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Abstract

Background: The possibility of cannabidiol (CBD) to be used as an antiviral or to treat viral diseases has received
limited attention so far, despite the growing number of claims that CBD could be used for the treatment of viral
infection-related conditions.

Aim and Methods: Therefore, we systematically retrieved and critically evaluated the scientific literature avail-
able on PubMed and the claims on the Internet, to assess the current state of knowledge on the use of CBD in
viral diseases, and to provide suggestions for future research directions.

Results: PubMed search referenced two original articles supporting the use of CBD for the treatment of hepatitis
C and Kaposi sarcoma and one article reporting the ability of CBD to reduce neuroinflammation in a virus-
induced animal model of multiple sclerosis. Internet search found 25 websites claiming more indications for
CBD. Remarkably, those claims were provided mostly by commercial websites and were not supported by ap-
propriate scientific references.

Conclusion: Although preclinical studies suggest the potential effectiveness of CBD in viral diseases such as hep-
atitis C and Kaposi sarcoma, clinical evidence is still lacking. Anecdotal experiences of CBD use retrieved on the
Internet, on the other side, lack any support from sound scientific evidence, although they might in some cases
provide suggestions for conditions associated with viral infections that may deserve proper assessment in well-
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designed clinical trials.
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Introduction

Cannabis (Cannabis sativa L., fam. Cannabaceae) and
its derivatives are currently credited with treating a va-
riety of medical conditions, including pain in adults,
chemotherapy-induced nausea and vomiting, and spas-
ticity associated with multiple sclerosis (MS)." Many
medical applications of cannabis and cannabinoids are
related to their anti-inflammatory activity, which is, how-
ever, a double-edged sword under certain conditions.
Particularly in viral infections, the anti-inflammatory ac-
tivity of A°-tetrahydrocannabinol (A’-THC),? the main
component of cannabis, may jeopardize host immune
responses to acute viral infections, leading to disease
progression and death in the worst case.>* Nonetheless,
A°-THC may be beneficial in viral infections where the
host inflammatory response is pathogenic,” although its
psychoactive and addictive potential is a significant lim-
itation to its therapeutic development.
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Cannabidiol (CBD) is one of the main cannabinoids
found in the cannabis plant that, unlike A°>-THC, is
devoid of psychotropic effects and addictive potential.’
Long neglected, CBD is currently gaining traction
as a therapeutic vector for a vast range of patho-
logical conditions.® Recently, Epidiolex®, a CBD-only
drug, has been approved by Food and Drug Adminis-
tration (FDA) to treat seizures in children with in-
tractable forms of epilepsy.” Since then, researchers
have begun to search for more therapeutic applications
for CBD.

Fragmentary evidence points to a possible use of CBD
in viral infections. Indeed, several plant-derived com-
pounds do have proven antiviral activity across a broad
array of different chemical groups and structures.>” The
main point is that plant secondary metabolites have
evolved to become antimicrobial, and this includes
many phenol-based compounds, such as those with
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terpenoid moieties.'” Despite the lack of research specif-
ically on phytocannabinoids, there is a lot of scientific
data on terpenoids.”'® There is also a lot on the known
targets of CBD, for instance, around its ability to induce
apoptosis in mammalian cells.'" Apoptosis is well known
to be a critical component of host responses to viral infec-
tions.'” On the basis of this background, we critically
reviewed the scientific literature to examine the current
state of knowledge on the use of CBD in viral infections,
and to provide suggestions for future research directions
and perspectives. Since CBD-based products are popular
and easily available to the general public,'” and the Inter-
net is increasingly used as a source of health-related infor-
mation,'* we also consulted the Internet for anecdotal
evidence or claims that CBD is being used or reported
as an antiviral or in general as an aid in viral diseases.

Methods

This systematic review follows the guidelines validated by
PRISMA, the Preferred Reporting Items for Systematic
Reviews and Meta-analyses.

Systematic review of the scientific literature

PubMed was searched to retrieve any relevant studies
supporting the antiviral activity of CBD. Searches were
conducted in March 2019 without restriction of language
or years. Search algorithm was obtained by combining
terms related to “cannabidiol” with those related to
“viral infections” or “virus” as shown in Table 1. Referen-

Table 1. Search Algorithm for PubMed Screening
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ces identified through this process were subsequently
scanned for selection criteria. Inclusion criteria included
studies of the antiviral activity of pure CBD. Excluded
topics included review articles, duplicates, and studies
of synthetic analogs, enriched extracts, or metabolites
of CBD. Thereafter, reference lists of the included articles
were screened for additional reports.

Internet search

During May 2019, we searched DuckDuckGo without re-
striction of language and years for anecdotal evidence or
signals that CBD is being used or reported as antiviral,
using the “cannabidiol virus” search string. Thereafter,
supporting references retrieved from the included web-
sites were screened for additional records. The choice of
DDG as search engine, among others, was dictated by
the goal of ensuring the reproducibility of our search re-
sults, as strongly recommended elsewhere.'” DDG distin-
guishes itself from other search engines by not profiling
its users and by showing all users the same search results
for a given search term.

Results

Systematic review of the scientific literature

Full details of the search strategy are summarized in
Figure 1. PubMed referenced 77 articles, only 3 of
which were relevant to this review (Table 2). The
complete list of articles retrieved along with reasons
for exclusion is presented as Supplementary Table S1.

Virus (https://www.ncbi.nlm.nih.gov/mesh/?term=virus)

CBD (https://www.ncbi.nlm.nih.gov/mesh/?term=cannabidiol)

Viral infections (https://www.ncbi.nlm.nih.gov/mesh/?term=viral + infections)

CBD

Cannabidiol-3-monomethyl ether

5-(1,1-dimethylheptyl)cannabidiol

Nabiximols

6”-azidohex-2"-yne-cannabidiol

Cannabidiol (abn-cbd,(-)-4-(3-3,4-trans-p-menthadien-
(1,8)-yDholivetol)

4-(3-3,4-p-menthadien-(1,8)-yl)olivetol

Desoxycannabidiol

Cannabidiol hydroxyquinone

Cannabidiol dimethyl ether

HUF-101

Virus diseases
Viral infections
Virus

Viruses
Influenza A virus
HSV

Respiratory syncytial virus
Epstein-Barr virus
Hepatitis A virus
HBV

HCV

Influenza B virus
Influenza A virus
Dengue virus

Zika virus

Ebola virus
Encephalomyelitis
Chikungunya virus
HIV

CBD, cannabidiol; HBV, hepatitis B virus; HCV, hepatitis C virus; HSV, herpes simplex virus.
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FIG. 1. Strategy for PubMed search.
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The most recent article reports an in vitro study sug-
gesting a direct antiviral effect of CBD against hepatitis C
virus (HCV), but not against hepatitis B virus (HBV).'
Researchers cultured HepG2 2.2.15 or Huh7.5 cell lines
to generate HBV and HCV, respectively. After days of
culture in the presence of up to 10uM CBD, CBD
concentration-dependently inhibited HCV replication
by up to 86.4% (ECso=3.163 uM). The HCV inhibitory
effect of CBD at 10 uM was comparable to that of inter-
feron alpha (IFN-o) 10 IU/mL, used as a positive control.
Remarkably, CBD 10 uM was less cytotoxic than IFN-o
10 IU/mL. On the other hand, comparison with sofos-
buvir using the same experimental model showed less
efficacy and more cytotoxicity.

The other study shows an indirect antiviral action of
CBD against Kaposi’s sarcoma-associated herpesvirus
(KSHV) using a model of KSHV-infected human der-
mal microvascular endothelial cells (HMVECs)."”

HMVECs were pretreated with various concentra-
tions of CBD, followed by infection with KSHV.
After 48h of culture, results showed that CBD up to
10 uM did not affect the efficiency with which KSHV
infected HMVECs, but it reduced KSHV-infected
cells proliferation (IC5y,=2.08 uM) and enhanced apo-
ptosis (ECso=1.04 uM). In addition, CBD treatment
was able to prevent the transformation of normal
cells into KSHV-associated cancers. The observed ef-
fects of CBD occurred through inhibition of the expres-
sion of KSHV viral G protein-coupled receptor,
chemokine growth-regulated protein o, vascular endo-
thelial growth factor receptor 3, and vascular endothe-
lial growth factor C.

The last article supports the use of CBD to re-
verse the deleterious effects of neuroinflammation
induced by Theiler’s murine encephalomyelitis virus
(TMEV)."® Using the model of TMEV-induced
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Positive
Experimental model Methods Effects controls Mechanism References
HepG2 2.2.15 cells Real-time quantitative No effect on HBV replication  Lamivudine  N/A Lowe et al.'®
TagMan PCR assay
MTS based assay Significant cytotoxicity at N/A Lowe et al.'®
10 uM for 6 days
Huh7.5 cells Renilla Luciferase Assay  Significant inhibition of HCV  IFN-o and N/A Lowe et al.'®
System replication in a sofosbuvir
concentration-dependent
manner
CytoTox-1 reagent Slight cytotoxicity at 10 uM N/A Lowe et al.'®
for 72h
KSHV-infected Fluorescence No effect on the modulation  N/A N/A Maor et al.'”
HMVECs; of the infection
Kaposi sarcoma tissue MTS based assay Inhibition of the N/A N/A Maor et al.'”
samples proliferation
TUNEL method Induction of apoptosis N/A N/A Maor et al.'”
Immunohistochemistry;  Prevention of the N/A Inhibited expression of Maor et al.'”
Western blot; transformation of normal VGPCR in cutaneous Kaposi
ELISA cells to KSHV-associated sarcoma lesions;
cancers Decreased GRO-o and IL-8;
Decreased VEGF-C, VEGF-D,
and VEGFR-3
TMEV-induced Activity cage coupled Amelioration of motor N/A Decreased microglial Mecha et al.'®
demyelinating disease-  to a Digiscan Analyzer deficits activation and production of
susceptible female the proinflammatory
SJL/J mice; cytokine IL-1p;
Murine brain Decreased TNFo and IL-1/3
endothelial cells mRNA induction in the spinal
(b.end5); cord
Rat astrocytes prepared  Microscopy Decrease of leukocyte N/A Reduced leukocyte adhesion ~ Mecha et al.'®

from postnatal Wistar
pups;

Nervous tissue
(prefrontal cortex and
spinal cords) or from
cell cultures using
RNeasy mini columns

infiltration in the brains

to endothelial cells;
Inhibition of VCAM-1
production;

Reduction of CCL2, CCL5,
and CCR2 mRNA induction in
the prefrontal cortex;
Activation of adenosine A2A
receptors

CCL, C-C chemokine ligand; CCR2, C-C chemokine receptor type 2; ELISA, enzyme-linked immunosorbent assay; GRO-o, chemokine growth-
regulated protein o; IFN-o, interferon alpha; IL, interleukin; KSHV, Kaposi's sarcoma-associated herpesvirus; mRNA, messenger RNA; MTS, 3-(4,5-
dimethylthiazol-2-yl)-5-(3-carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium; N/A, not available; TMEV, Theiler's murine encephalomyelitis
virus; TNFo, tumor necrosis factor alpha; TUNEL, terminal deoxynucleotidyl transferase dUTP nick end labeling; VCAM-1, vascular cell adhesion protein
1; VEGF, vascular endothelial growth factor; vGPCR, viral G protein-coupled receptor.

demyelination in mice, Mecha et al.'® showed that
subchronic treatment with CBD (5 mg/kg) decreased
leukocyte infiltration and microglia activation in the
brain of TMEV-infected mice, improving motor
symptomatology and the neuroinflammation in the
chronic phase of infection. Interestingly, when ad-
ministered for 10 days to mice immediately after in-
fection with TMEV, CBD exerted long-lasting
effects on the onset of symptoms, impairing the
chronic phase of the disease, restoring motor function
and reversing neuroinflammation. The study does not
provide any experimental evidence of direct or
indirect antiviral effect of CBD. The observed anti-
inflammatory effects of CBD involved, at least in
part, the activation of adenosine A2A receptors.

Internet review
Full details of the search strategy are summarized in Fig-
ure 2. In total, 179 references were identified, 24 of
which were deemed potentially relevant to this review
based on the screening of their content (Table 3).
One reference was added after the screening of sup-
porting references of the included websites. The com-
plete list of the websites retrieved along with reasons
for exclusion is provided as Supplementary Table S2.
Excluded records were websites linked to the articles al-
ready retrieved on PubMed, website pages that did not
report claims on antiviral effects of CBD, duplicate ref-
erences, and nonfunctional website pages.

Most of the selected websites claim benefits of using
CBD for the treatment of several viral diseases, including
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FIG. 2. Strategy for Internet search. DDG, DuckDuckGo.

oral and genital herpes (n=38), shingles (n=3), hepati-
tis C (n=3), colds and flu (n=3), HIV/AIDS (n=2),
Ebola (n=2), and infectious mononucleosis (n=1).
Those claims were provided by commercial websites
(n=11), education platform (n=8), online media
(n=1), and LinkedIn (n=1). In most cases, however,
the reported benefits of CBD for viral infections were
not supported by appropriate scientific references.
Other references reviewed were blogs (n=3) or dis-
cussion forum (n=1), where users could share and
compare their views, beliefs, and experiences of CBD
use in viral infections. Remarkably, in a discussion
forum,* many claims were made about the benefits of
CBD in the treatment of shingles. Reported comments
of users include the following: “CBD boasts consider-
able anti-inflammatory qualities. CBD also protects
nerve cells from further damage from the shingles
virus, and from future attacks. CBD will not cure shin-
gles but can help with pain” posted by Elle Hayes on
November 14, 2017; “Without a doubt CBD oil is

*https://www.quora.com/Does-CBD-help-with-shingles

the only thing that actually helped and shortened
the life span of my shingles outbreak” posted by Cat
Lennon on February 18, 2019; “CBD can help relieve
the symptoms of pain caused by shingles as well as re-
duce inflammation and protect nerve cells” posted by
Jules S. on September 26, 2018; “CBD may help”
posted by Katy Did, on December 27, 2017; “Quality
CBD capsules or oil can provide effective relief for
shingles. It can help with the nerve pain and inflam-
mation. A quality CBD balm can also help with skin
pain” posted by Mark Mallen, on January 30, 2018;
“CBD has shown in studies that it may be able to
help reduce your sensitivity to pain. Putting a CBD
hemp oil topical on your shingles may be able to help
decrease the inflammation which is another way that
CBD can help with the pain” posted by Selim Reza
on December 28, 2018.

The alleged benefits of CBD for the treatment of viral
infections were most often explained by its well-known
anti-inflammatory and analgesic effects rather than a di-
rect antiviral activity. Particularly in Ebola, the alleged
benefits of CBD were backed by its pharmacological



(panunuod)

sid @gd
JO J2lem wiem

w3)sAs sunwwi ay3 Jo
AJAIDRIDAO BY) S9dNpal g9
‘LgD Joydadal prouigeuued
39U} Ylm uondesdiul

1282.11pul su ybnouyy ured

03} AYAIISUSS B3 SadNPaI
ddd "P[o> e jo pus ay)

18 UOWWOD OS S| Jey} ybnod
Aip e uanaid o3 buidjay
‘Je0iy} JNoA Ul uoneul

ay1 yum djay ued> qgD 'sdup
snuis pue ainssaid ay} wouy
Ja1134 Bunuesb ‘uonewweul

P|02-UOWIWOD-3Y3-10§-Pgd

V/N Ul sjes yleq agd syl sonpas djgy ued ggd LSNJIA pJod, 91ISQOM [BIDIBWWO)  /Yl|eay-|esausb-104-pgd/sbojg/wod pesisulpgd//:sdny
uted Buipnpu asue
1ey) swoldwAs ayy Jo swos
yum djay o1 sjge aq Aew 1 s91buIys-yum-djsy-pga-ued
08£661'06¥8-7£60/€0Lt'0L/610"10p//:dny |lo dway agd  Inq ‘sd|bulys aind 3,ued agd sa|bulys 91ISgoM [eldisWwo) /Yedy-unis-pue-pgd/s6ojg/wod pealsulpqd//sdny
p|OD-UoWWOod
V/N V/N  snaia ay3 by djsy ued> ggd spjod 91ISQOM [eIDIBWWO)  -3[31eg-|10-pg/60|q/WOod WepgIsuedLdwepgd//:sdny
SnJIA 3y}
1yby djay ued ggo ‘sabessed
J1e dn-paxdojq ays jJo 11-JO-plI-196-|10-pgd-ued-uonsaBUOD
V/N 0 pu 136 03 djay j0u ssop A9D sniiAoulyy 9}ISOM [eIDIBWWO) -|eseu/60jq/Wwod UBWERYSURdLIBWEPID//:sd11Yy
sadea pue Apuedyiubis 1iojwodsip
‘s9]qIpa ‘saindul} pue ured 419y} sadnpal s210s p|od pue djay-joipigeuued-ued>-5310s-pjod
V/N |10 ‘suonojedido]  @gD ‘siusned o1 buipioddy sadiay [enusn wiojieid uoneonp3  -sA-sadisy-jenusb/pis/yijesy/wod pusiqeuued//:sdny
SnJIA Jsujebe
Y6y ued QgD "syeauqIno Y}
yum sdijay pue ujed sanaljai |oipigeuued-jo-safuadoid-jelianue-ayl-1oeIaiul-Asy
V/N V/N Inqg sadiay aind jouued ggd sadiaH wJojpieid uonesnp3 -pue-pg-Moy/pIs/yl{eay/wod pwsiqeuued//s:sdny
sa1uadoud Aiojewwepjul
-llUe pue [eJIAlIUR
s)l Jo asnedaq sadiay
J0 swoldwiAs jJo juswiealy
V/N V/N ay1 ul djay ue> agd sadiaH wJojieid uonesnp3 wodrsadiayjoipigeuued//:sdny
uollewweyjul syeal) pue
s|192 Ayyeay sajowoud ggd
‘wlsAs
aunwwi S[enpIAlpul 3y}
V/N V/N bunsooq ur djay ue> ggd $210S p|oD wJojieid uonesnp3 w0 ued0sp|od[olpiqeuued//:isdny
wjeq
di pue ‘Asuoy
aaD ‘buiqgep
‘Buiden ‘ainyun snuIA sadiay sy s|gesip swodwAs-1noA-|0s3uod
V/N ‘weq ‘wear) Jo/pue Jo pudj 03 ANjIqy ASH 9}ISAM [BIDIBWWO) -0}-MOY-53d13Y-10}-pgd/Wod"09g[olpIgeuurd//:sdny
saJnun pue
J1o ‘s3|nsded ‘s|jid jJuawabeuew swoydwAs
V/N ‘saopsoddng AIH 1o} |njasn st agD AIH 9}ISOM [BIDIBWWO) AIY-10}-pg/Wwod'09g[olpIqeuurd//:sdny
pg>-sadisy
V/N V/N ASH 1sutebe |njasn si dgD ASH 91ISCOM [BIDIBWWOD) -|lo-|oipigeuued/Wwod’jolpiqeuued|espawAng//:sdny
abed aysqam ay) uj payiodal sa3inos swuoy abesoq swied suo11dd4ul J13s1493dRIRYD DUSYIM 14N

|edIA 1O SnUIA

Yo4eas Joulalu| 19}y SpA03ay papnpu| ‘€ djqeL

*ATuo asn Teuosiad 104 "0z/07/10 1 Wod qndiraqar mmm woly TNV Aupksg ‘A3ojouyoa], Jo Ajs1oarun £q papeojumoq



(panunuod)

£200000000000000"0DW
/L601°01/B10"10p//:dNY £/1Z1'LTHO
-8EL/LLLLOL/BIoIop//:dnY Z6zhT AWI/ZO0L 0L
/b10"10p//:dNY YE-T-S10£-L¥£1/98L1°0L/BI0"10p
//:dnY |wiy'[eJIAIUB-SB-DA11D3YS-2I0W-SI-SIqeuued
/01/10¢z/wod30ds60|qydngyR19psaYd//:dny

s19151|q

pue (saunpun
JI0) S3UsWIUIO
pue sweas gdgd
|eaidoy pasnju)

sajuadoud

|ediAnue jua||Pdxa Aejdsip
0] UMoYs ua3q sey gD
'S}e31gINO ASH dA1De AQ
paonpul asuodsal sunwiwil
Syl pue uonewuwepul ayy
y1og 1equwiod o} pasn si dgd
's9|buIys Ul 9A1DRYS
Alyby 5q pino> agd "AdH
1sutebe Ajjeoydads umoys
u?9q aAey 1eyy sanuadoid

sadiay
|enuab pue [eiQ

wuofiejd uonesnpy

|oUIXI|g 1€ 10103.1p
[eDIpaW JOIUdS “Ue|g ‘M

sa9dJay-104-pgo/wodyealqeuenfuewmmm//:sdiy

-p-w-atejq-m-dijiyd-Asjed-sjjag-1odai

08£661°06v8-7£60/€0L1°0L/Bi0"10p//:dny V/N [eaianue sey osje gD ADH pue s3|bulys  dijiyd Jo paisod ujpasury -9sed-|olpigqeuued/asind/wod ulpanulr mmm//:sdny
aejanbas ejoq3 1s0d yum
S|enplAIpUl 10} JUSWI1e3I]
e Se pPaJIapISuod g p|noys
‘31joid A1aes sjqeioney y-dIjewos-pue-jejusw
pue s129)9 |edibojodew.eyd -anosdwi-Ajpuedyiubis-Aew-s3daya-|esibojodeweyd
020'60'9L0ZP!I/LOL L 0L/BI010p//:d1Yy V/N S uo psseq ‘agd ejoq3 wuoje|d uonesnpy -Sey-pgd/3211ie/Wod 0julpaUSIE-MMmM//:sdny
S9SNUIA J[IN 1S9/ pue
)17 91 y1oq buneanoeu; 1e
SSOUDAIIDDYD DY) SUIWLIDIBP
01 pajeniul buiaq si 9IAap
widezosayL ayy Buiziun WY SISNUIA-S|IN
dwsy wouy |10 ag) |edidoy -1S9/\\-pue-eyi1z-ayi-isuiebe-|10-|olpiqeuue)-jesido]
e jo bunssy 1eyy uodai -adf10101d-buniop-dezoiay ] -uo-uibag-01-bunsa |
uonelodio) xauaf ay| pue S9SNIIA 3|IN -5u|-dnoiD-eIPN-I_UIWNT/US/0/¥/ L L96/8 /70
V/N V/N ">u] ‘dnoin eipajy JeuiwinT 1S9\ pue eyiz BIPAN  //L0OT/25e3]2]-SMAU/WOD"DIIMSMIUIO|D MMM //:sd1y
SPJIIA S| gD 1eyd
V/N V/N  Punoj aney saipnis snoLep payiuap! 10N SMISOOM [BIDIBWIWOD uled-10}-|10-pgo/wWod1YApoghses mmm//:sdiy
2|03 pue AJH 91| suonssjul
|edin 1sutebe uondaloud
apinoid pue wiaisAs sunwiwi
snJIA-e|0ga-3A1129104d-pgd/ed1sabipsiqeuued//:dny V/N uewny ayl [0uod ued ggd e|oq3 pue AJH boig ejoga-euen(iiew/60|q/us/610 wiajeuIp mmm//:sdily
snuIA sadiay SNUIA w1y z80ZPg=[ouedsa us|einieur|io’joipiqeuueddwsay
V/N V/N |euuab 1suiebe |nyasn st agd sadiay |eHusn 91ISqOM [BIDJ3WWO0)D) /wodutedioyjiodwsayaind//:sdny
syluow-g-ul-lowni-a|qesadou;
-ob.e[-bUIA|0SSIP-190UBD-JO-1UBJUI-P[O-YIUOW
-8-591N2-|10-SI0eUURD /WO IDUBRAPEIJI|"MMM//:d11Yy
[o1piqeuueD/piIm/Bioeipadiim us//dny
Jwiys 1adued) SNUIA YSYN
-$2IN)-SIqeuuR)-9dUdPINT-3Y | -Bujelsin-ON 9y} dojs 0} umoys uaaq 10 ‘8 3snbny WY pgd-jolplgeuued-jo
-S|-243Y] € L£0S0/€ L/SMau/wod dseas|pludaaid//:diy V/N sey Ajjeoidoy paydde agd SNIIA YSHIN ‘Aepu4 uo paysod bolg -S1Yauaqg-341/80/ L 0Z/Wod30dsBo|q e3023n0//:sd1y
%98 Aq uoned|das |oipigeuued/ydieasal-euen(iew
08.661°06¥8-.60/0L¥t'01/Bi0"10p//:dny V/N ADH pPaxqiyul agd ADH wiogieid uonesnpy -[ev1paw/Ai061ed/wod esnayiul{wiwy//:sdiy
%t'98 Aq ADH /2-shneday-104-a1nd
0866 1068-7£60/€011'0L/Bi0"10p//:dny V/N 4o uonediidas ayy sdois agd ADH S9}ISgIM [eIDIBWWoD -91-90-p|N0d-{10-pgd/Wod sydoIseuen(uew;//sdny
suoI1d3yul
|ediA woly uondayoid spinoid
uin} Ul pue waisAs sunwwi euen(iew-|edIpaw-n|-sp|od-buliayns
V/N V/N 941 Jo |013u0d Jayjo Aew ggD nj} pue spjod bojg  -Buiysiuiwip/euen(iiew-jesipaw,/wodsndlisip//:sdiy
abed a1sgam ay) ul pariodas sadinos swuoj abesoq swie|D suonaajul JnsuaRIEYD 9USAIM TN
|BAIA 1O SNUIA

(penunuod) ‘g sjqey

*ATuo asn Teuosiad 104 "0z/07/10 1 Wod qndiraqar mmm woly TNV Aupksg ‘A3ojouyoa], Jo Ajs1oarun £q papeojumoq



'SNainb sn33030}Aydpis 1ULISISI-UI|[IPIYIDW “YSHIN

duIbus yoaeas ayy Aq papiaoid 1spIo 3Y3 Ul paisl| e S2HSOIM

V/N V/N
V/N V/N
V/N V/N

aseasIp A|peap

SIY1 JO [eAIAINS B3 djay ||Im
uo3djul ejog3 ue buunp
spioulqeuued Ag saupjo3fd
19410 pue 4H3A Jo uoniqiyul
1ey} ipaid 0} djqeuoseal
s1 11 (9) “wisiueydaw siyy Aq
ymolb siowny uleiq ewoln
qiyul pue 453A AUqiyul
splouigeuue) "suoid3jul
|ediA wouy uondajosd
apinoid winy ul pue wialsAs
aunwiwi 3yl JO [0J1U0D J3}j0
Aew gD Jejndied ul pue
‘splouigeuued 1eyl adUIPIAS
J1uaIRs poob si a1ay |
'sydee ANy

woij pue ‘sniia sajbulys syl
wouy dbewep Jayuny woly
s||92 anau s3da304d Osje gD
'sanijenb Aio1ewiwepjul-nue
9|qeIapIsuod syseoq 4gd
SNJIA Jeg-u1aisdy

1sutebe |njasn si ggd

ejoq3

sa|6ulys

SNJIA Jieg-ui1sdy

wuoje|d uoneonp3

winJo4 uolssndsiq

SMUSQOM [eDJaWWOD)

snJIA-ej0ga-9A11d9304d-pgd/ed1sabipsiqeuued//:dny

s9|bulys-yum-djiay-aqgd-saog/wod-eionb-mmmy//:sdiy
SNJIA-11eg-U1915d9-10J-|10-PgD/SUONIPUOD
-|ea1pawl/60ojg/wod uondsjespgiaind mmm//:sdiy

abed a11sqam ay) ui papodal sadinos

swoj abesoq

swie|y

suondajul
|eJIA 1O SnUIA

JlsuddRIeYD dUSGDIM

N

(Panunuo)) ‘¢ 3jqey

*ATuo asn Teuosiad 104 "0z/07/10 1 Wod qndiraqar mmm woly TNV Aupksg ‘A3ojouyoa], Jo Ajs1oarun £q papeojumoq



Downloaded by University of Technology, Sydney CAUL from www.liebertpub.com at 01/20/20. For personal use only.

CBD FOR VIRAL DISEASES: HYPE OR HOPE?

properties, which according to Reznik et al., could im-
prove the mental and somatic health of patients suffer-
ing from post-Ebola sequelae."

Various dosage forms of CBD have been reported,
including mainly ointments, creams, and pills. Interest-
ingly, one reference announced that a study of hemp-
based topical CBD oil using the TherOZap™ device
was underway to determine the efficacy of CBD in
inactivating Zika and West Nile viruses.*’

Discussion

This systematic review sought to examine the current
state of knowledge on the use of CBD in viral diseases.
We first searched for scientific literature and found
very little references to the antiviral effects of CBD.
Then, we turned to the Internet and retrieved addi-
tional and rare instances of benefits of CBD in the
treatment of viral infections.

PubMed search shows that currently available scien-
tific literature provides only circumstantial evidence
that CBD has a direct effect on HCV replication and
indirect antiviral action against KSHV infection.'®"”
Together, these findings suggest that CBD may be a
novel targeted candidate for the treatment of hepatitis
C and Kaposi sarcoma. This is to be welcomed as these
pathological conditions affect millions of people globally
and offer limited therapeutic options to patients so
far.”"** Importantly, the observed in vitro effects of
CBD occur at concentrations achieved in humans
with well-tolerated therapeutic doses of Epidiolex
(up to 20 mg per kg of body weight per day),>* suggest-
ing that these findings might be easily translated into
clinics. However, there is evidence that, other cannabi-
noids such as A’-THC may instead enhance infection
and replication of KSHV and promote KSHV-induced
endothelial transformation.**

In addition to its antiviral activity on HCV and KSHYV,
CBD was found to reverse the deleterious effects of neu-
roinflammation in TMEV-infected mice.'® Indeed, fol-
lowing intracranial inoculation of TMEV, susceptible
mouse strains developed a chronic demyelinating dis-
ease similar to MS.*® This study actually does not pro-
vide any evidence for a direct antiviral effect of CBD,
nonetheless it suggests the ability of CBD to affect the
neuroinflammatory events underlying the pathogenesis
of MS. Although MS cannot by any means be consid-
ered a viral disease, several lines of evidence suggest
the contribution of some human viruses in its etiology
and pathogenesis.”® Cannabinoids, including CBD, are
currently used to treat symptoms of pain and spasticity

in MS,”” and recently, they are gaining increasing inter-
est for their immunomodulating properties that might
affect the immunoinflammatory mechanisms underly-
ing MS pathogenesis and progression.”® Available evi-
dence thus strongly warrants preclinical and clinical
studies aimed at establishing the potential of CBD as
an immunomodulating agent in MS, considering its ef-
fects on the immune system and on other factors con-
tributing to MS, possibly including viral infections.

Searching the Internet for claims about conventional
as well as alternative therapeutics is nowadays of para-
mount importance, in view of the extensive and contin-
uously increasing use of the Internet by common
people to retrieve health-related information.'* Our
DDG search on the Internet found more indications
for CBD, including in the treatment of oral and genital
herpes, HIV/AIDS, cold and flu, shingles, hepatitis C,
Ebola, mononucleosis, progressive multifocal leukoen-
cephalopathy, and West Nile and Zika fevers. Report-
edly, the antiviral potential of CBD lies in the fact
that it may affect both the innate and adaptive immune
cells functions®>*® and host inflammatory responses
play a critical role in the pathogenesis of these viral dis-
eases. However, apart from hepatitis C, there is a very
real lack of scientific evidence supporting the other al-
leged antiviral properties of CBD.

Claims about the benefits of using CBD in viral infec-
tions were largely reported by CBD online retailers and
most often appear to be a biased interpretation of the sci-
entific literature or a dishonest manipulation of the infor-
mation for commercial purposes. For instances, the
purported benefits of CBD use in hepatitis C appear to
be extrapolated from a single in vitro study in which
CBD showed to inhibit HCV replication.'® Overall,
this situation comes to be problematic when desperate
patients, because of the limited therapeutic options
they have for their condition, are embracing very enthu-
siastically these claims. Indeed, misleading claim raises
significant public health concerns, as it may keep some
patients from accessing appropriate, well-established an-
tiviral therapies or looking out for possible risks associ-
ated with CBD use.’! In addition, since CBD-based
products are generally easier to obtain over the counter
by the general public, physicians may be confronted
with the effects of CBD—and thus the possibility of un-
wanted interactions with standard therapies—even
when they do not prescribe it themselves.

On the other side, however, claims about the use of
CBD in oral and genital herpes, shingles, and Ebola are
plausible on the basis of the anti-inflammatory and
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analgesic properties of CBD> and therefore deserve
proper attention by the scientific community. For in-
stance, in Ebola, CBD has been proposed to improve
the mental and somatic health of patients suffering
from post-Ebola sequelae.'® In addition, ameliorating
inflammation, which is common in these condi-
tions,” > could be beneficial for patients. Likewise,
the anecdotal claims retrieved in an online forum con-
cerning the symptomatic benefits of CBD in shingles-
associated inflammation and pain, despite being
based just on the personal experience of one subject,
suggest the opportunity to consider testing CBD in
clinical trials as an add-on therapeutic for shingles-
related distress.

Although preliminary results achieved so far are en-
couraging, much remains to be done before CBD reaches
the marketplace as a treatment for viral diseases. Cur-
rently, there is no evidence from properly designed clin-
ical trials to support the use of CBD for the treatment of
hepatitis C and Kaposi sarcoma. Only well-powered
double-blind randomized, controlled clinical trials on
the efficacy of pure CBD are useful to recommend
CBD as a help for patients with viral infections. In addi-
tion, current evidence supporting the use of CBD in vir-
ally induced pathological conditions is confined to only
two in vitro and one in vivo studies, which overall are
poorly predictive of definitive outcomes in humans.
Therefore, additional studies are needed to validate or
consolidate current preclinical evidence, and to assess
the efficacy of CBD in patients with the aforementioned
viral diseases.

Procuring CBD even for research purpose still re-
mains a daunting task in some parts of the globe, due
to restrictive national regulations.”® Although World
Health Organization has recently withdrawn CBD
from the international drug control treaties, many reg-
ulatory authorities such as FDA have denied to update
their restrictive position.”” Another concern with CBD
research is that CBD-based products purchased online
or in shops have not been subject to the same level of
regulatory scrutiny before reaching the marketplace
as conventional therapies. Therefore, their purity, qual-
ity, and dosage may be unreliable.*®

In conclusion, the plausibility of CBD use for HCV
and KSHYV is there, but the current state of evidence
is limited and only supports consolidating existing
preclinical evidence through additional studies or
doing clinical trials, not recommending its use. Claims
about the other apparent antiviral effects of CBD
abound and should push us to investigate the real ben-

MABOU TAGNE ET AL.

efit of CBD to overcome biases inherent in anecdotal
evidence. In particular, putative usefulness of CBD in
the post-Ebola syndrome'® or for shingles-associated
inflammation and pain is plausible considering the
established pharmacology of CBD but needs proper
assessment in well-designed clinical trials. Meanwhile,
CBD sellers should stop promoting claims that are not
backed by scientific evidence. Misleading claims rep-
resent both a threat to public health and a violation
of consumer access to accurate information. Large in-
ternational collaboration is needed to regulate online
shopping and enable consumers to make an informed
purchase.
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-
Abbreviations Used
A°-THC = A°-tetrahydrocannabinol
CBD = cannabidiol
CCL = C-C chemokine ligand
CCR2 = C-C chemokine receptor type 2
DDG = DuckDuckGo
ELISA = enzyme-linked immunosorbent assay
FDA = Food and Drug Administration
GRO-o = chemokine growth-regulated protein «
HBV = hepatitis B virus
HCV = hepatitis C virus
HMVECs = human dermal microvascular endothelial cells
HSV = herpes simplex virus
IFN-o. = interferon alpha
IL = interleukin
KSHV = Kaposi's sarcoma-associated herpesvirus
mMRNA = messenger RNA
MRSA = methicillin-resistant Staphylococcus aureus
MS = multiple sclerosis
MTS = 3-(4,5-dimethylthiazol-2-yl)-5-(3-
carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-
tetrazolium
N/A = not available
TMEV = Theiler's murine encephalomyelitis virus
TNFo = tumor necrosis factor alpha
TUNEL = terminal deoxynucleotidyl transferase dUTP
nick end labeling
VCAM-1 = vascular cell adhesion protein 1
VEGF = vascular endothelial growth factor
VGPCR = viral G protein-coupled receptor
\




