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A B S T R A C T

The human immunodeficiency virus (HIV) pandemic is driving the re-emergence of tuberculosis (TB) as a global
health threat, both by increasing the susceptibility of HIV-infected people to infection with Mycobacterium tu-
berculosis (Mtb), and increasing the rate of emergence of drug-resistant Mtb. There are several other clinical
challenges for treatment of co-infected patients including: expense, pill burden, toxicity, and malabsorption that
further necessitate the search for new drugs that may be effective against both pathogens simultaneously. The
anti-helminthic niclosamide has been shown to have activity against a laboratory strain of Mtb in liquid culture
while bacteriostatic activity against non-replicating M. abscessus was also recently described. Here we extend
these findings to further demonstrate that niclosamide inhibits mycobacterial growth in infected human mac-
rophages and mediates potent bacteriostatic activity against the virulent Mtb Beijing strain. Importantly, we
provide the first evidence that niclosamide inhibits HIV replication in human macrophages and Jurkat T cells
through post-integration effects on pro-virus transcription. The dual antiviral and anti-mycobacterial activity
was further observed in an in vitro model of HIV and Mtb co-infection using human primary monocyte-derived
macrophages. These results support further investigation of niclosamide and derivatives as anti-retroviral/anti-
mycobacterial agents that may reduce clinical challenges associated with multi-drug regimens and drug re-
sistance.

1. Introduction

Tuberculosis has re-emerged as a global health threat, largely driven
by the HIV pandemic. According to the 2018 WHO Global Tuberculosis
Report, there were 10.4 million new TB infections in 2017, and ap-
proximately 1.7 million TB related deaths. TB is now the leading cause
of infectious disease related death world-wide, as well as the leading
cause of death in people living with HIV (PLWH) [1]. HIV infection
increases susceptibility to new infection, or re-infection, with Mtb and
increased risk of latent tuberculosis infection (LTBI) reactivation [2].
Greater than 10% of new TB infections globally occur in PLWH, and in
many sub-saharan African countries, over 50% of new or recurring TB
cases are observed in PLWH [1].

Further exacerbating the problem is the emergence of drug

resistance in Mtb. Nearly half a million people have been identified as
having a multi-(MDR) or extremely drug resistant (XDR) strain of Mtb
[1]. Compounding the problem, the incidence of drug resistant Mtb is
higher in PLWH than those without HIV [3], and the chance of TB-
related mortality is greater [4]. Additionally, simultaneous treatment of
TB and HIV has proven to be difficult, as many front-line HIV drugs
perform poorly when used in combination with frontline TB drugs,
particularly rifampicin [5]. HIV, likeMtb, is also experiencing emerging
resistance to anti-retrovirals. The high mutation rate associated with
retroviral reverse transcriptase results in a rapid development of drug
resistant viral species that are only partially overcome with combina-
tion therapy [6,7]. This combination of factors necessitates a constant
search for new therapeutics that can treat one or both pathogens
without significant side effects, interactions or toxicity. It also obviates
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the opportunity to revisit some non-first line drugs to which resistance
has not yet emerged, and from which more effective, and perhaps even
dual-active, derivatives may be synthesized.

Niclosamide is an anti-helminthic drug introduced in the 1950's,
and has been used to treat parasitic infections in millions of patients
worldwide [8]. It has been shown to effect a number of host cellular
signaling pathways, including Wnt [9], Notch [10], mTOR, NF-κB [11],
and STAT3 [12]. This broad activity has led to its evaluation as a
therapeutic agent for a number of cancers, including breast, colon,
ovarian, prostate, and others [13–16]. It has also shown potential to
treat bacterial and viral infections such as Bacillus anthracis [17],
Pseudomonas aeruginosa [18] and Staphylococcus aureus [19], as well as
SARS-CoV [20], Influenza [21], Chikungunya [22] and Zika [23]
viruses. In addition to the above, niclosamide has been investigated as a
potential anti-mycobacterial drug. Sun et al. showed that niclosamide
could inhibit the growth of the Mtb laboratory strain H37Rv at low
micromolar concentrations in liquid culture [24], and Berube et al.
recently demonstrated activity against M. abscessus [25] in a non-re-
plicating model.

Here, we investigated the activity of niclosamide against the viru-
lent Beijing strain ofMtb and in the setting of mycobacteria and HIV co-
infected human macrophages. We observed niclosamide to reduce
growth of Mtb Beijing as well as the M. bovis bacillus Calmette-Guérin
(BCG) vaccine strain in liquid cultures. Interesting, we further identified
potent anti-viral activity of niclosamide against HIV in human macro-
phages as well as T cells. In support of potential therapeutic applica-
tions, simultaneous activity against both HIV and mycobacteria in co-
infected human macrophages was observed. Our findings further in-
dicate that inhibition of HIV replication occurs post-integration via
effects on pro-virus transcription. These results support further in-
vestigations of niclosamide as a therapeutic for mixed infections in-
cluding Mtb and HIV.

2. Materials and methods

2.1. Cells and viruses

HIV-1 JR-CSF was obtained from the UCLA Center For AIDS
Research. The following reagent was obtained through the NIH AIDS
Reagent Program, Division of AIDS, NIAID, NIH: HIV-1 infected U937
Cells (U1) from Dr. Thomas Folks [26]. The following reagent was
obtained through the NIH AIDS Reagent Program, Division of AIDS,
NIAID, NIH: J-Lat Full Length Cells (6.3) from Dr. Eric Verdin (cat#
9846) [27] J-Lat cells are a Jurkat T cell line infected with HIVΔEnv/
GFP, and express GFP when HIV proviral transcription occurs. Buffy
coats used in the isolation of monocytes for the culture of monocyte-
derived macrophages (MDM) were purchased from the Gulf Coast Blood
Center in Houston, TX. Mycobacteria tuberculosis Beijing was a kind gift
from Dr. Michelle Larsen at Albert Einstein College of Medicine, and
Mycobacterium bovis BCG was obtained from ATCC (ATCC 35734). M.
bovis BCG Pasteur-tdTomato was developed by Dr. Jeffrey Cirillo at
Texas A&M Health Science Center.

2.2. Liquid cultures

Liquid cultures of M. bovis BCG Pasteur or Mtb Beijing were grown
to O.D.600 = 0.3–0.5 the diluted to O.D. = 0.02 in 7H9 media. Drugs
were added as indicated, cultures were assessed for a baseline OD
reading specific to each compound and grown for an additional seven
days at 37 °C under aerobic conditions, shaken daily. All experiments
performed using Mtb were conducted in a biosafety level 3 facility in
the Galveston National Laboratory complex.

2.3. Monocyte-derived macrophages

De-identified buffy coat samples were stored at room temperature

for same day transport to the UTMB campus from the Gulf Coast Blood
Center and used for isolation of peripheral blood mononuclear cells
(PBMC). Peripheral blood monocytes were isolated from PBMCs by
overnight adherence in 175 mL tissue culture flasks as described [24].
Monocytes were dissociated with Gibco dissociation media and counted
on a hemacytometer using trypan blue to assess viability. Monocytes
were subsequently dispensed into 12 or 24 well tissue culture plates at
1.0 or 0.5 × 106 cells per well, respectively, and used to generate
monocyte derived macrophages (MDM) by culture for 6 days with
25 ng/mL of M-CSF (Peprotech) with a media change at day 3.

2.4. Infections

MDM were infected with 0.5 TCID50 of HIV-1 JR-CSF in minimal
media overnight. Cells were subsequently washed with PBS, and media
replaced. U1 cells and MDMs were infected with Mycobacteria tu-
berculosis (Beijing) at a MOI of 5 orMycobacterium bovis BCG at a MOI of
10 for 2 h in antibiotic-free media, as previously described [28]. Cells
were then washed with media containing Pen/Strep. Media was re-
placed with complete RPMI1640 and cells were incubated at 37 °C and
5% CO2 for 24 h.

2.5. Western blot

Cells were lysed with a commercial lysis buffer (Pierce) containing
protease inhibitors and DNase I, and protein concentrations determined
using a BCA kit (Pierce). 30 μg of protein were loaded per well, sepa-
rated on a 4–20% acrylamide gel (BioRad) and transferred to PVDF.
PVDF membranes were coomassie blue stained before antibody probing
to ensure equal loading. Membranes were probed with HRP-conjugated
anti-p24 antibody (Abcam), visualized by bioluminescence with
SuperSignal West Femto substrate (ThermoFisher), exposed to X-ray
film, and developed.

2.6. qPCR

RNA was isolated using a Quick-RNA kit (Zymo), treated with
DNase I, and cDNA synthesized with an iScript cDNA kit (BioRad).
Semi-quantitative RT-PCR was performed to detect HIV LTR as pre-
viously described [29] using iTaq SYBR Green master mix (BioRad) on a
LightCycler instrument (BioRad) and normalized to the GAPDH
housekeeping gene.

2.7. Flow cytometry

Cells were harvested at appropriate time points and washed with
PBS prior to incubation with Fixable LIVE/DEAD Aqua (Invitrogen) per
manufacturer's instructions. Cells were then fixed and permeabilized
with BD CytofFix/CytoPerm solution (Becton Dickinson) for in-
tracellular staining. After fixation and permeabilization, cells were
stained for intracellular HIV p24 with anti-p24-FITC (Beckman
Coulter), rinsed three times and fixed with 2% ultrapure formaldehyde
in PBS. Samples were acquired using a BD LSR II Fortessa, and data
analyzed using FlowJo or FCSExpress6 (DeNovo).

3. Results and discussion

3.1. Niclosamide inhibits growth of Mtb Beijing

It has been previously demonstrated that niclosamide can inhibit
the growth of H37Rv in 7H9 liquid culture [24]. In order to determine
activity against virulent clinical isolates of mycobacteria, we incubated
liquid cultures of M. bovis BCG (control) and M.tb Beijing in the pre-
sence of media alone, common antimycobacterial drugs rifampicin
(RIF, 6 μM), isoniazid (INH, 0.15 nM), or increasing concentrations of
niclosamide from 2.5 to 20 μM (Fig. 1). In agreement with the data from
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Sun et al., niclosamide proved to be an inhibitor of mycobacterial
growth at concentrations as low as 5 μM for both the BCG vaccine strain
andthe virulent Beijing clinical isolate. These results further support the
potential of niclosamide, or possibly its derivatives, as an anti-myco-
bacterial drug.

3.2. Niclosamide inhibits HIV replication post-integration

In order to assess the potential of niclosamide to act as an anti-
retroviral as well as an anti-mycobacterial, we examined its effects on
the HIV replication cycle. Given niclosamide's known mechanisms of
action, suppressing host signaling pathways that led to HIV replication,
we hypothesized that it might interrupt HIV replication during the post-
integration phase of the viral life cycle. To test this hypothesis, we
activated U1 cells, a human macrophage cell line with HIV-1 integrated
into its genome, in the presence of increasing concentrations of niclo-
samide up to 1.25 μM, or media alone. Cells were then harvested,
stained with a near-red live/dead marker and anti-HIVp24-FITC mAb
and evaluated by flow cytometry (Fig. 2a). The percent cells positive for
HIV p24 was observed to decrease in a dose dependent manner
(Fig. 2b). These effects were seen in the absence of measurable toxicity
at the concentrations examined (Fig. 2c). This, to our knowledge, is the
first demonstration of the capacity of niclosamide to act as an anti-
retroviral agent and opens the door to investigation of niclosamide or
its derivatives as potential dual-activity drugs in patients co-infected
with HIV and Mtb or other complex infections. These are important
observations, as Mtb infection is known to activate NF-κB, a pathway
with a well-defined role in the initiation of HIV replication in infected
cells. While niclosamide is directly bacteriostatic, its host-directed ef-
fects indirectly oppose HIV replication.

3.3. Niclosamide inhibits transcription of integrated HIV pro-virus

To explore the mechanism by which niclosamide inhibits HIV re-
plication, we assayed activated U1 cells for total HIV p24 by Western
blot. The HIV transcript encoding gag and pol is transcribed and
translated as a single polypeptide, thus the presence or absence of p24
is a good indicator of the status of de novo synthesis of HIV proteins. As
can be seen in Fig. 3a, U1 cells activated in the presence of 5 μM ni-
closamide were nearly absent p24. To determine if this was a result of
silencing HIV transcription or a disruption of post-transcriptional pro-
cessing, we assayed cells activated under the same conditions for the
presence of HIV transcripts by semi-quantitative RT-PCR for HIV long
terminal repeats (LTR). The fold change of HIV transcripts detected by

RT-PCR in U1 cells activated in the presence of niclosamide was sig-
nificantly lower than those activated in media alone, and nearly to the
level of non-activated cells (Fig. 3b). These finding indicate that ni-
closamide likely acts as a partial inhibitor of transcription for integrated
HIV proviral genomes. This is important as, to date, antiretroviral drugs
disrupt every other stage of the viral life cycle (entry, reverse tran-
scription, integration and particle maturation), but proviral transcrip-
tion has yet to be targeted therapeutically. It is also possible that ni-
closamide acts in other ways to affect the level of pro-viral transcripts,
such as nuclear entrapment or increased degradation of viral RNAs.
While additional studies will be needed to differentiate between these
possible mechanisms, further exploration of niclosamide or its deriva-
tives may potentially lead to a new class of anti-retroviral drugs in
general as well as new approaches to complement TB chemotherapy.

3.4. The antiretroviral activity of niclosamide is effective in T cells

As CD4+ T cells, rather than macrophages, are the primary host of
HIV infection, we proposed to verify that niclosamide was active in
inhibiting viral replication in T cells. To this end, we activated J-Lat
cells, a T cell line with an integrated recombinant HIV-GFP genome, in
the presence of increasing concentrations of niclosamide using the ap-
proach we had in U1 cells. As discerned for U1 cells in 3.2, niclosamide
decreases the percent of HIV+ J-Lat cells in a dose dependent manner
(Fig. 4). Greater cell death was observed in the absence as well as in-
creasing concentrations of drugs was seen in J-Lats vs. U1 cells
(Fig. 4A). However, the activity assessed in the live gate demonstrates
potent anti-retroviral activity in human T cells (Fig. 4B). These results
demonstrate the potential for niclosamide to inhibit replication in both
important HIV targets, T cells and macrophages. Given the central role
of cell mediated immunity for host containment of Mtb, these results
further suggest the potential for niclosamide to have a sparing effect on
immune mechanisms key to protection against TB.

3.5. Dual activity of niclosamide in macrophages co-infected with HIV and
mycobacteria

To determine if niclosamide could be effective in primary cells and
in a relevant coinfection model, we employed an in vitro coinfection
system [24]. MDM were infected with HIV JR-CSF and M. bovis BCG
expressing the fluorochrome tdTomato in the presence or absence of
1.25 μM niclosamide and assayed for HIV protein products and myco-
bacteria via flow cytometry. Fig. 5 shows that niclosamide treatment
resulted in a greater than 50% decrease in both HIV proteins and

Fig. 1. Niclosamide inhibits growth of M. bovis BCG and virulent M.tb Beijing in liquid culture. 5 mL static cultures of A) M. bovis BCG or B) M.tb Beijing were
grown to O.D. 0.2, then grown in the presence of rifampicin, isoniazid, or increasing concentrations of niclosamide from 2.5 to 20 μM for 7 days. CFU were calculated
from final O.D. readings using the estimate of 1 OD = 3 × 108/ml. Niclosamide limited mycobacterial growth in a dose-dependent manner. Data represent the
average of three experiments, plus or minus SE. All treatments were significantly different than control with p < .05.
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Fig. 2. Niclosamide inhibits HIV replication in a macrophage cell line. U1 cells were activated with 50 ng/mL PMA in media alone, or in the presence of
increasing concentrations of niclosamide from 0.3125 to 1.25 μM for six days. Cells were harvested, fixed and permeabilized, stained for HIVp24 and analyzed by
flow cytometry. Niclosamide reduced the percentage of p24 positive cells in a dose-dependent manner without significant drug-related toxicity. Data shown are
representative of three experiments with similar results.

Fig. 3. Niclosamide inhibits HIV replication at proviral transcription. U1 cells were activated with 50 ng/mL PMA to drive viral replication in the presence or
absence of 2.5 μM niclosamide for 24 h. A) Cells were then lysed and 30 μg protein was loaded into each lane and separated on an acrylamide gel and transferred to
PVDF membrane for Western blot. No HIV gag-derived proteins, as detected with antibody to p24, were detected following exposure to niclosamide. B) Cells were
lysed and RNA was harvested and assayed for HIV transcripts by RT-PCR for HIV LTR as normalized to housekeeping gene control. Niclosamide reduced transcription
of HIV provirus to near the level of non-activated cells. Data represent two experiments with similar results.
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mycobacteria in co-infected macrophages in the absence of significant
cell death due to drug toxicity. These results support potential ther-
apeutic applications of niclosamide or similar compounds in complex
co-infections of HIV+ populations.

4. Conclusions

Our work expands the known activity of niclosamide against my-
cobacteria to include an important and virulent clinical isolate of M.tb.
These results indicate that this drug could have potential to be re-
purposed for combating TB infection in the current era of emerging
drug resistance. We further provide the first evidence, to our knowl-
edge, of potent antiretroviral activity of niclosamide against HIV. This
presents the exciting possibility that one drug may be active against
both HIV andM.tb simultaneously, potentially facilitating the treatment
of both conditions with a single drug in co-infection scenarios. This
would reduce the challenges of adverse drug interactions encountered
when trying to treat patients with this common, but deadly co-

infection. It also raises the possibility of new drug for treatment of ei-
ther infection, to which resistance has not yet arisen in either pathogen.
We believe that the data presented herein justify further examination of
niclosamide and its novel derivatives as dual-acting agents in HIV/TB
co-infection.
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Fig. 4. Niclosamide inhibits transcription of HIV in a T cell line. J-Lat cells were activated with 50 ng/mL PMA in media alone, or in the presence of increasing
concentrations of niclosamide ranging from 0.3125 to 5 μM and assayed for the presence of GFP by flow cytometry. Niclosamide reduced proviral transcription in T
cells from the live gate in a dose-dependent manner, with increasing drug-related toxicity observed in the total culture.

Fig. 5. Niclosamide inhibits both HIV and mycobacterial growth in infected macrophages. Monocyte-derived macrophages were infected with HIV JR-CSF in
RPMI at MOI of 0.05 for 5 h, then washed in PBS and infected with M. bovis BCG-tdTomato in RPMI at MOI of 5 for 24 h. Macrophages were then cultured in the
presence or absence of 1.25 μM niclosamide for 6 days. Cells were harvested, stained with a LIVE/DEAD marker, fixed and permeabilized, then stained with an anti-
HIVp24-FITC antibody and analyzed by flow cytometry. Niclosamide reduced the replication of both pathogens by over 50% without significant cell loss due to drug
toxicity. Data shown is representative of three separate experiments with similar results.

X. Fan, et al. Tuberculosis 116 (2019) S28–S33

S32



Ethical approval

Not applicable.

Financial disclosure

Publication of this supplement was supported by The University of
Texas Health Science Center at Houston.

Acknowledgements

We would like to express gratitude to Mark Griffin and the UTMB
Flow Cytometry and Cell Sorting Core Facility for assistance with per-
formance of flow cytometry. We would like to thank the UCLA Center
for AIDS Research (CFAR) 5P30 AI028697 for support in providing
virus stocks. We further acknowledge the NIH AIDS Reagent Repository
for the provision of cells lines. M. bovis BCG-tdTomato was developed
with support from NIH R01 AI104960. We would like to thank the
Institute for Human Infection and Immunity and the Department of
Microbiology and Immunology for providing funding. This work was
presented in part at the Texas Tuberculosis Research Symposium
(TTRS) 2018, El Paso, Texas, USA, sponsored by the Texas Tech
University Health Sciences Center El Paso.

References

[1] WHO. 2017 global tuberculosis Report. 2018.
[2] Moreno S, Baraia-Etxaburu J, Bouza E, Parras F, Perez-Tascon M, Miralles P, Vicente

T, Alberdi JC, Cosin J, Lopez-Gay D. Risk for developing tuberculosis among anergic
patients infected with HIV. Ann Intern Med 1993;119(3):194–8.

[3] Mesfin YM, Hailemariam D, Biadgilign S, Kibret KT. Association between HIV/AIDS
and multi-drug resistance tuberculosis: a systematic review and meta-analysis. PLoS
One 2014;9(1):e82235.

[4] Chung-Delgado K, Guillen-Bravo S, Revilla-Montag A, Bernabe-Ortiz A. Mortality
among MDR-TB cases: comparison with drug-susceptible tuberculosis and asso-
ciated factors. PLoS One 2015;10(3):e0119332.

[5] C.f.D. Control, Clinical update: impact of HIV protease inhibitors on the treatment
of HIV-infected tuberculosis patients with rifampin. Morbidity and Mortality
Weekly Report; 1996. p. 921–5.

[6] Boerma RS, Sigaloff KC, Akanmu AS, Inzaule S, Boele van Hensbroek M, Rinke de
Wit TF, Calis JC. Alarming increase in pretreatment HIV drug resistance in children
living in sub-Saharan Africa: a systematic review and meta-analysis. J Antimicrob
Chemother 2017;72(2):365–71.

[7] Hosseinipour MC, Gupta RK, Van Zyl G, Eron JJ, Nachega JB. Emergence of HIV
drug resistance during first- and second-line antiretroviral therapy in resource-
limited settings. J Infect Dis 2013;207(Suppl 2):S49–56.

[8] Andrews P, Thyssen J, Lorke D. The biology and toxicology of molluscicides,
Bayluscide. Pharmacol Ther 1982;19:245–95.

[9] Yin L, Gao Y, Zhang X, Wang J, Ding D, Zhang Y, Zhang J, Chen H. Niclosamide
sensitizes triple-negative breast cancer cells to ionizing radiation in association with
the inhibition of Wnt/beta-catenin signaling. Oncotarget 2016;7(27):42126–38.

[10] Suliman MA, Zhang Z, Na H, Ribeiro AL, Zhang Y, Niang B, Hamid AS, Zhang H, Xu
L, Zuo Y. Niclosamide inhibits colon cancer progression through downregulation of
the Notch pathway and upregulation of the tumor suppressor miR-200 family. Int J

Mol Med 2016;38(3):776–84.
[11] Wieland A, Trageser D, Gogolok S, Reinartz R, Hofer H, Keller M, Leinhaas A,

Schelle R, Normann S, Klaas L, Waha A, Koch P, Fimmers R, Pietsch T, Yachnis AT,
Pincus DW, Steindler DA, Brustle O, Simon M, Glas M, Scheffler B. Anticancer ef-
fects of niclosamide in human glioblastoma. Clin Cancer Res 2013;19(15):4124–36.

[12] Li R, You S, Hu Z, Chen ZG, Sica GL, Khuri FR, Curran WJ, Shin DM, Deng X.
Inhibition of STAT3 by niclosamide synergizes with erlotinib against head and neck
cancer. PLoS One 2013;8(9):e74670.

[13] Chen M, Wang J, Lu J, Bond MC, Ren XR, Lyerly HK, Barak LS, Chen W. The anti-
helminthic niclosamide inhibits Wnt/Frizzled 1 signaling. Biochemistry
2009;48(43):10267–74.

[14] Liu C, Lou W, Armstrong C, Zhu Y, Evans CP, Gao AC. Niclosamide suppresses cell
migration and invasion in enzalutamide resistant prostate cancer cells via Stat3-AR
axis inhibition. Prostate 2015;75(13):1341–53.

[15] Lu W, Lin C, Roberts MJ, Waud WR, Piazza GA, Li Y. Niclosamide suppresses cancer
cell growth by inducing Wnt co-receptor LRP6 degradation and inhibiting the Wnt/
beta-catenin pathway. PLoS One 2011;6(12):e29290.

[16] Yo YT, Lin YW, Wang YC, Balch C, Huang RL, Chan MW, Sytwu HK, Chen CK,
Chang CC, Nephew KP, Huang T, Yu MH, Lai HC. Growth inhibition of ovarian
tumor-initiating cells by niclosamide. Mol Cancer Ther 2012;11(8):1703–12.

[17] Zhu PJ, Hobson JP, Southall N, Qiu C, Thomas CJ, Lu J, Inglese J, Zheng W, Leppla
SH, Bugge TH, Austin CP, Liu S. Quantitative high-throughput screening identifies
inhibitors of anthrax-induced cell death. Bioorg Med Chem 2009;17(14):5139–45.

[18] Imperi F, Massai F, Ramachandran Pillai C, Longo F, Zennaro E, Rampioni G, Visca
P, Leoni L. New life for an old drug: the anthelmintic drug niclosamide inhibits
Pseudomonas aeruginosa quorum sensing. Antimicrob Agents Chemother
2013;57(2):996–1005.

[19] Rajamuthiah R, Fuchs BB, Conery AL, Kim W, Jayamani E, Kwon B, Ausubel FM,
Mylonakis E. Repurposing salicylanilide anthelmintic drugs to combat drug re-
sistant Staphylococcus aureus. PLoS One 2015;10(4):e0124595.

[20] Wu CJ, Jan JT, Chen CM, Hsieh HP, Hwang DR, Liu HW, Liu CY, Huang HW, Chen
SC, Hong CF, Lin RK, Chao YS, Hsu JT. Inhibition of severe acute respiratory syn-
drome coronavirus replication by niclosamide. Antimicrob Agents Chemother
2004;48(7):2693–6.

[21] Jurgeit A, McDowell R, Moese S, Meldrum E, Schwendener R, Greber UF.
Niclosamide is a proton carrier and targets acidic endosomes with broad antiviral
effects. PLoS Pathog 2012;8(10):e1002976.

[22] Wang YM, Lu JW, Lin CC, Chin YF, Wu TY, Lin LI, Lai ZZ, Kuo SC, Ho YJ. Antiviral
activities of niclosamide and nitazoxanide against chikungunya virus entry and
transmission. Antivir Res 2016;135:81–90.

[23] Xu M, Lee EM, Wen Z, Cheng Y, Huang WK, Qian X, Tcw J, Kouznetsova J, Ogden
SC, Hammack C, Jacob F, Nguyen HN, Itkin M, Hanna C, Shinn P, Allen C, Michael
SG, Simeonov A, Huang W, Christian KM, Goate A, Brennand KJ, Huang R, Xia M,
Ming GL, Zheng W, Song H, Tang H. Identification of small-molecule inhibitors of
Zika virus infection and induced neural cell death via a drug repurposing screen.
Nat Med 2016;22(10):1101–7.

[24] Sun Z, Zhang Y. Antituberculosis activity of certain antifungal and antihelmintic
drugs. Tuber Lung Dis 1999;79(5):319–20.

[25] Berube BJ, Castro L, Russell D, Ovechkina Y, Parish T. Novel screen to assess bac-
tericidal activity of compounds against non-replicating Mycobacterium abscessus.
Front Microbiol 2018;9:2417.

[26] Folks TM, Justement J, Kinter A, Dinarello CA, Fauci AS. Cytokine-induced ex-
pression of HIV-1 in a chronically infected promonocyte cell line. Science
1987;238(4828):800–2.

[27] Jordan A, Bisgrove D, Verdin E. HIV reproducibly establishes a latent infection after
acute infection of T cells in vitro. EMBO J 2003;22(8):1868–77.

[28] Vijayakumar S, Finney John S, Nusbaum RJ, Ferguson MR, Cirillo JD, Olaleye O,
Endsley JJ. In vitro model of mycobacteria and HIV-1 co-infection for drug dis-
covery. Tuberculosis (Edinb) 2013;93(Suppl):S66–70.

[29] Shan L, Rabi SA, Laird GM, Eisele EE, Zhang H, Margolick JB, Siliciano RF. A novel
PCR assay for quantification of HIV-1 RNA. J Virol 2013;87(11):6521–5.

X. Fan, et al. Tuberculosis 116 (2019) S28–S33

S33

http://refhub.elsevier.com/S1472-9792(19)30147-7/sref1
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref2
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref2
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref2
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref3
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref3
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref3
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref4
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref4
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref4
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref5
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref5
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref5
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref6
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref6
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref6
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref6
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref7
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref7
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref7
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref8
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref8
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref9
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref9
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref9
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref10
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref10
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref10
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref10
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref11
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref11
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref11
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref11
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref12
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref12
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref12
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref13
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref13
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref13
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref14
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref14
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref14
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref15
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref15
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref15
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref16
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref16
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref16
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref17
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref17
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref17
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref18
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref18
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref18
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref18
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref19
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref19
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref19
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref20
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref20
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref20
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref20
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref21
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref21
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref21
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref22
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref22
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref22
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref23
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref24
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref24
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref25
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref25
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref25
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref26
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref26
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref26
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref27
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref27
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref28
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref28
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref28
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref29
http://refhub.elsevier.com/S1472-9792(19)30147-7/sref29

