JG. Patient-derived tumor 
xenografts in humanized NSG-SGM3 mice: A new 
immuno-oncology platform. European Journal of Cancer. 
2016; 61:S203 - S204.

17. Billerbeck E, Barry WT, Mu K, Dorner M, Rice CM, 
Ploss A. Development of human CD4+ FoxP3+ regulatory T 
cells in human stem cell factor–, granulocyte-macrophage 
colony-stimulating factor–, and interleukin-3–expressing 
NOD-SCID IL2Rγnull humanized mice. Blood, The 
Journal of the American Society of Hematology. 2011 Mar 
17;117(11):3076-86.

18. Van der Loo JC, Hanenberg H, Cooper RJ, Luo FY, 
Lazaridis EN, Williams DA. Nonobese diabetic/severe 
combined immunodeficiency (NOD/SCID) mouse as a 
model system to study the engraftment and mobilization 
of human peripheral blood stem cells. Blood, The 
Journal of the American Society of Hematology. 1998 Oct 
1;92(7):2556-70.

19. Ito R, Takahashi T, Katano I, Kawai K, Kamisako 
T, Ogura T, Ida-Tanaka M, Suemizu H, Nunomura S, 
Ra C, Mori A. Establishment of a Human Allergy Model 
Using Human IL-3/GM-CSF–Transgenic NOG Mice. The 
Journal of Immunology. 2013 Sep 15;191(6):2890-9.

20. Ishikawa F, Yasukawa M, Lyons B, Yoshida S, 
Miyamoto T, Yoshimoto G, Watanabe T, Akashi K, Shultz 
LD, Harada M. Development of functional human blood 
and immune systems in NOD/SCID/IL2 receptor γ 
chainnull mice. Blood. 2005 Sep 1;106(5):1565-73.

21. Shultz LD, Brehm MA, Garcia-Martinez JV, Greiner 
DL. Humanized mice for immune system investigation: 
progress, promise and challenges. Nature Reviews 

27



                                                                                                                                    
Weichseldorfer M, Heredia A, Reitz M, Bryant JL, Latinovic OS. Use of Humanized Mouse Models for Studying HIV-1 
Infection, Pathogenesis and Persistence. J AIDS HIV Treat. 2020; 2(1): 23-29.

J AIDS HIV Treat. 2020
Volume 2, Issue 1

Immunology. 2012 Nov;12(11):786.

22. Harris DT, Badowski M. Long term human 
reconstitution and immune aging in NOD-Rag (−)-γ 
chain (−) mice. Immunobiology. 2014 Feb 1;219(2):131-7.

23. Watanabe S, Ohta S, Yajima M, Terashima K, Ito M, 
Mugishima H, Fujiwara S, Shimizu K, Honda M, Shimizu 
N, Yamamoto N. Humanized NOD/SCID/IL2Rγnull 
mice transplanted with hematopoietic stem cells under 
nonmyeloablative conditions show prolonged life spans 
and allow detailed analysis of human immunodeficiency 
virus type 1 pathogenesis. Journal of Virology. 2007 Dec 
1;81(23):13259-64.

24. Araínga M, Su H, Poluektova LY, Gorantla S, 
Gendelman HE. HIV-1 cellular and tissue replication 
patterns in infected humanized mice. Scientific reports. 
2016 Mar 21;6(1):1-2.

25. Wu X, Liu L, Cheung KW, Wang H, Lu X, Cheung 
AK, Liu W, Huang X, Li Y, Chen ZW, Chen SM. Brain 
Invasion by CD4+ T Cells Infected with a Transmitted/
Founder HIV-1 BJZS7 During Acute Stage in Humanized 
Mice. Journal of Neuroimmune Pharmacology. 2016 Sep 
1;11(3):572-83.

26. Hesselton RM, Koup RA, Cromwell MA, Graham BS, 
Johns M, Sullivan JL. Human peripheral blood xenografts 
in the SCID mouse: characterization of immunologic 
reconstitution. Journal of Infectious Diseases. 1993 Sep 
1;168(3):630-40.

27. Greiner DL, Hasselton RA, Schultz LD. Scid Mouse 
Models of Human Stem Cell Engraftment. Stem Cells. 
1998; 16(3): 166-177.

28. Pearson T, Shultz LD, Miller D, King M, Laning 
J, Fodor W, Cuthbert A, Burzenski L, Gott B, Lyons 
B, Foreman O. Non-obese diabetic–recombination 
activating gene-1 (NOD–Rag 1 null) interleukin (IL)-2 
receptor common gamma chain (IL 2 rγnull) null mice: 
a radioresistant model for human lymphohaematopoietic 
engraftment. Clinical & Experimental Immunology. 2008 
Nov;154(2):270-84.

29. Araínga M, Su H, Poluektova LY, Gorantla S, 
Gendelman HE. HIV-1 cellular and tissue replication 
patterns in infected humanized mice. Scientific Reports. 
2016 Mar 21;6(1):1-2.

30. Araínga M, Su H, Poluektova LY, Gorantla S, 
Gendelman HE. HIV-1 cellular and tissue replication 
patterns in infected humanized mice. Scientific Reports. 
2016 Mar 21;6(1):1-2.

31. Brehm MA, Cuthbert A, Yang C, Miller DM, DiIorio 
P, Laning J, Burzenski L, Gott B, Foreman O, Kavirayani 

A, Herlihy M. Parameters for establishing humanized 
mouse models to study human immunity: analysis of 
human hematopoietic stem cell engraftment in three 
immunodeficient strains of mice bearing the IL2rγnull 
mutation. Clinical Immunology. 2010 Apr 1;135(1):84-98.

32. Ye C, Wang W, Cheng L, Li G, Wen M, Wang Q, Zhang 
Q, Li D, Zhou P, Su L. Glycosylphosphatidylinositol-
anchored anti-HIV scFv efficiently protects CD4 T cells 
from HIV-1 infection and deletion in hu-PBL mice. 
Journal of Virology. 2017 Feb 1;91(3):e01389-16.

33. Halper-Stromberg A, Lu CL, Klein F, Horwitz 
JA, Bournazos S, Nogueira L, Eisenreich TR, Liu C, 
Gazumyan A, Schaefer U, Furze RC. Broadly neutralizing 
antibodies and viral inducers decrease rebound from 
HIV-1 latent reservoirs in humanized mice. Cell. 2014 
Aug 28;158(5):989-99.

34. Berges BK, Akkina SR, Remling L, Akkina R. 
Humanized Rag2−/− γc−/−(RAG-hu) mice can sustain 
long-term chronic HIV-1 infection lasting more than a 
year. Virology. 2010 Feb 5;397(1):100-3.

35. Latinovic OS, Neal LM, Tagaya Y, Heredia A, 
Medina-Moreno S, Zapata JC, Reitz M, Bryant J, Redfield 
RR. Suppression of Active HIV-1 Infection in CD34+ 
Hematopoietic Humanized NSG Mice by a Combination 
of Combined Antiretroviral Therapy and CCR5 Targeting 
Drugs. AIDS Research and Human Retroviruses. 2019 
Aug 1;35(8):718-28. 

36. Nischang M, Gers-Huber G, Audigé A, Akkina R, Speck 
RF. Modeling HIV infection and therapies in humanized 
mice. Swiss Medical Weekly. 2012;142:w13618.

37. Dash PK, Gorantla S, Gendelman HE, Knibbe J, 
Casale GP, Makarov E, Epstein AA, Gelbard HA, Boska 
MD, Poluektova LY. Loss of neuronal integrity during 
progressive HIV-1 infection of humanized mice. Journal 
of Neuroscience. 2011 Mar 2;31(9):3148-57.

38. Kim KC, Choi BS, Kim KC, Park KH, Lee HJ, Cho 
YK, Kim SI, Kim SS, Oh YK, Kim YB. A simple mouse 
model for the study of human immunodeficiency virus. 
AIDS Research and Human Retroviruses. 2016 Feb 
1;32(2):194-202. 

39. Mcclain RM, Keller D, Casciano D, Fu P, Macdonald 
J, Popp J, Sagartz J. Neonatal mouse model: review 
of methods and results. Toxicologic Pathology. 2001 
Jan;29(1_suppl):128-37.

40. Ko Y, Jeong YH, Lee JA. Transplantation of human 
umbilical cord blood CD34+ cells into the liver of newborn 
NOD/SCID/IL-2Rγ null (NSG) mice after busulfan 
conditioning. Blood Research. 2017 Dec 1;52(4):316-9.

28



                                                                                                                                    
Weichseldorfer M, Heredia A, Reitz M, Bryant JL, Latinovic OS. Use of Humanized Mouse Models for Studying HIV-1 
Infection, Pathogenesis and Persistence. J AIDS HIV Treat. 2020; 2(1): 23-29.

J AIDS HIV Treat. 2020
Volume 2, Issue 1

41. Heredia A, Hassounah S, Medina-Moreno S, Zapata 
JC, Le NM, Han Y, Foulke Jr JS, Davis C, Bryant J, 
Redfield RR, Wainberg MA. Monotherapy with either 
dolutegravir or raltegravir fails to durably suppress HIV 
viraemia in humanized mice. Journal of Antimicrobial 
Chemotherapy. 2017 Sep 1;72(9):2570-3.

42. Denton PW, Estes JD, Sun Z, Othieno FA, Wei BL, 
Wege AK, Powell DA, Payne D, Haase AT, Garcia JV. 
Antiretroviral pre-exposure prophylaxis prevents vaginal 
transmission of HIV-1 in humanized BLT mice. PLoS 
Medicine. 2008 Jan 1;5(1).

43. Olesen R, Wahl A, Denton PW, Garcia JV. 
Immune reconstitution of the female reproductive 
tract of humanized BLT mice and their susceptibility 
to human immunodeficiency virus infection. Journal of 
Reproductive Immunology. 2011 Mar 1;88(2):195-203. 

44. Denton PW, Long JM, Wietgrefe SW, Sykes C, 
Spagnuolo RA, Snyder OD, Perkey K, Archin NM, 
Choudhary SK, Yang K, Hudgens MG. Targeted cytotoxic 
therapy kills persisting HIV infected cells during ART. 
PLoS Pathogens. 2014 Jan 9;10(1):e1003872.

45. Stoddart CA, Maidji E, Galkina SA, Kosikova 
G, Rivera JM, Moreno ME, Sloan B, Joshi P, Long 
BR. Superior human leukocyte reconstitution and 
susceptibility to vaginal HIV transmission in humanized 
NOD-scid IL-2Rγ−/−(NSG) BLT mice. Virology. 2011 
Aug 15;417(1):154-60. 

46. Akkina R. New generation humanized mice for virus 
research: comparative aspects and future prospects. 
Virology. 2013 Jan 5;435(1):14-28.

47. Olesen R, Swanson MD, Kovarova M, Nochi T, 
Chateau M, Honeycutt JB, Long JM, Denton PW, 
Hudgens MG, Richardson A, Tolstrup M. ART influences 
HIV persistence in the female reproductive tract and 
cervicovaginal secretions. The Journal of Clinical 
Investigation. 2016 Mar 1;126(3):892-904.

48. Biswas S, Chang H, Sarkis PT, Fikrig E, Zhu Q, 
Marasco WA. Humoral immune responses in humanized 
BLT mice immunized with West Nile virus and HIV-1 
envelope proteins are largely mediated via human CD5+ 
B cells. Immunology. 2011 Dec;134(4):419-33.

49. Sun Z, Denton PW, Estes JD, Othieno FA, Wei BL, 
Wege AK, Melkus MW, Padgett-Thomas A, Zupancic M, 
Haase AT, Garcia JV. Intrarectal transmission, systemic 
infection, and CD4+ T cell depletion in humanized 

mice infected with HIV-1. The Journal of Experimental 
Medicine. 2007 Apr 16;204(4):705-14. 

50. Denton PW, Othieno F, Martinez-Torres F, Zou W, 
Krisko JF, Fleming E, Zein S, Powell DA, Wahl A, Kwak 
YT, Welch BD. One percent tenofovir applied topically to 
humanized BLT mice and used according to the CAPRISA 
004 experimental design demonstrates partial protection 
from vaginal HIV infection, validating the BLT model 
for evaluation of new microbicide candidates. Journal of 
Virology. 2011 Aug 1;85(15):7582-93. 

51. Denton PW, Othieno F, Martinez-Torres F, Zou W, 
Krisko JF, Fleming E, Zein S, Powell DA, Wahl A, Kwak 
YT, Welch BD. One percent tenofovir applied topically to 
humanized BLT mice and used according to the CAPRISA 
004 experimental design demonstrates partial protection 
from vaginal HIV infection, validating the BLT model 
for evaluation of new microbicide candidates. Journal of 
Virology. 2011 Aug 1;85(15):7582-93.

52. Salgado M, Swanson MD, Pohlmeyer CW, Buckheit 
RW, Wu J, Archin NM, Williams TM, Margolis DM, 
Siliciano RF, Garcia JV, Blankson JN. HLA-B* 57 elite 
suppressor and chronic progressor HIV-1 isolates 
replicate vigorously and cause CD4+ T cell depletion in 
humanized BLT mice. Journal of Virology. 2014 Mar 
15;88(6):3340-52.

53. Chappaz S, Finke D. The IL-7 signaling pathway 
regulates lymph node development independent of 
peripheral lymphocytes. The Journal of Immunology. 
2010 Apr 1;184(7):3562-9. 

54. Seung E, Tager AM. Humoral immunity in humanized 
mice: a work in progress. The Journal of Infectious 
Diseases. 2013 Nov 15;208(suppl_2):S155-9.

55. Manz MG. Human-hemato-lymphoid-system mice: 
opportunities and challenges. Immunity. 2007 May 
25;26(5):537-41.

56. Jaiswal S, Pazoles P, Woda M, Shultz LD, Greiner 
DL, Brehm MA, Mathew A. Enhanced humoral and HLA-
A2-restricted dengue virus-specific T-cell responses 
in humanized BLT NSG mice. Immunology. 2012 
Jul;136(3):334-43.

57. Brehm MA, Shultz LD, Luban J, Greiner DL. 
Overcoming current limitations in humanized mouse 
research. The Journal of Infectious Diseases. 2013 Nov 
15;208(suppl_2):S125-30.

29


