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Abstract 
Cancer remains a leading cause of global mortality, characterized by high treatment costs, 

and generally poor prognoses. Developing new anti-cancer drugs requires substantial 

investment, extended development timelines, and a high failure rate. Therefore, repurpos-

ing existing US Food and Drug Administration (FDA)-approved drugs for other diseases as 

potential anti-cancer therapies offers a faster and more cost-effective approach. Primary 

effusion lymphoma (PEL) is an aggressive B-cell malignancy linked to Kaposi’s  

sarcoma-associated herpesvirus (KSHV) infection. In this study, we identified that disulfi-

ram (DSF), an FDA-approved medication for alcohol dependence, acts as a potent inhib-

itor of KSHV-positive PEL. DSF suppresses PEL cell proliferation by inducing apoptosis 

through the activation of innate antiviral immunity. Remarkably, DSF effectively impedes 

KSHV reactivation and virion production in both PEL and endothelial cells. Inhibition of 

TANK binding kinase 1 (TBK1) or interferon regulatory factor 3 (IRF3), essential activators 

of antiviral innate immunity, reverses DSF’s effects on PEL cell survival and KSHV reacti-

vation. Furthermore, DSF treatment significantly hinders the initiation and progression of 

PEL tumors in a xenograft mouse model, with this effect was notably abolished by TBK1 

depletion. Our findings highlighted DSF as a promising therapeutic agent for targeting 

persistent KSHV infection and treating PEL tumors.

Author summary
Primary effusion lymphoma (PEL) is a rare but aggressive malignancy, with a median 
survival time of 6.2 months for affected patients. Conventional treatments offer limited 
efficacy for PEL, and the rarity of the disease complicates the development of new drugs. 
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Consequently, repurposing US Food and Drug Administration (FDA) approved med-
ications for PEL treatment has become an attractive strategy. Disulfiram (DSF), a drug 
historically used for treating alcoholism, has demonstrated excellent pharmacokinetics, 
safety, and tolerance in clinical settings. In this study, DSF was found to selectively inhib-
it the proliferation and survival of KSHV-positive B lymphoma cells by inducing an anti-
viral immune response and therefore preventing the transition of KSHV from latency to 
the lytic stage. Deletion of TANK binding kinase 1 (TBK1) or interferon regulatory factor 
3 (IRF3) disrupted innate immunity, thereby reversing the inhibitory effects of DSF on 
PEL cell survival and KSHV reactivation both in vitro and in vivo. Given its cost- 
effectiveness and FDA approval, DSF represents a promising candidate for repurposing 
in PEL therapy and warrants further evaluation in advanced clinical trials.

Introduction
Kaposi’s sarcoma-associated herpesvirus (KSHV), also known as human herpesvirus 8 (HHV-
8), is an oncogenic γ-herpesvirus with a large double-stranded DNA genome [1,2]. Like other 
herpesviruses, KSHV’s life cycle consists of two distinct phases: latent and lytic phases, both of 
which play crucial roles in its pathogenesis [3]. Under external stimuli, such as hypoxia, oxida-
tive stress or inflammation, KSHV can transition from latency to lytic phase, a process known 
as lytic reactivation [4–7]. During reactivation, KSHV expresses viral lytic genes in a cascade, 
leading to the production and release of numerous virions essential for viral spread and tumor 
development [8]. Therefore, targeting KSHV latency represents a promising therapeutic strat-
egy for KSHV-associated malignancies.

KSHV was first identified in 1994 within Kaposi’s sarcoma (KS) lesions in AIDS patients 
and has since been associated with primary effusion lymphoma (PEL), multicentric Cas-
tleman’s disease (MCD), and KSHV-associated inflammatory cytokine syndrome (KICS) 
[1,9–11]. Among these, PEL is highly aggressive and resistant to chemotherapy drugs that 
are effective against other B-cell lymphomas and therefore carries a poor prognosis [12]. The 
overall median and 1-year survival rates in PEL patients treated with chemotherapy were 6.2 
months and 39.3%, respectively [13]. PEL primarily affects HIV-infected patients, accounting 
for approximately 2% to 4% lymphomas in AIDS patients [12]. Rare cases of PEL also occur 
in HIV-negative individuals, particularly those who are immunocompromised, such as after 
organ transplantation or in elderly men in regions with high KSHV prevalence, including 
the Mediterranean and Eastern Europe [14]. Due to its rarity, there are no large prospective 
clinical trials for treating PEL, making the development of effective therapies challenging. 
Therefore, repurposing existing FDA-approved drugs offers a faster and more cost-effective 
approach for PEL treatment.

Disulfiram (DSF) has minimal side effects, as demonstrated by its use as an anti-alcoholism 
drug for over 60 years with few adverse reactions [15]. It also exhibits favorable pharmacoki-
netics and tolerability [16]. Since DSF’s patent has expired, production costs have significantly 
decreased. In the body, DSF typically forms a complex with copper to exert cytotoxic and 
anticancer effects [17]. The anti-tumor properties of DSF have been shown in various cancers, 
including liver, pancreatic, ovarian cancers, and leukemia [18]. Several downstream effectors 
of DSF have been revealed. For instance, DSF inhibits proteasome activity by directly target-
ing NPL4 and therefore impedes breast cancer development [19]. By directly binding to and 
inhibiting FROUNT, a chemokine signal regulator, DSF suppresses macrophage responses 
and lung cancer progression [20]. Furthermore, DSF exhibits immunomodulatory effects 
by suppressing inflammatory signaling pathways through multiple mechanisms. It inhibits 
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inflammation by covalently binding with a cysteine residue of MD-2, preventing STING 
phosphorylation, reducing NLRP3 palmitoylation, and covalently modifying or blocking the 
pore formation of gasdermin D (GSDMD) [21–24]. DSF also has antiviral properties either 
by directly targeting viral proteins or modulating the signaling pathways of host cells [25–29]. 
Given these characteristics, DSF might be a promising candidate for the treatment of virus- 
associated cancers like PEL.

In this study, we investigated the anti-tumor effects of DSF on KSHV latently infected 
PEL cells. We assessed DSF’s impacts on KSHV life cycle and the survival of KSHV-positive B 
lymphoma cells in vitro and in vivo. Our findings demonstrated that DSF effectively sup-
pressed PEL cell proliferation and survival by inducing apoptosis. Notably, DSF inhibited the 
initiation and progression of PEL tumors in a xenograft mouse model. Mechanistically, DSF 
significantly reduced KSHV lytic reactivation in both PEL and endothelial cells, as evidenced 
by decreased expression of viral lytic genes and reduced virion progeny production. Further-
more, DSF inhibited KSHV reactivation by activating TANK binding kinase 1 (TBK1) and 
triggering antiviral immune responses. Inhibition of TBK1 or interferon regulatory factor 3 
(IRF3), notably reversed DSF’s effects on KSHV reactivation, as well as PEL cell survival and 
progression. Overall, our study identified DSF as a novel therapeutic agent for treating PEL 
and preventing viral spread caused by KSHV reactivation.

Results

DSF inhibits PEL cell proliferation, survival and progression
We first assessed the effects of DSF on multiple PEL cell lines, including BCBL1, BC3, and 
BCP1 cells. To provide a comparative reference, KSHV-negative Burkitt’s lymphoma cell 
lines BJAB and DG75 were included, as no ideal control for PEL cells exists. DSF effectively 
inhibited the proliferation of KSHV-positive B lymphoma cells, including BJAB cells latently 
infected with KSHV (BJAB-KSHV) and three PEL cell lines, demonstrating greater sensitivity 
than BJAB and DG75 cells (Fig 1A). Additionally, DSF treatment resulted in a significantly 
higher number of dead cells in BJAB-KSHV and PEL cells compared to DG75 and BJAB 
cells (Fig 1B). The 50% inhibitory concentration (IC50) of DSF for BJAB-KSHV and PEL cells 
ranged from 0.04 μM to 0.06 μM, while for BJAB and DG75 cells, it was 0.09 μM and 0.08 
μM, respectively (Fig 1C and 1D). Consistently, DSF induced apoptosis in BJAB-KSHV and 
PEL cells in a dose-dependent manner, as evidenced by increased levels of cleaved Caspase 
3 (c-Caspase 3) (Fig 1E and 1F). In contrast, KSHV-negative BJAB and DG75 cells exhib-
ited greater resistance to DSF-induced apoptosis (Fig 1E and 1F). Given that DSF has been 
reported to modulate pyroptosis and ferroptosis, we further investigated whether either of 
these processes was activated in our system following DSF treatment [24,30]. A reduction 
in GPX4 is a hallmark of ferroptosis, while cleavage of GSDMD indicates the induction of 
pyroptosis [31,32]. Following DSF treatment, the expression of cleaved GSDMD remained 
unchanged, whereas GPX4 expression was intriguingly upregulated in BC3 and BCP1 cells (S1 
Fig). These findings suggest that DSF specifically induces apoptosis, rather than ferroptosis 
and pyroptosis, in KSHV-positive lymphoma cells.

To further evaluate the effects of DSF on PEL survival in vivo, we established a xenograft 
mouse model by inoculating NOD-SCID mice with BCBL1 cells that stably expressed firefly 
luciferase (BCBL1-Luc). Treatment with DSF or vehicle commenced on day 1 post- 
engraftment via intraperitoneal injection and continued daily. Of note, five out of five mice 
(100%) in the vehicle control group developed PEL at day 8 post-inoculation, whereas only 
two out of five mice (40%) in the DSF-treated group developed PEL (Fig 1G). Addition-
ally, mice treated with DSF exhibited significantly lower bioluminescence intensity than the 
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Fig 1. DSF inhibits PEL cell proliferation, survival and progression. (A) Proliferation curves of DG75, BJAB, BJAB-KSHV and PEL (BC3, BCBL1 and 
BCP1) cells treated with 0 (DMSO), 0.025, 0.05 and 0.1 μM DSF for one, two and three days. (B) Percentage of dead cells in DG75, BJAB, BJAB-KSHV and 
PEL cells treated with 0 (DMSO), 0.025, 0.05 and 0.1 μM DSF for one, two and three days. (C-D) Cell viability after 72 h of DSF treatment (C), with the con-
centration causing 50% cell death (IC50) induced by DSF was calculated (D). (E) Apoptosis was assessed by flow cytometry with Annexin V and PI staining 
of DG75, BJAB, BJAB-KSHV, and PEL cells treated with 0 (DMSO), 0.025, 0.05, and 0.1 μM DSF for 72 h. (F) Western blotting analysis in DG75, BJAB, 
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control group on day 15 post-inoculation (Fig 1G and 1H), indicating that DSF effectively 
inhibited both the initiation and progression of PEL in vivo.

Collectively, these data demonstrated that DSF preferentially inhibited the proliferation 
and survival of PEL cells by inducing apoptosis both in vitro and in vivo.

DSF inhibits KSHV reactivation in PEL cells
DSF is shown to inhibit various viruses, such as MERS, SARS-CoV, and hepatitis C virus 
(HCV) [26,28,29]. Moreover, PEL cell survival is intimately related to KSHV life cycle, we thus 
examined the effect of DSF on KSHV reactivation in PEL cells. DSF alone barely affected the 
expression of KSHV lytic genes, indicating that DSF was insufficient to disrupt KSHV latency 
in most cells (S2A-S2D Fig). Sodium butyrate (NaB), a well-established inducer of KSHV lytic 
reactivation, promotes the expression of KSHV-encoded lytic proteins, such as RTA, a key 
regulator of reactivation, by globally inhibiting cellular deacetylases. While NaB induced a 20- 
to 1000-fold increase in the expression of KSHV lytic genes, including RTA, PAN RNA, K8, 
ORF65, ORF59 and ORF57, in BCBL1, BC3, and BCP1 cells, DSF significantly suppressed this 
induction (Figs 2A, S3A and S3B). Additionally, NaB markedly increased K8 protein expres-
sion, an effect that was substantially reversed by DSF treatment in all three PEL cell lines (Figs 
2B and S3C). Immunofluorescence analysis further confirmed that DSF reduced NaB-induced 
K8 protein expression in BCBL1 cells (Fig 2C). In accordance with these results, DSF also 
decreased the production of KSHV progeny virions induced by NaB in the supernatants of 
BCBL1, BC3, and BCP1 cells (Figs 2D and S3D). Altogether, these results indicated that DSF 
suppresses NaB-induced lytic reactivation of KSHV in PEL cells.

DSF inhibits KSHV reactivation in iSLK-BAC16-RGB cells
To further investigate the inhibitory effects of DSF on KSHV lytic replication, we utilized iSLK- 
BAC16-RGB cells. iSLK is a derivative of SLK cells that expresses a doxycycline-inducible RTA 
encoded by KSHV. RTA serves as the master regulator of KSHV lytic reactivation by promoting 
the cascade expression of viral lytic genes. BAC16-RGB is a recombinant KSHV strain that 
expresses a monomeric red fluorescent protein 1 (mRFP1) under the control of elongation 
factor 1α (EF1α) promoter, which is constitutively active in live cells. Additionally, it expresses 
enhanced green fluorescent protein (EGFP) under the control of the KSHV lytic PAN RNA 
promoter. This dual fluorescence system enables the tracking of KSHV latent and lytic phases. 
Fluorescent microscopy revealed that all iSLK- BAC16-RGB cells expressed mRFP1, while 
only few cells expressed EGFP without induction, suggesting that KSHV remained in a tightly 
latent phase within this system (Fig 3A). Treatment with DSF did not significantly change the 
expression of mRFP1 and EGFP (Fig 3A). However, simultaneous treatment with NaB and 
doxycycline (Dox) induced EGFP expression, which was significantly reduced by DSF treat-
ment (Fig 3A). Flow cytometry analysis further confirmed that DSF decreased the proportion 
of EGFP-positive cells from approximately 56.5% to 37.2% (Fig 3B). Under uninduced condi-
tions, fewer than 0.09% of the cells expressed EGFP, regardless of DSF treatment (Fig 3B).

We then investigated whether DSF could regulate the transcriptional program of KSHV lytic 
genes. Under uninduced conditions, DSF treatment slightly enhanced the transcript levels of 
certain KSHV lytic genes, including RTA, ORF59 and ORF57, while decreasing the expression 
of K8, ORF65 and PAN RNA transcripts (Fig 3C). However, these effects were marginal, and 

BJAB-KSHV and PEL cells treated with 0 (DMSO), 0.025, 0.05, 0.1 μM DSF for 72 h. (G) The live imaging of PEL tumors in mice treated with vehicle or 
DSF after inoculation of BCBL1-Luc cells for 8 and 15 days. (H) Quantification of luminescence signals from PEL tumors in panel G, expressed as ROI (p/s/
(microwatt/cm2)). *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant compared to cells treated with 0 (DMSO) μM DSF.

https://doi.org/10.1371/journal.ppat.1012957.g001

https://doi.org/10.1371/journal.ppat.1012957.g001
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consistent with observations of EGFP expression and KSHV K8 protein levels (Fig 3C and 3D). 
Dual treatment with NaB and Dox significantly increased KSHV lytic gene transcription by up 
to 80000-fold, an effect notably reduced by DSF (Fig 3C). Additionally, the induction of KSHV 
K8 protein by NaB and Dox was consistently diminished by DSF (Fig 3C and 3D).

To further determine whether DSF reduced the production of infectious KSHV virions, we 
first performed qPCR to quantify the copies of viral genome released into the culture super-
natants. While viral genomes were barely detected under normal conditions, regardless of 
DSF treatment, the production of KSHV virions induced by NaB and Dox was significantly 
decreased following DSF treatment (Fig 3E). Additionally, culture supernatants from iSLK-
RGB-BAC16 cells, collected on day 4 post-induction with NaB and Dox, were used to infect 
HEK293T cells, which are highly susceptible to KSHV infection. Cells expressing mRFP1 were 
examined to determine the relative titer of KSHV infectious virions (Fig 3F). DSF treatment 
reduced the production of infectious virions by 5.3-fold (Fig 3G).

Fig 2. DSF inhibits KSHV reactivation in PEL cells. (A) RT-qPCR analysis of the mRNA levels of KSHV lytic genes including RTA, PAN RNA, K8, ORF65, ORF59, 
and ORF57 in BCBL1 cells treated with DMSO, 0.1 μM DSF, 0.5 mM sodium butyrate (NaB) or both for 72 h.(B-C) The protein level of K8 in BCBL1 cells treated with 
DMSO, 0.1 μM DSF, 0.5 mM sodium butyrate (NaB) or both for 72 h was examined by western blots (B) and immunofluorescence (C), respectively. Scale bar, 20 μm. 
(D)The produced KSHV virions in the supernatants of BCBL1 cells treated with DMSO, 0.05, 0.1 μM DSF, 0.5 mM sodium butyrate (NaB) or both for 96 h were quanti-
fied by qPCR. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant.

https://doi.org/10.1371/journal.ppat.1012957.g002

https://doi.org/10.1371/journal.ppat.1012957.g002
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Fig 3. DSF inhibits KSHV reactivation in iSLK-BAC16-RGB cells. (A) iSLK-BAC16-RGB cells were treated with DMSO, 1 μM DSF, 1 μg/mL doxycycline 
(Dox) plus 1 mM NaB, or both for 48 h and the GFP and RFP images were captured by fluorescent microscope. (B) Flow cytometry analysis of GFP-positive 
iSLK- BAC16-RGB cells after the treatment of DMSO, 1 μM DSF, 1 μg/mL doxycycline (Dox) plus 1 mM NaB, or both for 48 h. (C) RT-qPCR analysis of the 
mRNA levels of KSHV RTA, PAN RNA, K8, ORF65, ORF59 and ORF57 in iSLK-RGB-BAC16 cells treated with 1 μM DSF, 1 μg/mL Dox plus 1 mM NaB, or 
both for 72 h. (D) The protein level of K8 in iSLK-RGB-BAC16 cells was examined by western blots following the treatment of DMSO, 1 μM DSF, 1 μg/mL 
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Taken together, these results indicated that DSF potently suppressed KSHV lytic reactiva-
tion in both PEL and endothelial cells.

DSF triggers innate-immune responses
Previous studies have demonstrated that DSF can efficiently modulate the immune system in 
cancer cells [20,22,33]. Given that DSF effectively impeded KSHV reactivation in both PEL 
and endothelial cells, we speculated that DSF might activate antiviral immune responses. 
TBK1, a central node protein in antiviral innate immunity, was evaluated for its activity 
following DSF treatment. Specifically, we assessed the phosphorylation of TBK1 at serine 172 
(pTBK1-S172), a marker of TBK1 activation. DSF significantly activated TBK1 in PEL cells 
including BC3 and BCBL1 in a dose-dependent fashion (Fig 4A). Notably, DSF at a concen-
tration of 0.05 μM was sufficient to induce TBK1 activation in BC3 and BCBL1 cells (Fig 4A). 
In contrast, DSF activated TBK1 in BJAB-KSHV cells only at 1 μM, indicating that BJAB-
KSHV cells were less responsive compared to KSHV-positive PEL cells (Fig 4A). Moreover, 
TBK1 in BJAB cells was minimally affected by DSF across concentrations ranging from 0 to 1 
μM (Fig 4A). These results suggested that DSF-mediated activation of TBK1 was indirect and 
dependent on KSHV. To further validate these results, we examined the downstream effectors 
of TBK1 following DSF treatment. DSF treatment consistently upregulated the mRNA levels 
of IFNB1 and several interferon-stimulated genes (ISGs) including IFIT1, IFIT3, ISG15, and 
IRF7 in KSHV-positive BC3 and BCBL1 cells but not in BJAB cells, in a dose-dependent 
manner (Fig 4B, 4D and 4E). Moreover, 1 μM DSF, rather than other concentrations, signifi-
cantly increased the transcript expression of IFNB1 and ISGs in BJAB-KSHV cells, consistent 
with TBK1 activation (Fig 4C). Collectively, these findings indicated that DSF preferentially 
triggered the antiviral innate immune pathway by activating TBK1 in KSHV-positive rather 
than KSHV-negative lymphoma cells.

Diethyldithiocarbamate (DDTC), an active metabolite of DSF, has been reported to 
inhibit NF-κB, a pathway crucial for PEL cell survival [34]. We further examined the effects 
of DSF on NF-κB activity. As expected, DSF suppressed NF-κB signaling pathway in PEL 
cells (S4 Fig). However, this suppression is well-characterized and less pronounced com-
pared to DSF-mediated TBK1 activation. We thus focused on investigating DSF’s activation 
of TBK1.

DSF suppresses KSHV reactivation by triggering innate-immune responses
To investigate whether DSF inhibits KSHV reactivation and PEL cell survival by activating 
TBK1, we suppressed TBK1 by either genomic disruption or pharmacological inhibition. As 
expected, both TBK1 knockout or treatment with GSK8612, a potent TBK1 inhibitor, efficiently 
blocked DSF-induced TBK1 activation in BCBL1 and BC3 cells (Figs 5A and S5A). Consistently, 
DSF treatment significantly increased the mRNA levels of IFNB1 and ISGs, including IFIT1, 
IFIT3, ISG15, and IRF7, in BCBL1 and BC3 cells (Figs 5B and S5B). This increase was markedly 
attenuated by TBK1 knockout or GSK8612 treatment (Figs 5B and S5B). Additionally, TBK1 
deletion significantly enhanced NaB-induced KSHV reactivation, as evidenced by the increased 
expression of KSHV lytic genes and augmented production of virions (Fig 5C-5E). These 
results highlighted the crucial role of TBK1 in preventing KSHV lytic replication from latency. 

Dox plus 1 mM NaB, or both for 72 h. (E) The produced KSHV virions in the supernatants of iSLK-RGB-BAC16 treated with DMSO, 1 μM DSF, 1 μg/mL 
Dox plus 1 mM NaB, or both for 96 h were detected by qPCR. (F-G) The produced KSHV virions from the supernatants of iSLK-RGB-BAC16 cells treated 
with DMSO, 1 μM DSF, 1 μg/mL Dox plus 1 mM NaB, or both for 96 h were used to infect HEK293T cells. The infected cells were analyzed by fluorescence 
microscopy (F), and flow cytometry (G) to detect RFP-positive cells after 48 h infection. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant.

https://doi.org/10.1371/journal.ppat.1012957.g003

https://doi.org/10.1371/journal.ppat.1012957.g003
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Fig 4. DSF triggers innate immune responses. (A) Western blotting analysis of BJAB, BJAB-KSHV, BC3 and BCBL1 cells treated with 0 (DMSO), 0.025, 0.05, 0.1, 
1 μM DSF for 24 h. (B-E) RT-qPCR analysis of the mRNA levels of IFIT1, IFIT3, ISG15, IRF7 and IFNB1 in BJAB (B), BJAB-KSHV (C), BC3 (D) and BCBL1 (E) 
cells treated with 0 (DMSO), 0.025, 0.05, 0.1, 1 μM DSF for 24 h. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant compared to 0 (DMSO) μM DSF.

https://doi.org/10.1371/journal.ppat.1012957.g004

https://doi.org/10.1371/journal.ppat.1012957.g004
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Fig 5. DSF suppresses KSHV reactivation by activating innate-immune responses. (A) Western blotting analysis of BCBL1 and BC3 wildtype and TBK1 
knockout cells with 0 (DMSO) or 1 μM DSF treatment for 24 h. (B) RT-qPCR analysis of the mRNA levels of ISGs, including IFIT1, IFIT3, IFNB1, IRF7 and 
ISG15, in BCBL1 and BC3 wildtype or TBK1 knockout cells with 0 (DMSO) or 1 μM DSF treatment for 24 h. (C) RT-qPCR analysis of the mRNA levels of 
KSHV lytic genes, including RTA, K8, ORF65, ORF59, ORF57 and PAN RNA in BCBL1 and BC3 wildtype and TBK1 knockout cells treated with 0 (DMSO), 
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Consistently, TBK1 knockout or treatment with GSK8612 significantly reversed DSF’s inhibi-
tion of NaB-induced KSHV lytic gene transcription, including RTA, PAN RNA, K8, ORF65, 
ORF59, and ORF57, in BCBL1 and BC3 cells (Figs 5C and S5C). Furthermore, TBK1 knockout 
or GSK8612 treatment reversed DSF’s inhibition of NaB-induced K8 protein expression (Figs 
5D and S5D). Moreover, TBK1 knockout or GSK8612 treatment also reduced the production of 
NaB-induced KSHV virions following DSF treatment in BCBL1 and BC3 cells (Figs 5E and S5E). 
Collectively, these findings indicated that DSF inhibited KSHV lytic reactivation in PEL cells by 
activating innate immune responses.

DSF inhibits PEL proliferation, survival and progression by activating 
TBK1
Next, we explored whether DSF inhibited PEL proliferation and survival through activation of 
innate immune responses. As expected, TBK1 suppression by knockout or GSK8612 treat-
ment impaired DSF’s inhibitory effects on the proliferation of BCBL1 and BC3 cells (Figs 6A 
and S6A). Additionally, TBK1 knockout or GSK8612 treatment notably reduced the percent-
age of apoptotic cells and the levels of c-Caspase 3 protein induced by DSF in BCBL1 and 
BC3 cells (Figs 6B, 6C, S6B and S6C). These results strongly indicated that DSF inhibited PEL 
proliferation and survival by mediating TBK1 activation.

We then assessed the in vivo dependence of DSF on TBK1 in inhibiting PEL cell survival in 
a mouse model. To this end, we constructed a BCBL1-Luc cell line with stable TBK1 knockout 
(BCBL1-Luc-sgTBK1). We verified that the bioluminescence signals of BCBL1-Luc wildtype 
cells were comparable to BCBL1-Luc-sgTBK1 cells, allowing us to evaluate the dependence of 
DSF on TBK1 in regulating PEL growth in vivo (S6D Fig). Both wild-type and TBK1 knockout 
BCBL1-Luc cells were engrafted into NOD-SCID mice and either vehicle or DSF treatment was 
initiated the following day (Fig 6D). Consistently, all five mice (100%) in the vehicle control 
group developed PEL by day 22 post-inoculation, compared to three out of five mice (60%) 
in the DSF-treated group (Fig 6E). In contrast, all five mice (100%) with BCBL1-Luc-sgTBK1 
cells developed PEL by day 22, even with DSF treatment (Fig 6E). Additionally, DSF treatment 
resulted in significantly lower bioluminescence signal intensity compared to the control group, 
an effect that was reversed by TBK1 knockout (Figs 6E, 6F and S6E). PEL development typi-
cally causes abnormal weight gain, partially due to ascites formation. DSF treatment reduced 
the weight gain observed in the control group, an effect that was reversed by TBK1 knockout 
(Figs 6G and S6F). Furthermore, DSF treatment markedly reduced ascites volume and spleen 
enlargement caused by PEL, with these effects abolished by TBK1 deletion (Fig 6H-6K). Solid 
tumor metastases to the peritoneum and retroperitoneum were smaller following DSF treat-
ment, but this effect was reversed by TBK1 knockout (S6G Fig). Neither TBK1 knockout nor 
DSF treatment caused significant changes in organs such as the heart, liver, spleen, lung, or 
kidney, indicating the safety of DSF at these concentrations (S6H Fig). Taken together, these 
results demonstrated that TBK1 mediated DSF’s inhibition of PEL survival both in vivo and in 
vitro. TBK1 deletion abolished DSF’s suppressive effects on PEL development.

IRF3 mediates DSF suppression of KSHV reactivation and PEL cell survival
IRF3 is the downstream effector of TBK1 and plays a crucial role in the immune defense 
against viral infection. To further corroborate our findings, we constructed BCBL1 cell lines 

0.1 μM DSF, 0.5 mM NaB, or both for three days. (D) Western blotting analysis of BCBL1 and BC3 wildtype and TBK1 knockout cells treated with 0 (DMSO), 
1 μM DSF, 0.5 mM NaB, or both for three days. (E) RT-qPCR detection of KSHV virions in the supernatants of BCBL1 and BC3 wildtype and TBK1 knockout 
cells treated with 0 (DMSO), 0.1 μM DSF, 0.5 mM NaB, or both for three days. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant.

https://doi.org/10.1371/journal.ppat.1012957.g005

https://doi.org/10.1371/journal.ppat.1012957.g005
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Fig 6. DSF suppresses PEL proliferation, survival and progression by activating TBK1. (A) Proliferation curves of BCBL1 and 
BC3 wildtype and TBK1 knockout cells with 0 (DMSO) or 0.1 μM DSF for three days. (B) Apoptotic cells were detected by flow 
cytometry with Annexin V and PI staining in BCBL1 and BC3 wildtype and TBK1 knockout cells following 0 (DMSO) or 0.1 μM 
DSF treatment for three days. (C) Western blotting analysis of BCBL1 or BC3 wildtype and TBK1 knockout cells with 0 (DMSO) or 
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with IRF3 knockout. Consistent with observations in TBK1 knockout cells, deletion of IRF3 
led to a reduction in the expression of IFNB1 and ISG genes induced by DSF treatment, 
including IFIT1, IFIT3, IRF7, and ISG15, in BCBL1 cells (Fig 7A). Moreover, IRF3 knock-
out significantly reversed DSF’s inhibition of NaB-induced KSHV lytic gene transcription, 
including RTA, PAN RNA, K8, ORF65, ORF59, and ORF57 (Fig 7B). IRF3 knockout also 
reversed DSF’s inhibition of NaB-induced K8 protein expression and reduced the production 
of NaB-induced KSHV virion progeny following DSF treatment (Fig 7C and 7D). Notably, 
IRF3 depletion attenuated DSF’s inhibitory effects on BCBL1 cell proliferation (Fig 7E). Addi-
tionally, IRF3 knockout significantly reduced the proportion of apoptotic cells and the levels 
of c-Caspase 3 protein induced by DSF in BCBL1 cells (Fig 7F and 7G). Taken together, these 
results suggested that DSF inhibited KSHV reactivation and promoted PEL cell apoptosis 
through interferon-mediated responses.

Discussion
Despite advances in our understanding of cancer biology, malignant diseases continue to 
impose a significant global burden. PEL is a unique type of tumor linked to KSHV latent 
infection, frequently observed in individuals with compromised immune systems, such as 
those with HIV [2,12]. The 1-year survival rate for PEL patients is 39.3%, and no specific and 
effective treatments are currently available [13,35]. The high mortality rate of PEL highlights 
the urgent need for innovative therapeutic treatments. Given the high costs, lengthy develop-
ment periods, and high failure rates associated with new drug discovery, repurposing existing 
medications approved for various diseases as potential anti-cancer therapies offers a more 
cost-effective and expedited alternative [36,37]. This approach leverages established clinical 
formulations and documented patient tolerability.

DSF is an attractive candidate in cancer therapy, as it has been used for treating alco-
holism for over six decades and is shown to be effective in killing diverse types of cancer 
in preclinical studies through multiple mechanisms [16,38]. Studies have demonstrated 
that DSF potently inactivates proteasomes, inhibits the NF-κB signaling pathway, activates 
pro-apoptotic JNK and MAPK pathways, induces endoplasmic reticulum stress, promotes 
oxidative stress, and enhances the efficiency of immunotherapy, and so on [19,39–44]. 
Here, we found that DSF potently inhibits PEL cell proliferation and survival by specifi-
cally inducing apoptosis. Notably, DSF suppresses the initiation and progression of PEL 
tumors by activating TBK1. Intriguingly, DSF activation of TBK1 is exclusively observed 
in KSHV infected cells, but not in KSHV-negative lymphoma cells, suggesting that TBK1 
activation by DSF is indirect and dependent on KSHV infection. One possible explanation 
is that DSF directly binds to and targets viral proteins that negatively regulate TBK1 activ-
ity, thereby enabling selective TBK1 activation in KSHV-positive cells. Although DSF also 
impairs the proliferation of KSHV-negative lymphoma cells, this effect is less pronounced. 
Since DSF does not activate TBK1 in KSHV-negative lymphoma cells at the concentrations 
tested, an alternative mechanism independent of TBK1 likely accounts for DSF’s inhibition 
of KSHV-negative lymphoma cell proliferation. Consistent with our observations, previ-
ous studies showed that DSF could inhibit the progression of hematocarcinoma including 

0.1 μM DSF treatment for three days. (D) Schematic illustration of the animal experiment. (E) Live imaging of mice engrafted with 
BCBL1-Luc wildtype or TBK1 knockout cells that were treated with vehicle or indicated concentrations of DSF for 11, 17, and 22 
days. (F) Quantification of luminescence signals from PEL tumors in panel (E). (G) Volume of ascites extracted from mice at day 
22 post-inoculation. (H) Daily weight gain of mice. (I-K) Photographs (I), length (J), and weights (K) of spleen of mice at day 22 
post-inoculation.

https://doi.org/10.1371/journal.ppat.1012957.g006

https://doi.org/10.1371/journal.ppat.1012957.g006
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leukemia and lymphoma [45,46]. Moreover, DDTC, an active metabolite of DSF, signifi-
cantly suppresses PEL growth by inhibiting NF-κB and inducing apoptosis [34]. Indeed, 
we observed that DSF treatment also inactivates NF-κB signaling pathway, albeit it is less 
effective than activating TBK1. Whether the induction of PEL cell death by DSF is medi-
ated by NF-κB awaits further investigation.

In PEL tumor cells, KSHV typically remains in a latent phase with minimal viral 
gene expression, which allows the virus to evade host immune surveillance, presenting a 

Fig 7. IRF3 mediates DSF suppression of KSHV reactivation and PEL cell survival. (A) RT-qPCR analysis of the mRNA levels of ISGs, including IFIT1, IFIT3, 
IFNB1, IRF7, and ISG15 in BCBL1 wildtype or IRF3 knockout cells with 0 (DMSO) or 1 μM DSF treatment for 24 h. (B) RT-qPCR analysis of the mRNA levels of KSHV 
lytic genes, including RTA, K8, ORF65, ORF59, ORF57 and PAN RNA in BCBL1 wildtype and IRF3 deletion cells treated with 0 (DMSO), 0.1 μM DSF, 0.5 mM NaB, or 
both for three days. (C) Western blotting analysis of BCBL1 wildtype and IRF3 knockout cells treated with 0 (DMSO), 1 μM DSF, 0.5 mM NaB, or both for three days. 
(D) RT-qPCR detection of KSHV virions in the supernatants of BCBL1 wildtype and IRF3 knockout cells treated with 0 (DMSO), 0.1 μM DSF, 0.5 mM NaB, or both 
for three days. (E) Proliferation curves of BCBL1 wildtype and IRF3 knockout cells with 0 (DMSO) or 0.1 μM DSF for three days. (F) Apoptotic cells were detected by 
flow cytometry with Annexin V and PI staining in BCBL1 wildtype and IRF3 knockout cells following 0 (DMSO) or 0.1 μM DSF treatment for three days. (G) Western 
blotting analysis of BCBL1 wildtype and IRF3 knockout cells with 0 (DMSO) or 1 μM DSF treatment for 24 h. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant.

https://doi.org/10.1371/journal.ppat.1012957.g007

https://doi.org/10.1371/journal.ppat.1012957.g007
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significant challenge for treating KSHV-associated tumors [6]. Several studies, including 
our findings, suggest that the induction of KSHV lytic reactivation from latency could be 
a promising therapeutic strategy [6,47–49]. However, this approach risks releasing and 
spreading viral particles throughout the body. Thus, an ideal therapeutic drug should 
not only be cytotoxic but also inhibit KSHV reactivation. Indeed, several studies have 
shown that inhibiting KSHV reactivation induces apoptosis, leading to the death of PEL 
cells [50,51]. Our study found that DSF prevents KSHV reactivation triggered by exter-
nal stimuli through activating TBK1, which subsequently initiates antiviral innate immu-
nity and enhances immune surveillance. Inhibition of TBK1 or its downstream effector 
IRF3 abolisheds DSF’s inhibitory effect on KSHV reactivation and PEL cell proliferation 
and survival. DSF not only inhibits the survival of KSHV-positive B lymphoma cells but 
also reduces the production and spread of infectious virion progeny, indicating DSF as 
a potentially ideal therapeutic agent for PEL. Since most PEL cells are latently infected 
by KSHV and express minimal viral lytic genes, it is important to note that the inhibi-
tion of KSHV lytic reactivation from latency by DSF only marginally contributes to the 
decreased survival of PEL cells under normal conditions. However, factors in the cancer 
microenvironment, such as hypoxia, oxidative stress, and inflammation, can trigger 
KSHV reactivation [4,5,7]. Therefore, it is possible that DSF may suppress PEL develop-
ment and progression in these environments, or in vivo. The antiviral activities of DSF 
are also observed in other viruses. It is shown that DSF reactivates latent HIV-1 and 
subsequently targets viral reservoirs by activating the AKT signaling pathway [52]. Addi-
tionally, DSF alters the conformation of hepatitis C virus (HCV) non-structural protein 
5A (NS5A) by binding to its zinc finger site and therefore inhibits HCV assembly and 
replication [28]. Furthermore, DSF inhibits severe acute respiratory syndrome corona-
virus (SARS-CoV) assembly and replication by targeting and inhibiting the papain-like 
protease [29].

Altogether, we explored the possibility of DSF as a remedy for virus-associated diseases by 
utilizing KSHV latently infected PEL cells as a model. Our findings showed that DSF robustly 
induces the cytotoxicity in PEL cells and inhibits KSHV reactivation in both PEL and endo-
thelial cells, which is highly dependent on the activation of TBK1 and antiviral innate immu-
nity. All these establish DSF as a potential therapeutic agent for treating PEL.

Materials and methods

Ethics statement
All animal-related experiments adhered to the guidelines established by the Animal Use and 
Care Management Advisory Committee of Hunan Normal University (2024451). NOD/SCID 
mice, aged around 5 weeks, were housed under pathogen-free conditions.

Cell lines and cell culture
DG75, BJAB, BJAB-KSHV, and three PEL cells (BC3, BCBL1, and BCP1) were cultured 
in RPMI1640 medium (Gibco) supplemented with 10% fetal bovine serum (ExCell) and 
antibiotics (100 μg/mL streptomycin and 100 μg/mL penicillin). iSLK-BAC16-RGB cells 
were maintained in Dulbecco’s Modified Eagle’s Medium (DMEM) (Gibco) supplemented 
with 10% fetal bovine serum (ExCell), 1% penicillin-streptomycin, 600 μg/mL hygromycin, 
1 μg/mL puromycin, and 250 μg/mL G418. HEK293T cells were cultured in DMEM (Gibco) 
supplemented with 10% FBS (ExCell), 100 μg/mL streptomycin and 100 μg/mL penicillin. 
All cells were cultured in a humidified incubator at 37°C with 5% CO2.
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Cell proliferation and cell viability assay
Cells were seeded at a density of 2x105 per well in 12-well plates. Viable and non-viable cells 
were assessed daily. Specifically, cells were stained with a 0.4% trypan blue solution (Yesen, 
40207ES20) in a 1:1 ratio. Viable cells remained unstained, while dead cells appeared blue 
and were counted using a hemocytometer. The total cell count was calculated by applying the 
dilution factor.

Apoptosis assay
Cells were seeded at a density of 2x105 cells per well in a 12-well plate. After treatment, 
cells were collected by centrifugation at 1500 rpm for 5 minutes and washed once with PBS. 
Subsequently, cells were stained with propidium iodide (PI) and phycoerythrin-cyanine 
7-conjugated Annexin V (Elabscience, E-CK-A217) at room temperature for 15 minutes in 
the dark. Apoptotic cells were detected using flow cytometry (Thermo Fisher, Attune NxT), 
with Annexin V staining indicating early apoptosis, PI staining indicating dead cells, Annexin 
V and PI staining indicating late apoptosis, and unstained cells considered live. Data were 
analyzed with FlowJo V10 software (FlowJo, LLC, Ashland, OR).

Quantification of KSHV genome copy number
The supernatants from treated cells were collected and centrifuged at 3000 g for 3 minutes to 
remove cell debris. Next, 100 U/mL of DNase I (Invitrogen, P30727) was added to the super-
natants and incubated at 37°C for 30 minutes to digest DNA. Following this, 10 mM EDTA 
was added, and the mixture was incubated at 65°C for 10 minutes. qPCR was conducted by 
using specific primers for KSHV ORF65 (Forward: 5’-ATATGTCGCAGGCCGAATA-3’, 
Reverse: 5’-CCACCCATCCTCCTCAGATA-3’). The standard curve for qPCR was generated 
by using a pCDH plasmid containing KSHV ORF65 coding sequence as the template, which 
was then used to calculate the KSHV genome copy number in the supernatants.

Generation of knockout cell lines
Knockout was achieved using the CRISPR/Cas9 system. A single guide RNA (sgRNA) target-
ing TBK1, IRF3 and IRF7 was designed with the CRISPOR tool (http://crispor.tefor.net) and 
cloned into the pLentiCRISPR-V2 vector. The sgRNA expression vector was then packaged 
into lentiviruses that were used to infect PEL cells. 24 hours post-infection, selection was per-
formed using 2 μg/mL puromycin for 4 days to eliminate uninfected cells. Surviving cells were 
subsequently diluted to single cells that were re-plated into 96-well plates for clonal expansion. 
The target sequences of sgTBK1, sgIRF3 and sgIRF7 used was listed in S1 Table.

Immunofluorescent assay (IFA)
Treated PEL cells were collected and centrifuged at 1500 rpm for 3 minutes to pellet the cells. 
The pellets were washed once with PBS, fixed with 4% paraformaldehyde at room temperature 
for 30 minutes, and then washed again with PBST (PBS containing 0.1% Tween-20), followed 
by centrifugation at 1500 rpm for 3 minutes to obtain the cell pellets. Following this, the cells 
were centrifuged at 1500 rpm for 3 minutes to obtain the cell pellets. The cells were perme-
abilized with 0.25% Triton X-100 in PBST for 15 minutes at room temperature and subse-
quently blocked with 1% BSA in PBST for 30 minutes at 37°C. The cells were then incubated 
overnight at 4°C with anti-K8 monoclonal antibody (Santa Cruz, F33P1) diluted 1:300. After 
washing with PBST, the cells were centrifuged at 2000 rpm for 3 minutes and incubated with 
Alexa Fluor 488-conjugated goat anti-mouse secondary antibody (company, cat. no) at 37°C 

http://crispor.tefor.net
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for 60 minutes in the dark. Following another wash with PBST and centrifugation at 1500 rpm 
for 3 minutes, DAPI staining (Solarbio, C0060) was performed at room temperature for 10 
minutes. The cells were then washed with PBST, centrifuged at 2000 rpm for 3 minutes, and 
a small amount of PBST was used to disperse the pellets before applying it evenly to a cover 
glass. Finally, the cover glass was mounted on a coverslip using anti-quench mounting buffer 
(Solarbio, S2100), and the cells were visualized using a fluorescence microscope (Zeiss, M2).

RNA isolation and RT-qRCR
Cells were lysed using TRIzol Reagent (TransGen Biotech, ET111-01), and total RNA was 
extracted with an RNA extraction kit (TransGen Biotech, ET111) following the manufactur-
er’s instructions. Next, 500 μg total RNA was reverse-transcribed into cDNA using a cDNA 
synthesis kit (TransGen Biotech, P40719). qPCR analysis of the cDNA was performed with 
SYBR Green dye (TransGen Biotech, AUQ-01), and all qPCR reactions were conducted in 
triplicate. Relative gene expression was calculate by normalizing to β-actin using the formula 
2-ΔΔCt. The sequences of RT-qPCR primers were provided in S1 Table.

Western blotting analysis
Cells were lysed with 1x Laemmli buffer (62.5 mM Tris-HCl, 10% glycerol, 2% SDS, 2.5% 
β-mercaptoethanol, and 0.01% bromophenol blue) and boiled at 95°C for 10 minutes to 
prepare whole cell lysates. The lysates were then separated by SDS polyacrylamide gel 
electrophoresis and transferred to a nitrocellulose membrane. The membrane was blocked 
with 3% skim milk at room temperature for 1.5 hours, incubated with primary antibodies 
at 4°C overnight, and subsequently incubated with the horseradish peroxidase (HRP)- 
conjugated secondary antibodies at room temperature for 1 hour. Signal detection was 
performed using West Dura ECL substrate (FTC lifetime, 047-500 mL), and images were 
captured using the ChemiDoc MP Imaging System (Bio-Rad). Primary antibodies used 
included anti-β-actin (ABclonal, AC026), anti-TBK1 (Cell Signaling Technology, 2880), 
anti-pTBK1 (Cell Signaling Technology, 2880), anti-cleaved Caspase 3 (Cell Signaling 
Technology, 9664), anti-p65 (Cell Signaling Technology, 8242), anti-p-p65 (Cell Signaling 
Technology, 3033), anti-IRF3 (Cell Signaling Technology, 4302), anti-GPX4 (Proteintech, 
67763), anti-Caspase 3 (Abclonal, A19654), anti-GSDMD (Santa Cruz, sc-81868) and 
anti-K8 (Santa Cruz, F33P1).

Animal Experiments
To assess the effects of DSF on PEL progression, NOD/SCID mice were randomly assigned to 
two groups. Each mouse received an intraperitoneal injection of 200 μL DMEM containing 
1x107 BCBL1 cells transduced with firefly luciferase (BCBL1-Luc). One day after cell injection, 
the experimental group was administered daily intraperitoneal injections of 50 mg/kg DSF 
(MCE, HY-B0240), while the control group received an equivalent volume of the correspond-
ing solvent, which consisted of 50% PEG300 and 5% DMSO in saline. To reveal whether DSF 
suppresses PEL progression by activating TBK1, 1x107 BCBL1-Luc wildtype or TBK1 Knock-
out cells were injected intraperitoneally into separate NOD/SCID mice. One day post- 
inoculation, mice received 50 or 25 mg/kg DSF or the corresponding solvent. To visualize PEL 
tumors, D-luciferin (PerkinElmer, 122799) was intraperitoneally injected at a final concen-
tration of 50 mg/kg and allowed to incubate for 8 minutes. Subsequently, mice were imaged 
using the IVIS Lumina LT system for 10 seconds. Region of interest (ROI) signals and total 
flux were analyzed using Living Image software (IVIS Imaging System) based on the formula 
(p/s)/(microwatt/cm2) and p/s, respectively.
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Statistical analysis
Unless otherwise specified, data are presented as the mean ± standard error of the mean 
(SEM) from at least three independent experiments. Statistical analysis between two 
groups was performed using a two-tailed t-test, while one-way ANOVA was employed for 
comparisons involving more than two groups, unless stated otherwise. A p-value of ≤ 0.05 
was considered statistically significant. The symbols “*”, “**”, and “***” denote p-values 
less than 0.05, 0.01, and 0.001, respectively, while “ns” indicates no statistically significant 
difference.

Supporting information
S1 Fig.  DSF treatment fails to induce the pyroptosis and ferroptosis of PEL cells. The 
protein level of full-length (FL) Gasdermin D (GSDMD), the cleaved N-terminal (N) GSDMD 
and GPX4 was examined by western blots following the treatment with different concentra-
tions of DSF for three days in BC3, BCBL1 and BCP1 cells.
(TIF)

S2 Fig.  DSF has minimal effects on KSHV reactivation under normal conditions. (A) 
RT-qPCR analysis of the mRNA levels of KSHV RTA, PAN RNA, K8, ORF65 and ORF59 in 
BJAB-KSHV, BC3, BCP1, and BCBL1 cells treated with 0, 0.025,0.05,0.1 μM DSF or 0.5 mM 
NaB for 72 h. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant compared to 0 μM DSF.
(TIF)

S3 Fig.  DSF inhibits NaB-induced KSHV reactivation in PEL cells. (A-B) RT-qPCR anal-
ysis of the mRNA levels of KSHV RTA, PAN RNA, K8, ORF65, ORF59 and ORF57 in BC3 
(A) and BCP1 (B) cells treated with 0.1 μM DSF,0.5 mM NaB or both for 72 h. (C) The protein 
level of K8 was examined by western blots following the treatment of 0.1 μM DSF, 0.5 mM 
NaB or both for 72 h in BC3 and BCP1 cells. (D)The produced KSHV virions in the super-
natants of BC3 and BCP1 cells treated with 0.1 μM DSF, 0.5 mM NaB or both for 96 h was 
detected by qPCR. *, p<0.05, **, p<0.01, ***, p<0.001, ns, not significant.
(TIF)

S4 Fig.  DSF inhibits NF-κB activation in PEL cells. The protein level of the phosphorylation 
of p65 at S276 and total p65 following the treatment of 1 μM DSF for 24 h in BJAB, BJAB-
KSHV, BC3 and BCBL1 cells.
(TIF)

S5 Fig.  DSF suppresses KSHV reactivation by activating innate immune responses. (A) 
Western blotting analysis of BCBL1 and BC3 cells treated with 0 (DMSO), 1 μM DSF, 0.2 
μM GSK8612 or both for 24h. (B) RT-qPCR analysis of the mRNA levels of IFNB1 and ISGs 
including IFIT1, IFIT3, IRF7, and ISG15 in BCBL1 and BC3 cells treated with 1 μM DSF, 0.2 
μM GSK8612 or both for 24 h. (C) RT-qPCR analysis of the mRNA levels of KSHV RTA, 
PAN RNA, K8, ORF65, ORF59 and ORF57 in BCBL1 and BC3 cells treated with 0.5 mM NaB, 
0.1 μM DSF, 0.5 μM GSK8612, both or three of them for 72 h. (D) The protein level of K8 
was examined by western blots following the treatment of 0.5 mM NaB, 0.1 μM DSF, 0.5 μM 
GSK8612, both or three of them in BCBL1 and BC3 cells for 72 h. (E) The produced KSHV 
virions in the supernatants of BCBL1 and BC3 cells treated with 0.5 mM NaB, 0.1 μM DSF, 0.5 
μM GSK8612, both or three of them for 96 h was quantitated by qPCR. *, p<0.05, **, p<0.01, 
***, p<0.001, ns, not significant.
(TIF)

http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s001
http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s002
http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s003
http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s004
http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s005
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S6 Fig.  DSF suppresses PEL proliferation, survival and progression by activating TBK1. 
(A) Proliferation curves of BC3 and BCBL1cells treated with 0.1 μM DSF, 0.2 μM GSK8612 or 
both for continual three days. (B) Apoptosis was detected by flow cytometry with Annexin V 
and PI staining in BCBL1and BC3 cells treated with 0.1 μM DSF, 0.2 μM GSK8612 or both for 
three days. (C) Western blotting detection in BCBL1 and BC3 cells treated with 0.1 μM DSF, 
0.5 μM GSK8612 or both for three days. (D) Bioluminescence signal of BCBL1-Luc wildtype 
and TBK1 knockout cells in a 96-well plate. (E) Quantification of luminescence signals from 
PEL tumors in individual mouse. (F) Body weights of mice. (G) Photograph of solid tumors in 
the peritoneum and retroperitoneum. (H) Photograph of organs including heart, lung, liver, 
kidney, pancreas, and spleen of mice engrafted with BCBL1-Luc wildtype or TBK1 knockout 
cells and treated with vehicle or DSF.
(TIF)

S1 Table.  Primer sequences. 
(DOCX)

Acknowledgements
We would like to thank all lab members for their helpful discussion and suggestions.

Author contributions
Conceptualization: Tingting Li.
Data curation: Lijie Wang, Zhenshan Liu, Zeyu Xu.
Formal analysis: Lijie Wang, Zhenshan Liu, Zeyu Xu, Wenjing Wang, Tingting Li.
Funding acquisition: Zhenshan Liu, Shanping He, Qiming Liang, Tingting Li.
Investigation: Lijie Wang, Zhenshan Liu, Wenjing Wang, Jinhong Yang, Junjie Zhang.
Methodology: Lijie Wang, Zhenshan Liu, Tingting Li.
Project administration: Shanping He, Qiming Liang.
Supervision: Shanping He, Qiming Liang, Tingting Li.
Validation: Lijie Wang, Zhenshan Liu, Wenjing Wang, Jinhong Yang, Junjie Zhang.
Visualization: Lijie Wang, Zeyu Xu, Tingting Li.
Writing – original draft: Lijie Wang, Tingting Li.
Writing – review & editing: Lijie Wang, Zhenshan Liu, Zeyu Xu, Wenjing Wang, Jinhong 

Yang, Junjie Zhang, Shanping He, Qiming Liang, Tingting Li.

References
 1. Chang Y, Cesarman E, Pessin MS, Lee F, Culpepper J, Knowles DM, et al. Identification of  

herpesvirus-like DNA sequences in AIDS-associated Kaposi’s sarcoma. Science. 
1994;266(5192):1865–9. https://doi.org/10.1126/science.7997879 PMID: 7997879

 2. Cesarman E., et al., Kaposi’s sarcoma-associated herpesvirus-like DNA sequences in AIDS-related 
body-cavity-based lymphomas. N Engl J Med, 1995. 332(18):1186–91.

 3. Lange P, Damania B. Kaposi Sarcoma-Associated Herpesvirus (KSHV). Trends Microbiol. 
2020;28(3):236–7. https://doi.org/10.1016/j.tim.2019.10.006 PMID: 31759828

 4. Ye F, Zhou F, Bedolla RG, Jones T, Lei X, Kang T, et al. Reactive oxygen species hydrogen perox-
ide mediates Kaposi’s sarcoma-associated herpesvirus reactivation from latency. PLoS Pathog. 
2011;7(5):e1002054. https://doi.org/10.1371/journal.ppat.1002054 PMID: 21625536

 5. Mesri EA. Inflammatory reactivation and angiogenicity of kaposi’s sarcoma-associated herpesvirus/
HHV8: a missing link in the pathogenesis of acquired immunodeficiency syndrome-associated kaposi’s 
sarcoma. Blood. 1999;93(12):4031–3. https://doi.org/10.1182/blood.v93.12.4031

http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s006
http://journals.plos.org/plospathogens/article/asset?unique&id=info:doi/10.1371/journal.ppat.1012957.s007
https://doi.org/10.1126/science.7997879
http://www.ncbi.nlm.nih.gov/pubmed/7997879
https://doi.org/10.1016/j.tim.2019.10.006
http://www.ncbi.nlm.nih.gov/pubmed/31759828
https://doi.org/10.1371/journal.ppat.1002054
http://www.ncbi.nlm.nih.gov/pubmed/21625536
https://doi.org/10.1182/blood.v93.12.4031


PLOS Pathogens | https://doi.org/10.1371/journal.ppat.1012957 March 4, 2025 20 / 22

PLOS PathOgenS Repurposing disulfiram for treating primary effusion lymphoma

 6. Lan J, Wang Y, Yue S, Xu D, Li Y, Peng X, et al. Targeting FoxO proteins induces lytic reactivation of 
KSHV for treating herpesviral primary effusion lymphoma. PLoS Pathog. 2023;19(8):e1011581. https://
doi.org/10.1371/journal.ppat.1011581 PMID: 37594999

 7. Davis DA, Rinderknecht AS, Zoeteweij JP, Aoki Y, Read-Connole EL, Tosato G, et al. Hypoxia induces 
lytic replication of Kaposi sarcoma-associated herpesvirus. Blood. 2001;97(10):3244–50. https://doi.
org/10.1182/blood.v97.10.3244 PMID: 11342455

 8. Yan L, Majerciak V, Zheng Z-M, Lan K. Towards better understanding of KSHV life cycle: from tran-
scription and posttranscriptional regulations to pathogenesis. Virol Sin. 2019;34(2):135–61. https://doi.
org/10.1007/s12250-019-00114-3 PMID: 31025296

 9. Cesarman E, Damania B, Krown SE, Martin J, Bower M, Whitby D. Kaposi sarcoma. Nat Rev Dis 
Primers. 2019;5(1):9. https://doi.org/10.1038/s41572-019-0060-9 PMID: 30705286

 10. Nador RG, Cesarman E, Chadburn A, Dawson DB, Ansari MQ, Sald J, et al. Primary effusion lym-
phoma: a distinct clinicopathologic entity associated with the Kaposi’s sarcoma-associated herpes 
virus. Blood. 1996;88(2):645–56. https://doi.org/10.1182/blood.v88.2.645.bloodjournal882645 PMID: 
8695812

 11. Soulier J, Grollet L, Oksenhendler E, Cacoub P, Cazals-Hatem D, Babinet P, et al. Kaposi’s sarcoma- 
associated herpesvirus-like DNA sequences in multicentric Castleman’s disease [see comments]. 
Blood. 1995;86(4):1276–80. https://doi.org/10.1182/blood.v86.4.1276.bloodjournal8641276

 12. Cesarman E, Chadburn A, Rubinstein PG. KSHV/HHV8-mediated hematologic diseases. Blood. 
2022;139(7):1013–25. https://doi.org/10.1182/blood.2020005470 PMID: 34479367

 13. Boulanger E, Gérard L, Gabarre J, Molina J-M, Rapp C, Abino J-F, et al. Prognostic factors and 
outcome of human herpesvirus 8-associated primary effusion lymphoma in patients with AIDS. J Clin 
Oncol. 2005;23(19):4372–80. https://doi.org/10.1200/JCO.2005.07.084 PMID: 15994147

 14. Dotti G, Fiocchi R, Motta T, Facchinetti B, Chiodini B, Borleri GM, et al. Primary effusion lym-
phoma after heart transplantation: a new entity associated with human herpesvirus-8. Leukemia. 
1999;13(5):664–70. https://doi.org/10.1038/sj.leu.2401390 PMID: 10374868

 15. Yourick JJ, Faiman MD. Diethyldithiocarbamic acid-methyl ester: a metabolite of disulfiram and its 
alcohol sensitizing properties in the disulfiram-ethanol reaction. Alcohol. 1987;4(6):463–7. https://doi.
org/10.1016/0741-8329(87)90086-3 PMID: 2829942

 16. Cvek B. Nonprofit drugs as the salvation of the world’s healthcare systems: the case of Antabuse 
(disulfiram). Drug Discov Today. 2012;17(9–10):409–12. https://doi.org/10.1016/j.drudis.2011.12.010 
PMID: 22192884

 17. Chen D, Cui QC, Yang H, Dou QP. Disulfiram, a clinically used anti-alcoholism drug and copper- 
binding agent, induces apoptotic cell death in breast cancer cultures and xenografts via inhibition of 
the proteasome activity. Cancer Res. 2006;66(21):10425–33. https://doi.org/10.1158/0008-5472.CAN-
06-2126 PMID: 17079463

 18. Zhang S, Zong Y, Chen L, Li Q, Li Z, Meng R. The immunomodulatory function and antitumor effect 
of disulfiram: paving the way for novel cancer therapeutics. Discov Oncol. 2023;14(1):103. https://doi.
org/10.1007/s12672-023-00729-9 PMID: 37326784

 19. Skrott Z, Mistrik M, Andersen KK, Friis S, Majera D, Gursky J, et al. Alcohol-abuse drug disulfiram tar-
gets cancer via p97 segregase adaptor NPL4. Nature. 2017;552(7684):194–9. https://doi.org/10.1038/
nature25016 PMID: 29211715

 20. Terashima Y, Toda E, Itakura M, Otsuji M, Yoshinaga S, Okumura K, et al. Targeting FROUNT with 
disulfiram suppresses macrophage accumulation and its tumor-promoting properties. Nat Commun. 
2020;11(1):609. https://doi.org/10.1038/s41467-020-14338-5 PMID: 32001710

 21. Bai Y, Min R, Chen P, Mei S, Deng F, Zheng Z, et al. Disulfiram blocks inflammatory TLR4 signaling 
by targeting MD-2. Proc Natl Acad Sci U S A. 2023;120(31):e2306399120. https://doi.org/10.1073/
pnas.2306399120 PMID: 37487070

 22. Zhang Z.D., et al., Disulfiram ameliorates STING/MITA-dependent inflammation and autoimmunity by 
targeting RNF115. Cell Mol Immunol, 2024;21(3):275–291.

 23. Xu J, Pickard JM, Núñez G. FDA-approved disulfiram inhibits the NLRP3 inflammasome by regulat-
ing NLRP3 palmitoylation. Cell Rep. 2024;43(8):114609. https://doi.org/10.1016/j.celrep.2024.114609 
PMID: 39116210

 24. Hu JJ, Liu X, Xia S, Zhang Z, Zhang Y, Zhao J, et al. FDA-approved disulfiram inhibits pyroptosis 
by blocking gasdermin D pore formation. Nat Immunol. 2020;21(7):736–45. https://doi.org/10.1038/
s41590-020-0669-6 PMID: 32367036

https://doi.org/10.1371/journal.ppat.1011581
https://doi.org/10.1371/journal.ppat.1011581
http://www.ncbi.nlm.nih.gov/pubmed/37594999
https://doi.org/10.1182/blood.v97.10.3244
https://doi.org/10.1182/blood.v97.10.3244
http://www.ncbi.nlm.nih.gov/pubmed/11342455
https://doi.org/10.1007/s12250-019-00114-3
https://doi.org/10.1007/s12250-019-00114-3
http://www.ncbi.nlm.nih.gov/pubmed/31025296
https://doi.org/10.1038/s41572-019-0060-9
http://www.ncbi.nlm.nih.gov/pubmed/30705286
https://doi.org/10.1182/blood.v88.2.645.bloodjournal882645
http://www.ncbi.nlm.nih.gov/pubmed/8695812
https://doi.org/10.1182/blood.v86.4.1276.bloodjournal8641276
https://doi.org/10.1182/blood.2020005470
http://www.ncbi.nlm.nih.gov/pubmed/34479367
https://doi.org/10.1200/JCO.2005.07.084
http://www.ncbi.nlm.nih.gov/pubmed/15994147
https://doi.org/10.1038/sj.leu.2401390
http://www.ncbi.nlm.nih.gov/pubmed/10374868
https://doi.org/10.1016/0741-8329(87)90086-3
https://doi.org/10.1016/0741-8329(87)90086-3
http://www.ncbi.nlm.nih.gov/pubmed/2829942
https://doi.org/10.1016/j.drudis.2011.12.010
http://www.ncbi.nlm.nih.gov/pubmed/22192884
https://doi.org/10.1158/0008-5472.CAN-06-2126
https://doi.org/10.1158/0008-5472.CAN-06-2126
http://www.ncbi.nlm.nih.gov/pubmed/17079463
https://doi.org/10.1007/s12672-023-00729-9
https://doi.org/10.1007/s12672-023-00729-9
http://www.ncbi.nlm.nih.gov/pubmed/37326784
https://doi.org/10.1038/nature25016
https://doi.org/10.1038/nature25016
http://www.ncbi.nlm.nih.gov/pubmed/29211715
https://doi.org/10.1038/s41467-020-14338-5
http://www.ncbi.nlm.nih.gov/pubmed/32001710
https://doi.org/10.1073/pnas.2306399120
https://doi.org/10.1073/pnas.2306399120
http://www.ncbi.nlm.nih.gov/pubmed/37487070
https://doi.org/10.1016/j.celrep.2024.114609
http://www.ncbi.nlm.nih.gov/pubmed/39116210
https://doi.org/10.1038/s41590-020-0669-6
https://doi.org/10.1038/s41590-020-0669-6
http://www.ncbi.nlm.nih.gov/pubmed/32367036


PLOS Pathogens | https://doi.org/10.1371/journal.ppat.1012957 March 4, 2025 21 / 22

PLOS PathOgenS Repurposing disulfiram for treating primary effusion lymphoma

 25. Chen H-F, Hsueh P-R, Liu Y-Y, Chen Y, Chang S-Y, Wang W-J, et al. Disulfiram blocked cell 
entry of SARS-CoV-2 via inhibiting the interaction of spike protein and ACE2. Am J Cancer Res. 
2022;12(7):3333–46. PMID: 35968340

 26. Elliott JH, McMahon JH, Chang CC, Lee SA, Hartogensis W, Bumpus N, et al. Short-term adminis-
tration of disulfiram for reversal of latent HIV infection: a phase 2 dose-escalation study. Lancet HIV. 
2015;2(12):e520–9. https://doi.org/10.1016/S2352-3018(15)00226-X PMID: 26614966

 27. García CC, Djavani M, Topisirovic I, Borden KLB, Salvato MS, Damonte EB. Arenavirus Z protein as 
an antiviral target: virus inactivation and protein oligomerization by zinc finger-reactive compounds. J 
Gen Virol. 2006;87(Pt 5):1217–28. https://doi.org/10.1099/vir.0.81667-0 PMID: 16603524

 28. Lee Y-M, Duh Y, Wang S-T, Lai MMC, Yuan HS, Lim C. Using an old drug to target a new drug 
site: application of disulfiram to target the Zn-site in HCV NS5A protein. J Am Chem Soc. 
2016;138(11):3856–62. https://doi.org/10.1021/jacs.6b00299 PMID: 26928525

 29. Lin M-H, Moses DC, Hsieh C-H, Cheng S-C, Chen Y-H, Sun C-Y, et al. Disulfiram can inhibit MERS 
and SARS coronavirus papain-like proteases via different modes. Antiviral Res. 2018;150:155–63. 
https://doi.org/10.1016/j.antiviral.2017.12.015 PMID: 29289665

 30. Ren X, Li Y, Zhou Y, Hu W, Yang C, Jing Q, et al. Overcoming the compensatory elevation of NRF2 
renders hepatocellular carcinoma cells more vulnerable to disulfiram/copper-induced ferroptosis. 
Redox Biol. 2021;46:102122. https://doi.org/10.1016/j.redox.2021.102122 PMID: 34482117

 31. Shi J, Zhao Y, Wang K, Shi X, Wang Y, Huang H, et al. Cleavage of GSDMD by inflammatory 
caspases determines pyroptotic cell death. Nature. 2015;526(7575):660–5. https://doi.org/10.1038/
nature15514 PMID: 26375003

 32. Li J, Cao F, Yin H-L, Huang Z-J, Lin Z-T, Mao N, et al. Ferroptosis: past, present and future. Cell Death 
Dis. 2020;11(2):88. https://doi.org/10.1038/s41419-020-2298-2 PMID: 32015325

 33. You S-Y, Rui W, Chen S-T, Chen H-C, Liu X-W, Huang J, et al. Process of immunogenic cell death 
caused by disulfiram as the anti-colorectal cancer candidate. Biochem Biophys Res Commun. 
2019;513(4):891–7. https://doi.org/10.1016/j.bbrc.2019.03.192 PMID: 31003768

 34. Matsuno T, Kariya R, Yano S, Morino-Koga S, Taura M, Suico MA, et al. Diethyldithiocarbamate 
induces apoptosis in HHV-8-infected primary effusion lymphoma cells via inhibition of the NF-κB path-
way. Int J Oncol. 2012;40(4):1071–8. https://doi.org/10.3892/ijo.2011.1313 PMID: 22200846

 35. Antar A, El Hajj H, Jabbour M, Khalifeh I, El-Merhi F, Mahfouz R, et al. Primary effusion lymphoma 
in an elderly patient effectively treated by lenalidomide: case report and review of literature. Blood 
Cancer J. 2014;4(3):e190. https://doi.org/10.1038/bcj.2014.6 PMID: 24608734

 36. Collins FS. Mining for therapeutic gold. Nat Rev Drug Discov. 2011;10(6):397. https://doi.org/10.1038/
nrd3461 PMID: 21629277

 37. Pantziarka P, Bouche G, Meheus L, Sukhatme V, Sukhatme VP, Vikas P. The Repurposing Drugs 
in Oncology (ReDO) Project. Ecancermedicalscience. 2014;8:442. https://doi.org/10.3332/ecan-
cer.2014.442 PMID: 25075216

 38. Iljin K, Ketola K, Vainio P, Halonen P, Kohonen P, Fey V, et al. High-throughput cell-based screening 
of 4910 known drugs and drug-like small molecules identifies disulfiram as an inhibitor of prostate 
cancer cell growth. Clin Cancer Res. 2009;15(19):6070–8. https://doi.org/10.1158/1078-0432.CCR-09-
1035 PMID: 19789329

 39. Li Y, Chen F, Chen J, Chan S, He Y, Liu W, et al. Disulfiram/copper induces antitumor activity against 
both nasopharyngeal cancer cells and cancer-associated fibroblasts through ROS/MAPK and ferro-
ptosis pathways. Cancers (Basel). 2020;12(1):138. https://doi.org/10.3390/cancers12010138 PMID: 
31935835

 40. Liu Y, Guan X, Wang M, Wang N, Chen Y, Li B, et al. Disulfiram/Copper induces antitumor activity 
against gastric cancer via the ROS/MAPK and NPL4 pathways. Bioengineered. 2022;13(3):6579–89. 
https://doi.org/10.1080/21655979.2022.2038434 PMID: 35290151

 41. Wang W, McLeod HL, Cassidy J. Disulfiram-mediated inhibition of NF-kappaB activity enhances 
cytotoxicity of 5-fluorouracil in human colorectal cancer cell lines. Int J Cancer. 2003;104(4):504–11. 
https://doi.org/10.1002/ijc.10972 PMID: 12584750

 42. Yip NC, Fombon IS, Liu P, Brown S, Kannappan V, Armesilla AL, et al. Disulfiram modulated ROS-
MAPK and NFκB pathways and targeted breast cancer cells with cancer stem cell-like properties. Br 
J Cancer. 2011;104(10):1564–74. https://doi.org/10.1038/bjc.2011.126 PMID: 21487404

 43. Pan Q, Zhang Y, Li X, Wang Z, Liu H. A dithiocarbamate-based H(2)O(2)-responsive prodrug for 
combinational chemotherapy and oxidative stress amplification therapy. Chemical Communications. 
2019;55(92):13896–9.

http://www.ncbi.nlm.nih.gov/pubmed/35968340
https://doi.org/10.1016/S2352-3018(15)00226-X
http://www.ncbi.nlm.nih.gov/pubmed/26614966
https://doi.org/10.1099/vir.0.81667-0
http://www.ncbi.nlm.nih.gov/pubmed/16603524
https://doi.org/10.1021/jacs.6b00299
http://www.ncbi.nlm.nih.gov/pubmed/26928525
https://doi.org/10.1016/j.antiviral.2017.12.015
http://www.ncbi.nlm.nih.gov/pubmed/29289665
https://doi.org/10.1016/j.redox.2021.102122
http://www.ncbi.nlm.nih.gov/pubmed/34482117
https://doi.org/10.1038/nature15514
https://doi.org/10.1038/nature15514
http://www.ncbi.nlm.nih.gov/pubmed/26375003
https://doi.org/10.1038/s41419-020-2298-2
http://www.ncbi.nlm.nih.gov/pubmed/32015325
https://doi.org/10.1016/j.bbrc.2019.03.192
http://www.ncbi.nlm.nih.gov/pubmed/31003768
https://doi.org/10.3892/ijo.2011.1313
http://www.ncbi.nlm.nih.gov/pubmed/22200846
https://doi.org/10.1038/bcj.2014.6
http://www.ncbi.nlm.nih.gov/pubmed/24608734
https://doi.org/10.1038/nrd3461
https://doi.org/10.1038/nrd3461
http://www.ncbi.nlm.nih.gov/pubmed/21629277
https://doi.org/10.3332/ecancer.2014.442
https://doi.org/10.3332/ecancer.2014.442
http://www.ncbi.nlm.nih.gov/pubmed/25075216
https://doi.org/10.1158/1078-0432.CCR-09-1035
https://doi.org/10.1158/1078-0432.CCR-09-1035
http://www.ncbi.nlm.nih.gov/pubmed/19789329
https://doi.org/10.3390/cancers12010138
http://www.ncbi.nlm.nih.gov/pubmed/31935835
https://doi.org/10.1080/21655979.2022.2038434
http://www.ncbi.nlm.nih.gov/pubmed/35290151
https://doi.org/10.1002/ijc.10972
http://www.ncbi.nlm.nih.gov/pubmed/12584750
https://doi.org/10.1038/bjc.2011.126
http://www.ncbi.nlm.nih.gov/pubmed/21487404


PLOS Pathogens | https://doi.org/10.1371/journal.ppat.1012957 March 4, 2025 22 / 22

PLOS PathOgenS Repurposing disulfiram for treating primary effusion lymphoma

 44. Wang N-N, Wang L-H, Li Y, Fu S-Y, Xue X, Jia L-N, et al. Targeting ALDH2 with disulfiram/copper 
reverses the resistance of cancer cells to microtubule inhibitors. Exp Cell Res. 2018;362(1):72–82. 
https://doi.org/10.1016/j.yexcr.2017.11.004 PMID: 29155365

 45. Karsa M, Xiao L, Ronca E, Bongers A, Spurling D, Karsa A, et al. FDA-approved disulfiram as a novel 
treatment for aggressive leukemia. J Mol Med (Berl). 2024;102(4):507–19. https://doi.org/10.1007/
s00109-023-02414-4 PMID: 38349407

 46. Zha J, Chen F, Dong H, Shi P, Yao Y, Zhang Y, et al. Disulfiram targeting lymphoid malignant cell lines 
via ROS-JNK activation as well as Nrf2 and NF-kB pathway inhibition. J Transl Med. 2014;12:163. 
https://doi.org/10.1186/1479-5876-12-163 PMID: 24915933

 47. Klass CM, Krug LT, Pozharskaya VP, Offermann MK. The targeting of primary effusion lymphoma cells 
for apoptosis by inducing lytic replication of human herpesvirus 8 while blocking virus production. 
Blood. 2005;105(10):4028–34. https://doi.org/10.1182/blood-2004-09-3569 PMID: 15687238

 48. Zhou F, Shimoda M, Olney L, Lyu Y, Tran K, Jiang G, et al. Oncolytic reactivation of KSHV as a ther-
apeutic approach for primary effusion lymphoma. Mol Cancer Ther. 2017;16(11):2627–38. https://doi.
org/10.1158/1535-7163.MCT-17-0041 PMID: 28847988

 49. Li G, Li Y, Tang X, Wang L, Yue S, He S, et al. LKB1 suppresses KSHV reactivation and promotes pri-
mary effusion lymphoma progression. J Virol. 2024;98(9):e0060424. https://doi.org/10.1128/jvi.00604-
24 PMID: 39194241

 50. Li X, Wang F, Zhang X, Sun Q, Kuang E. Suppression of KSHV lytic replication and primary effusion 
lymphoma by selective RNF5 inhibition. PLoS Pathog. 2023;19(1):e1011103. https://doi.org/10.1371/
journal.ppat.1011103 PMID: 36656913

 51. Moriguchi M, Watanabe T, Kadota A, Fujimuro M. Capsaicin induces apoptosis in KSHV-positive 
primary effusion lymphoma by suppressing ERK and p38 MAPK signaling and IL-6 expression. Front 
Oncol. 2019;9:83. https://doi.org/10.3389/fonc.2019.00083 PMID: 30838176

 52. Doyon G, Zerbato J, Mellors JW, Sluis-Cremer N. Disulfiram reactivates latent HIV-1 expression 
through depletion of the phosphatase and tensin homolog. AIDS. 2013;27(2):F7–11. https://doi.
org/10.1097/QAD.0b013e3283570620 PMID: 22739395

https://doi.org/10.1016/j.yexcr.2017.11.004
http://www.ncbi.nlm.nih.gov/pubmed/29155365
https://doi.org/10.1007/s00109-023-02414-4
https://doi.org/10.1007/s00109-023-02414-4
http://www.ncbi.nlm.nih.gov/pubmed/38349407
https://doi.org/10.1186/1479-5876-12-163
http://www.ncbi.nlm.nih.gov/pubmed/24915933
https://doi.org/10.1182/blood-2004-09-3569
http://www.ncbi.nlm.nih.gov/pubmed/15687238
https://doi.org/10.1158/1535-7163.MCT-17-0041
https://doi.org/10.1158/1535-7163.MCT-17-0041
http://www.ncbi.nlm.nih.gov/pubmed/28847988
https://doi.org/10.1128/jvi.00604-24
https://doi.org/10.1128/jvi.00604-24
http://www.ncbi.nlm.nih.gov/pubmed/39194241
https://doi.org/10.1371/journal.ppat.1011103
https://doi.org/10.1371/journal.ppat.1011103
http://www.ncbi.nlm.nih.gov/pubmed/36656913
https://doi.org/10.3389/fonc.2019.00083
http://www.ncbi.nlm.nih.gov/pubmed/30838176
https://doi.org/10.1097/QAD.0b013e3283570620
https://doi.org/10.1097/QAD.0b013e3283570620
http://www.ncbi.nlm.nih.gov/pubmed/22739395

