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LIBRARIAN NOTES/COMMENTS
Greetings
This is an update to a previously run search in June, 2020.
Some searched fields were changed to enhance specificity of the search (eg. Excluded abstract field), given what we be an
otherwise overwhelming number of findings including false drops.
Sincerely,
Lukas & Mark
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SUMMARIES, GUIDELINES & OTHER RESOURCES
Alberta Health Services
 COVID-19 Scientific Advisory Group Rapid Response Report. [September 9, 2020].
https://www.albertahealthservices.ca/assets/info/ppih/if-ppih-covid-19-sag-immunosuppression-andcovid-19-risk-rapid-review.pdf
LIBRARIAN’S NOTE: “Topic: Is being immunosuppressed (in its various forms) associated with increased
likelihood of recognized COVID-19 and/or increased disease severity?”


COVID-19 Scientific Advisory Group Rapid Response Report. [June 23 2020].
https://www.albertahealthservices.ca/assets/info/ppih/if-ppih-covid-19-sag-starting-or-resumingcancer-treatment-rapid-review.pdf

LIBRARIAN’S NOTE: Cancer patients may be more susceptible to infections than individuals without
cancer by virtue of their cancer therapy and sometimes their underlying disease, and at increased risk for
serious complications related to a COVID-19 infection.
American Society of Clinical Oncology
 A Guide to Cancer Care Delivery During the COVID-19 Pandemic. [December 15, 2020].
https://www.asco.org/sites/new-www.asco.org/files/content-files/2020-ASCO-Guide-CancerCOVID19.pdf
LIBRARIAN’S NOTE: See page 1 for summary of updates to this report.
BMJ Best Practice
 Management of coexisting conditions in the context of COVID-19. [Last updated December 23, 2020].
LIBRARIAN’S NOTE: See attachment BMJ_COVID_19
LIBRARIAN’S NOTE: In attachment: See pg. 8-10 for Considerations for patients receiving systemic
anticancer therapy AND See pg. 5-6 for considerations for patients receiving drugs affecting immune
responses
National Institutes for Care and Excellence | NHS England
 NHS England interim treatment options during the COVID-19 Pandemic [November 20, 2020].
https://www.nice.org.uk/guidance/ng161/resources/interim-treatment-change-options-during-thecovid19-pandemic-endorsed-by-nhs-england-pdf-8715724381
 COVID-19 rapid guideline: delivery of systemic anticancer treatments. [November 9, 2020].
https://www.nice.org.uk/guidance/ng161
LIBRARIAN’S NOTE: From section 3:3 “Be aware that patients with COVID-19 are at risk of severe disease
following systemic anticancer treatment. [3 April 2020]”


COVID-19 rapid guideline: children and young people who are immunocompromised. [August 14, 2020].
https://www.nice.org.uk/guidance/ng174
LIBRARIAN’S NOTE: From section 3.1: “Children and young people often show no or mild symptoms of
1

COVID‑19 and very few will develop severe or life-threatening disease, but those who are
immunocompromised may be more vulnerable to COVID‑19”

ARTICLES

References in online Zotero Group Library:
https://www.zotero.org/groups/2684132/sha_covid-19_eoc/collections/6ITJGA7I

1. Colmenero J, Rodriguez-Peralvarez M, Salcedo M, et al. Epidemiological pattern, incidence, and outcomes of COVID-19
in liver transplant patients. J Hepatol. 2021;74(1):148-55. DOI: 10.1016/j.jhep.2020.07.040
ABSTRACT: BACKGROUND & AIMS: The incidence and outcomes of coronavirus disease 2019 (COVID-19) in
immunocompromised patients are a matter of debate. METHODS: We performed a prospective nationwide study including
a consecutive cohort of liver transplant patients with COVID-19 recruited during the Spanish outbreak from 28 February to
7 April, 2020. The primary outcome was severe COVID-19, defined as the need for mechanical ventilation, intensive care,
and/or death. Age- and gender-standardised incidence and mortality ratios (SIR and SMR) were calculated using data from
the Ministry of Health and the Spanish liver transplant registry. Independent predictors of severe COVID-19 among
hospitalised patients were analysed using multivariate Cox regression. RESULTS: A total of 111 liver transplant patients
were diagnosed with COVID-19 (SIR = 191.2 [95% CI 190.3-192.2]). The epidemiological curve and geographic distribution
overlapped widely between the liver transplant and general populations. After a median follow-up of 23 days, 96 patients
(86.5%) were admitted to hospital and 22 patients (19.8%) required respiratory support. A total of 12 patients were
admitted to the ICU (10.8%). The mortality rate was 18%, which was lower than in the matched general population (SMR =
95.5 [95% CI 94.2-96.8]). Overall, 35 patients (31.5%) met criteria of severe COVID-19. Baseline immunosuppression
containing mycophenolate was an independent predictor of severe COVID-19 (relative risk = 3.94; 95% CI 1.59-9.74; p =
0.003), particularly at doses higher than 1,000 mg/day (p = 0.003). This deleterious effect was not observed with calcineurin
inhibitors or everolimus and complete immunosuppression withdrawal showed no benefit. CONCLUSIONS: Being
chronically immunosuppressed, liver transplant patients have an increased risk of acquiring COVID-19 but their mortality
rates are lower than the matched general population. Upon hospital admission, mycophenolate dose reduction or
withdrawal could help in preventing severe COVID-19. However, complete immunosuppression withdrawal should be
discouraged. LAY SUMMARY: In liver transplant patients, chronic immunosuppression increases the risk of acquiring COVID19 but it could reduce disease severity. Complete immunosuppression withdrawal may not be justified. However,
mycophenolate withdrawal or temporary conversion to calcineurin inhibitors or everolimus until disease resolution could
be beneficial in hospitalised patients.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32750442
DOI: 10.1016/j.jhep.2020.07.040
2. Saeedi-Boroujeni A, Mahmoudian-Sani MR, Bahadoram M, et al. COVID-19: A Case for Inhibiting NLRP3
Inflammasome, Suppression of Inflammation with Curcumin? Basic Clin Pharmacol Toxicol. 2021;128(1):37-45. DOI:
10.1111/bcpt.13503
ABSTRACT: Curcumin is the effective ingredient of turmeric, sometimes used as a painkiller in traditional medicine. It has
extensive biological properties such as anti-inflammatory and antioxidant activities. SARS-CoV-2 is a betacoronavirus
developing severe pneumonitis. Inflammasome is one of the most important components of innate immunity, which
exacerbates inflammation by increasing IL-1beta and IL-18 production. Studies on viral infections have shown overactivity
of inflammasome and thus the occurrence of destructive and systemic inflammation in patients. NLRP3 inflammasome has
been shown to play a key role in the pathogenesis of viral diseases. The proliferation of SARS-CoV-2 in a wide range of cells
can be combined with numerous observations of direct and indirect activation of inflammasome by other coronaviruses.
Activation of the inflammasome is likely to be involved in the formation of cytokine storm. Curcumin regulates several
molecules in the intracellular signal transduction pathways involved in inflammation, including IBB, NF-kBERK1,2, AP-1, TGFbeta, TXNIP, STAT3, PPARgamma, JAK2-STAT3, NLRP3, p38MAPK, Nrf2, Notch-1, AMPK, TLR-4 and MyD-88. Due to antiinflammatory and anti-inflammasome properties without any special side effects, curcumin can potentially play a role in the
treatment of COVID-19 infection along with other drug regimens.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33099890
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DOI: 10.1111/bcpt.13503
3. Abdelmaksoud A, Goldust M, Vestita M. Comment on "COVID-19 and psoriasis: Is it time to limit treatment with
immunosuppressants? A call for action". Dermatol Ther. 2020;33 (4) (no pagination)(e13360).
4. Abdin SM, Elgendy SM, Alyammahi SK, et al. Tackling the cytokine storm in COVID-19, challenges and hopes. Life Sci.
2020;257:118054. DOI: 10.1016/j.lfs.2020.118054
ABSTRACT: The outbreak of Coronavirus disease 2019 (COVID-19) is the current world health concern, presenting a public
health dilemma with ascending morbidity and mortality rates exceeding any previous viral spread, without a standard
effective treatment yet. SARS-CoV-2 infection is distinguished with multiple epidemiological and pathological features, one
of them being the elevated levels of cytokine release, which in turn trigger an aberrant uncontrolled response known as
"cytokine storm". This phenomenon contributes to severe acute respiratory distress syndrome (ARDS), leading to
pneumonia and respiratory failure, which is considered a major contributor to COVID-19-associated fatality rates. Taking
into account that the vast majority of the COVID-19 cases are aggravated by the respiratory and multiorgan failure triggered
by the sustained release of cytokines, implementing therapeutics that alleviate or diminish the upregulated inflammatory
response would provide a therapeutic advantage to COVID-19 patients. Indeed, dexamethasone, a widely available and
inexpensive corticosteroid with anti -inflammatory effects, has shown a great promise in reducing mortality rates in COVID19 patients. In this review, we have critically compared the clinical impact of several potential therapeutic agents that could
block or interfere with the cytokine storm, such as IL-1 inhibitors, IL-6 inhibitors, mast cell targeting agents, and
corticosteroids. This work focused on highlighting and contrasting the current success and limitations towards the
involvement of these agents in future treatment protocols.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32663575
DOI: 10.1016/j.lfs.2020.118054
5. Abuelgasim E, Dona ACM, Sondh RS, et al. Management of urticaria in COVID-19 patients: A systematic review.
Dermatol Ther. 2020:e14328. DOI: 10.1111/dth.14328
ABSTRACT: The global pandemic COVID-19 has resulted in significant global morbidity, mortality and increased healthcare
demands. There is now emerging evidence of patients experiencing urticaria. We sought to systematically review current
evidence, critique the literature, and present our findings. Allowing PRISMA guidelines, a comprehensive literature search
was carried out with Medline, EMBASE, Scopus, Cochrane, and Google Scholar, using key MeSH words, which include
"COVID-19," "Coronavirus," "SARS-Cov-2," "Urticaria," "Angioedema," and "Skin rash" up to 01 August 2020. The key
inclusion criteria were articles that reported on urticaria and/or angioedema due to COVID-19 infection and reported
management and outcome. Studies were excluded if no case or cohort outcomes were observed. Our search returned 169
articles, 25 of which met inclusion criteria. All studies were case reports, reporting 26 patients with urticaria and/or
angioedema, COVID-19 infection and their management and/or response. ajority of patients (n = 16, 69%) were over 50
years old. However, urticaria in the younger ages was not uncommon, with reported case of 2 months old infant. Skin
lesions resolved from less than 24 hours to up to 2 weeks following treatment with antihistamines and/or steroids. There
have been no cases of recurrent urticaria or cases nonresponsive to steroids. Management of urticarial in COVID-19
patients should involve antihistamines. Low dose prednisolone should be considered on an individualized basis. Further
research is required in understanding urticarial pathogenesis in COVID-19. This will aid early diagnostic assessment in
patients with high index of suspicion and subsequent management in the acute phase.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32986289
DOI: 10.1111/dth.14328
6. Acharya Y, Sayed A. Chloroquine and hydroxychloroquine as a repurposed agent against COVID-19: a narrative review.
Therapeutic Advances in Infectious Disease. 2020;7(no pagination).
ABSTRACT: The predicament arising from the coronavirus disease 2019 (COVID-19) pandemic has become one of the most
significant modern public health challenges. Despite uncertainties in the viral determinants and pathogenesis, it is crucial to
accurately inspect all available evidence to construct accurate clinical guidelines for optimised patient care. This study aims
to discuss the available evidence for the use of chloroquine (CQ) and hydroxychloroquine (HCQ) against COVID-19. Early in
vitro studies of CQ/HCQ against severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) are convincing. But
contradictory evidence exists on the clinical use of CQ/HCQ, either alone or in combination with azithromycin. As of now,
there is no compelling clinical evidence on CQ, HCQ, and azithromycin in COVID-19 and the available evidence is limited to
methodologically inferior non-randomised studies. Studies have also shown detrimental drug reactions to CQ and 'HCQ plus
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azithromycin', mainly cardiac side effects in hospitalised patients with coexisting cardiovascular comorbidities. Therefore,
we recommend that physicians avoid high doses and exercise extreme caution in the compassionate use of CQ/HCQ, either
alone or in combination with other antiviral drugs. Copyright © The Author(s), 2020.
7. Akula SM, Abrams SL, Steelman LS, et al. Cancer therapy and treatments during COVID-19 era. Adv Biol Regul.
2020;77:100739. DOI: 10.1016/j.jbior.2020.100739
ABSTRACT: The COVID-19 pandemic has put a serious strain on health treatments as well at the economies of many
nations. Unfortunately, there is not currently available vaccine for SARS-Cov-2/COVID-19. Various types of patients have
delayed treatment or even routine check-ups and we are adapting to a virtual world. In many cases, surgeries are delayed
unless they are essential. This is also true with regards to cancer treatments and screening. Interestingly, some existing
drugs and nutraceuticals have been screened for their effects on COVID-19. Certain FDA approved drugs, vitamin, natural
products and trace minerals may be repurposed to treat or i mprove the prevention of COVID-19 infections and disease
progression. This review article will summarize how the treatments of various cancer patients has changed during the
COVID-19 era as well as discuss the promise of some existing drugs and other agents to be repurposed to treat this disease.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32773105
DOI: 10.1016/j.jbior.2020.100739
8. Alexander PE, Debono VB, Mammen MJ, et al. COVID-19 coronavirus research has overall low methodological quality
thus far: case in point for chloroquine/hydroxychloroquine. J Clin Epidemiol. 2020;123:120-6.
ABSTRACT: Objectives/Background and Objectives: Prior epidemics of high-mortality human coronaviruses, such as the
acute respiratory syndrome coronavirus (SARS-CoV or SARS-1) in 2003, have driven the characterization of compounds that
could be possibly active against the currently emerging novel coronavirus SARS-CoV-2 (COVID-19). Presently, no approved
treatment or prophylaxis is available for COVID-19. We comment on the existing COVID-19 research methodologies in
general and the published reporting. Given the media attention and claims of effectiveness, we chose chloroquine and
hydroxychloroquine, in combination with azithromycin, as an area of COVID-19 research to examine. Methods/Study Design
and Setting: MEDLINE and EMBASE electronic databases were searched from 2019 to present (April 3rd, 2020) using a mix
of keywords such as COVID-19 and chloroquine and hydroxychloroquine. We also searched the largest clinical medicine
preprint repository, medRxiv.org. Result(s): We found 6 studies, 3 randomized control trials and 3 observational studies,
focusing on chloroquine and hydroxychloroquine (with azithromycin). We critically appraised the evidence. Conclusion(s):
We found that the COVID-19 research methodology is very poor in the area of chloroquine/hydroxychloroquine research. In
screening the literature, we observed the same across COVID-19 research in relation to potential treatments. The reporting
is very poor and sparse, and patient-important outcomes needed to discern decision-making priorities are not reported. We
do understand the barriers to perform rigorous research in health care settings overwhelmed by a novel deadly disease.
However, this emergency pandemic situation does not transform flawed methods and data into credible results. The
adequately powered, comparative, and robust clinical research that is needed for optimal evidence-informed decisionmaking remains absent in COVID-19. Copyright © 2020 Elsevier Inc.
9. Alhuraiji A, Eldadah S, Alfraih F, et al. Optimal Management of Acute Lymphoblastic Leukemia (ALL) in Adult Patients
During the Novel Coronavirus Disease 2019 (COVID-19) Pandemic. Gulf J Oncolog. 2020;1(33):7-18.
ABSTRACT: The outbreak of coronavirus disease 2019 (COVID-19) has become a public health emergency of major
international concern. In December 2019, an outbreak of atypical pneumonia known as COVID-19 was identified in Wuhan,
China. The newly identified zoonotic coronavirus, severe acute respiratory syndrome coronavirus-2 (SARSCoV-2), is
characterized by rapid human-to-human transmission. Acute lymphoblastic leukemia (ALL) patients are often in need for
intensive chemotherapy to induce remission that will be complicated with prolonged period of cytopenias. They are often
recalled to the hospital for treatment and disease surveillance. These patients may be immunocompromised due to the
underlying malignancy or anti-cancer therapy. ALL patients are at higher risk of developing life-threatening infections.
Several factors increase the risk of infection and the presence of multiple risk factors in the same patient is common.
Cancer patients had an estimated 2-fold increased risk of contracting SARS-CoV-2 than the general population. With the
World Health Organization declaring the novel coronavirus outbreak a pandemic, there is an urgent need to address the
impact of such pandemic on ALL patients. This include changes to resource allocation, clinical care, and the consent process
during a pandemic. Currently and due to limited data, there are no international guidelines to address the optimal
management of ALL patients in any infectious pandemic. In this review, we will address the potential challenges associated
with managing ALL patients during the COVID-19 infection pandemic with suggestions of some practical approaches,
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focusing on screening asymptomatic ALL patients, diagnostic and response evaluation and choice of chemotherapy in
different scenarios and setting and use of hematopoietic stem cell transplantation (HSCT).
URL: https://www.ncbi.nlm.nih.gov/pubmed/32476644
10. Alsayegh F, Mousa SA. Challenges in the Management of Sickle Cell Disease During SARS-CoV-2 Pandemic. Clin Appl
Thromb Hemost. 2020;26:1076029620955240. DOI: 10.1177/1076029620955240
ABSTRACT: The management of sickle cell disease (SCD) and its complications in the COVID-19 era is very challenging. The
recurrent sickling process in SCD causes tissue hypoxemia and micro-infarcts, resulting in end organ damage. Since the
outbreak of SARS-CoV-2 pandemic, little data has been published about SCD concerning clinical presentation with COVID-19
and management. Hydroxyurea has been the cornerstone of management in children and adults with SCD, with evidence of
its effect on controlling end organ damage. There are several anti-sickling drugs that have been approved recently that
might have an additive value toward the management of SCD and its complications. The role of simple and exchange
transfusions is well established and should always be considered in the management of various complications. The value of
convalescent plasma has been demonstrated in small case series, but large randomized controlled studies are still awaited.
Immunomodulatory agents may play a role in reducing the damaging effects of cytokines storm that contributes to the
morbidity and mortality in advanced cases. Prophylactic anticoagulation should be considered in every management
protocol because SCD and COVID-19 are thrombogenic conditions. Management proposals of different presentations of
patients with SCD and COVID-19 are outlined.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32873056
DOI: 10.1177/1076029620955240
11. Anastasiou IA, Eleftheriadou I, Tentolouris A, et al. In Vitro Data of Current Therapies for SARS-CoV-2. Curr Med
Chem. 2020;27(27):4542-8. DOI: 10.2174/0929867327666200513075430
ABSTRACT: BACKGROUND: In December 2019, a new coronavirus, named Severe Acute Respiratory Syndrome Coronavirus
2 (SARS-CoV-2), emerged from China, causing pneumonia outbreaks first in the Wuhan region and then spread worldwide.
Due to a lack of efficient and specific treatments and the need to contain the epidemic, drug repurposing appears to be the
most efficient tool to find a therapeutic solution. OBJECTIVES: The aim of this study was to summarize in vitro data of
current agents used for the management of SARS-CoV-2 all over the world. METHODS: A literature search of articles from
January 2000 until April 2020 was performed using MEDLINE, EMBASE and the Cochrane Library to assess in vitro data of
current or putative therapies for SARS-CoV-2. RESULTS: Although in vitro studies are scarce, data regarding chloroquine,
hydroxychloroquine, remdesivir, nitazoxanide, teicoplanin, ivermectin, lopinavir, homoharringtonine, and emetine seem
promising. CONCLUSION: Scientists all over the world should work together and increase their efforts in order to find
feasible and efficient solutions against this new global viral threat.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32400323
DOI: 10.2174/0929867327666200513075430
12. Angeletti A, Drovandi S, Sanguineri F, et al. COVID-19 in Children with Nephrotic Syndrome on Anti-CD20 Chronic
Immunosuppression. Clin J Am Soc Nephrol. 2020;15(10):1494-5. DOI: 10.2215/CJN.06400420
URL: https://www.ncbi.nlm.nih.gov/pubmed/32718953
DOI: 10.2215/CJN.06400420
13. Arico E, Bracci L, Castiello L, et al. Are we fully exploiting type I Interferons in today's fight against COVID-19
pandemic? Cytokine Growth Factor Rev. 2020;54:43-50. DOI: 10.1016/j.cytogfr.2020.07.010
ABSTRACT: Coronavirus disease 2019 (COVID-19) first emerged in late 2019 in China. At the time of writing, its causative
agent SARS-CoV-2 has spread worldwide infecting over 9 million individuals and causing more than 460,000 deaths. In the
absence of vaccines, we are facing the dramatic challenge of controlling COVID-19 pandemic. Among currently available
drugs, type I Interferons (IFN-I) - mainly IFN-alpha and beta -represent ideal candidates given their direct and immunemediated antiviral effects and the long record of clinical use. However, the best modalities of using these cytokines in SARSCoV-2 infected patients is a matter of debate. Here, we discuss how we can exploit the current knowledge on IFN-I system
to tailor the most promising dosing, timing and route of administration of IFN-I to the disease stage, with the final aim of
making these cytokines a valuable therapeutic strategy in today's fight against COVID-19 pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32665127
DOI: 10.1016/j.cytogfr.2020.07.010
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14. Arita R, Ono R, Saito N, et al. Kakkonto, shosaikoto, Platycodon grandiflorum root, and gypsum (a Japanese original
combination drug known as saikatsugekito): Pharmacological review of its activity against viral infections and respiratory
inflammatory conditions and a discussion of its applications to COVID-19. Traditional and Kampo Medicine.
2020;7(3):115-27.
ABSTRACT: Aim: Traditional Japanese (Kampo) medicine has been used to treat viral infectious diseases. In particular,
saikatsugekito (a combination drug of kakkonto, shosaikoto, Platicodon glandiflorum root, and gypsum) has been reported
to be useful during the past influenza pandemic. The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) has
spread worldwide, causing the novel coronavirus disease (COVID-19) to emerge as a pandemic. In this article, we conducted
a literature review on the pharmacological activities of the components present in saikatsugekito against viral infection and
respiratory inflammation. Method(s): We searched PubMed and the Cochrane Library for English articles, as well as Ichushi
and J-stage for Japanese articles. Articles published until January 1, 2000 were retrieved using the keywords 'kakkonto',
'shosaikoto', 'Platycodon', and 'gypsum'. We then extracted articles on basic research investigating viral infections,
inflammation, cytokine, the immune response, and lung tissue damage. Result(s): We extracted 28 eligible articles. Kampo
medicines have antiviral activities by interfering with the attachment, internalization, replication, progeny virion release,
and cell-to-cell spreading of single-strand RNA viruses. They also enhance the immunomodulating activities of the host,
including cytokine production, regulation of multiple immune cells, and protection from lung tissue injury. Furthermore,
Kampo medicine has been found to regulate body temperature and airway mucin release. Conclusion(s): The results
demonstrated that Kampo medicine has therapeutic activities against single-strand RNA virus infections and respiratory
inflammation, and may also have activities against SARS-CoV-2. Further research is required to investigate the activity of
Kampo medicines, such as saikatsugekito, against SARS-CoV-2. Copyright © 2020 The Authors. Traditional & Kampo
Medicine published by John Wiley & Sons Australia, Ltd on behalf of Japan Society for Oriental Medicine and Japan Society
of Medical and Pharmaceutical Sciences for Traditional Medicine.
15. Babayeva M, Loewy Z. Repurposing Drugs for COVID-19: Pharmacokinetics and Pharmacogenomics of Chloroquine
and Hydroxychloroquine. Pharmgenomics Pers Med. 2020;13:531-42. DOI: 10.2147/PGPM.S275964
ABSTRACT: Background: A new coronavirus SARS-CoV-2 has been identified as the etiological agent of the severe acute
respiratory syndrome, COVID-19, the source and cause of the 2019-20 coronavirus pandemic. Hydroxychloroquine and
chloroquine have gathered extraordinary attention as therapeutic candidates against SARS-CoV-2 infections. While there is
growing scientific data on the therapeutic effect, there is also concern for toxicity of the medications. The therapy of
COVID-19 by hydroxychloroquine and chloroquine is off-label. Studies to analyze the personalized effect and safety are
lacking. Methods: A review of the literature was performed using Medline/PubMed/Embase database. A variety of
keywords were employed in keyword/title/abstract searches. The electronic search was followed by extensive hand
searching using reference lists from the identified articles. Results: A total of 126 results were obtained after screening all
sources. Mechanisms underlying variability in drug concentrations and therapeutic response with chloroquine and
hydroxychloroquine in mediating beneficial and adverse effects of chloroquine and hydroxychloroquine were reviewed and
analyzed. Pharmacogenomic studies from various disease states were evaluated to elucidate the role of genetic variation in
drug response and toxicity. Conclusion: Knowledge of the pharmacokinetics and pharmacogenomics of chloroquine and
hydroxychloroquine is necessary for effective and safe dosing and to avoid treatment failure and severe complications.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33122936
DOI: 10.2147/PGPM.S275964
16. Baburaj G, Thomas L, Rao M. Potential Drug Interactions of Repurposed COVID-19 Drugs with Lung Cancer
Pharmacotherapies. Arch Med Res. 2020;17:17. DOI: 10.1016/j.arcmed.2020.11.006
ABSTRACT: Lung cancer patients are at heightened risk for developing COVID-19 infection as well as complications due to
multiple risk factors such as underlying malignancy, anti -cancer treatment induced immunosuppression, additional
comorbidities and history of smoking. Recent literatures have reported a significant proportion of lung cancer patients
coinfected with COVID-19. Chloroquine, hydroxychloroquine, lopinavir/ritonavir, ribavirin, oseltamivir, remdesivir,
favipiravir, and umifenovir represent the major repurposed drugs used as potential experimental agents for COVID-19
whereas azithromycin, dexamethasone, tocilizumab, sarilumab, famotidine and ceftriaxone are some of the supporting
agents that are under investigation for COVID-19 management. The rationale of this review is to identify potential drugdrug interactions (DDIs) occurring in lung cancer patients receiving lung cancer medications and repurposed COVID-19
drugs using Micromedex and additional literatures. This review has identified several potential DDIs that could occur with
the concomitant treatments of COVID-19 repurposed drugs and lung cancer medications. This information may be utilized
by the healthcare professionals for screening and identifying potential DDIs with adverse outcomes, based on their severity
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and documentation levels and consequently design prophylactic and management strategies for their prevention.
Identification, reporting and management of DDIs and dissemination of related information should be a major
consideration in the delivery of lung cancer care during this ongoing COVID-19 pandemic for better patient outcomes and
updating guidelines for safer prescribing practices in this coinfected condition.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33257051
DOI: 10.1016/j.arcmed.2020.11.006
17. Badawy AA. Immunotherapy of COVID-19 with poly (ADP-ribose) polymerase inhibitors: starting with nicotinamide.
Biosci Rep. 2020;40(10):30. DOI: 10.1042/BSR20202856
ABSTRACT: COVID-19 induces a proinflammatory environment that is stronger in patients requiring intensive care. The
cytokine components of this environment may determine efficacy or otherwise of glucocorticoid therapy. The immunity
modulators, the aryl hydrocarbon receptor (AhR) and the nuclear NAD+-consuming enzyme poly (ADP-ribose) polymerase 1
(PARP 1) may play a critical role in COVID-19 pathophysiology. The AhR is overexpressed in coronaviruses, including COVID19 and, as it regulates PARP gene expression, the latter is likely to be activated in COVID-19. PARP 1 activation leads to cell
death mainly by depletion of NAD+ and adenosine triphosphate (ATP), especially when availability of these energy
mediators is compromised. PARP expression is enhanced in other lung conditions: the pneumovirus respiratory syncytial
virus (RSV) and chronic obstructive pulmonary disease (COPD). I propose that PARP 1 activation is the terminal point in a
sequence of events culminating in patient mortality and should be the focus of COVID-19 immunotherapy. Potent PARP 1
inhibitors are undergoing trials in cancer, but a readily available inhibitor, nicotinamide (NAM), which possesses a highly
desirable biochemical and activity profile, merits exploration. It conserves NAD+ and prevents ATP depletion by PARP 1 and
Sirtuin 1 (silent mating type information regulation 2 homologue 1) inhibition, enhances NAD+ synthesis, and hence that of
NADP+ which is a stronger PARP inhibitor, reverses lung injury caused by ischaemia/reperfusion, inhibits proinflammatory
cytokines and is effective against HIV infection. These properties qualify NAM for therapeutic use initially in conjunction
with standard clinical care or combined with other agents, and subsequently as an adjunct to stronger PARP 1 inhibitors or
other drugs.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33063092
DOI: 10.1042/BSR20202856
18. Beyzaee AM, Rahmatpour Rokni G, Patil A, et al. Rituximab as the treatment of pemphigus vulgaris in the COVID-19
pandemic era: A narrative review. Dermatologic Therapy. 2020.
ABSTRACT: Pemphigus vulgaris (PV), an autoimmune blistering disease is treated with immunosuppressive medications. As
the immunosuppressive effect of rituximab, the first-line therapy of PV, lasts more than 6 months, many concerns have
raised due to the ongoing novel coronavirus disease (COVID-19) pandemic. With this background, our objective was to
review the currently available literature as well as important websites for the evidence related to rituximab, PV and COVID19, adverse effects associated with drugs, and relevant guidelines. "PubMed" and "Google Scholar" database were
systematically searched for retrieving all articles related to anti-CD20 therapy in pemphigus vulgaris and COVID-19
published up to 14 July 2020. A total of seven clinical studies are performed with anti-CD20 therapy in COVID-19, three of
which are performed on pemphigus patients, and have shown concerns employing rituximab in patients with COVID-19.
Evidence for treating PV patients with rituximab in COVID-19 pandemic is limited. Until sufficient evidence or guideline for
pemphigus and COVID-19 treatment is available, we advocate caution commencing rituximab in patients with pemphigus,
due to the reported adverse outcomes. Copyright © 2020 Wiley Periodicals LLC.
19. Bhowmick NA, Oft J, Dorff T, et al. COVID-19 and androgen-targeted therapy for prostate cancer patients. Endocr
Relat Cancer. 2020;27(9):R281-R92. DOI: 10.1530/ERC-20-0165
ABSTRACT: The current pandemic (COVID-19) caused by severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is a
global health challenge with active development of antiviral drugs and vaccines seeking to reduce its significant disease
burden. Early reports have confirmed that transmembrane serine protease 2 (TMPRSS2) and angiotensin converting
enzyme 2 (ACE2) are critical targets of SARS-CoV-2 that facilitate viral entry into host cells. TMPRSS2 and ACE2 are
expressed in multiple human tissues beyond the lung including the testes where predisposition to SARS-CoV-2 infection
may exist. TMPRSS2 is an androgen-responsive gene and its fusion represents one of the most frequent alterations in
prostate cancer. Androgen suppression by androgen deprivation therapy and androgen receptor signaling inhibitors form
the foundation of prostate cancer treatment. In this review, we highlight the growing evidence in support of androgen
regulation of TMPRSS2 and ACE2 and the potential clinical implications of using androgen suppression to downregulate
TMPRSS2 to target SARS-CoV-2. We also discuss the future directions and controversies that need to be addressed in order
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to establish the viability of targeting TMPRSS2 and/or ACE2 through androgen signaling regulation for COVID-19 treatment,
particularly its relevance in the context of prostate cancer management.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32508311
DOI: 10.1530/ERC-20-0165
20. Blagova OV, Varionchik NV, Beraia MM, et al. COVID-19 pneumonia in patients with chronic myocarditis (hbvassociated with infarct-like debute): specifics of the diseases course, the role of the basic therapy (Part II). [Russian].
Rational Pharmacotherapy in Cardiology. 2020;16(5):730-6.
ABSTRACT: Chronic infectious-immune myocarditis of severe course can potentially be considered as a factor that
aggravates the course of new coronavirus disease (COVID-19) and increases the risk of adverse outcomes. The interaction
of chronic myocarditis and COVID-19 during long-term immunosuppressive therapy has not been studied. We present a
description of a 35-year-old female patient with chronic infectious-immune myocarditis (morphologically confirmed, with a
history of infarction-like onset and thromboembolic complications), who had continuous immunosuppressive therapy with
methylprednisolone and mycophenolate mofetil. The patient also received new oral anticoagulants and tenofovir (for
chronic HBV infection). COVID-19 (SARS-Cov-2 RNA+) was diagnosed in May 2020. Risk factors for the adverse course of
coronavirus infection included severe obesity, heart failure, and life-threatening ventricular arrhythmias. Correction of
immunosuppressive therapy (withdrawal of the cytostatic agent, administration of hydroxychloroquine) and therapy with
levofloxacin, an interleukin-17 inhibitor (netakimab) were performed. The severity of pneumonia and respiratory failure
was moderate despite high fever and high levels of inflammatory markers in the blood (including i nterleukin-6). Signs of
exacerbation of myocarditis, increased levels of troponin T and anticardial antibodies (compared with the initial ones) were
not found. It can be assumed that supportive immunosuppressive therapy for myocarditis has a positive effec t on the
course of coronavirus pneumonia and avoids exacerbation of myocarditis. Careful continuation of immunosuppressive
therapy with temporary withdrawal of aggressive cytostatics can be recommended in chronic myocarditis. Further study of
the features of the course of previous myocarditis and COVID-19 pneumonia is necessary. Copyright © 2020 Stolichnaya
Izdatelskaya Kompaniya. All rights reserved.
21. Blicharz L, Czuwara J, Samochocki Z, et al. Immunosuppressive treatment for systemic sclerosis-Therapeutic
challenges during the COVID-19 pandemic. Dermatol Ther. 2020;33(4):e13619. DOI: 10.1111/dth.13619
URL: https://www.ncbi.nlm.nih.gov/pubmed/32428315
DOI: 10.1111/dth.13619
22. Borcherding N, Jethava Y, Vikas P. Repurposing Anti-Cancer Drugs for COVID-19 Treatment. Drug Des Devel Ther.
2020;14:5045-58. DOI: 10.2147/DDDT.S282252
ABSTRACT: The novel coronavirus disease 2019 (COVID-19) pandemic has caused catastrophic damage to human life across
the globe along with social and financial hardships. According to the Johns Hopkins University Coronavirus Resource Center,
more than 41.3 million people worldwide have been infected, and more than 1,133,000 people have died as of October 22,
2020. At present, there is no available vaccine and a scarcity of efficacious therapies. However, there is tremendous
ongoing effort towards identifying effective drugs and developing novel vaccines. Early data from Adaptive COVID-19
Treatment Trials (ACTT) sponsored by the National Institute of Allergy and Infectious Diseases (NIAID) and compassionate
use study have shown promise for remdesivir, leading to emergency authorization by the Food and Drug Administration
(FDA) for treatment of hospitalized COVID-19 patients. However, several randomized studies have now shown no benefit or
increased adverse events associated with remdesivir treatment. Drug development is a time-intensive process and requires
extensive safety and efficacy evaluations. In contrast, drug repurposing is a time-saving and cost-effective drug discovery
strategy geared towards using existing drugs instead of de novo drug discovery. Treatments for cancer and COVID-19 often
have similar goals of controlling inflammation, inhibiting cell division, and modulating the host microenvironment to control
the disease. In this review, we focus on anti-cancer drugs that can potentially be repurposed for COVID-19 and are currently
being tested in clinical trials.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33239864
DOI: 10.2147/DDDT.S282252
23. Boyd K, Parcell B, Tauro S. Immunosuppression in hematological cancer patients with Covid-19 -Uncomplicated
infections but delayed viral clearance? Leuk Res. 2020;96:106407. DOI: 10.1016/j.leukres.2020.106407
URL: https://www.ncbi.nlm.nih.gov/pubmed/32652329
DOI: 10.1016/j.leukres.2020.106407
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24. Boyd MJ, Scott DAR, Squirrell DM, et al. Proof-of-concept calculations to determine the health-adjusted life-year
trade-off between intravitreal anti-VEGF injections and transmission of COVID-19. Clin Exp Ophthalmol. 2020;48(9):127685. DOI: 10.1111/ceo.13855
ABSTRACT: BACKGROUND: Clinical ophthalmological guidelines encourage the assessment of potential benefits and harms
when deciding whether to perform elective ophthalmology procedures during the COVID-19 pandemic, in order to
minimize the risk of disease transmission. METHOD: We performed probability calculations to estimate COVID-19 infection
status and likelihood of disease transmission among neovascular age-related macular degeneration patients and healthcare workers during anti-VEGF procedures, at various community prevalence levels of COVID-19. We then applied the
expected burden of COVID-19 illness and death expressed through health-adjusted life-years (HALYs) lost. We compared
these results to the expected disease burden of severe visual impairment if sight protecting anti-VEGF injections were not
performed. RESULTS: Our calculations suggest a wide range of contexts where the benefits of treatment to prevent
progression to severe visual impairment or blindness are greater than the expected harms to the patient and immediate
health care team due to COVID-19. For example, with appropriate protective equipment the benefits of treatment
outweigh harms when the chance of progression to severe visual impairment is >0.044% for all scenarios where COVID-19
prevalence was 1/1000, even when the attack rate in the clinical setting is very high (5-43%). CONCLUSION: Unless COVID19 prevalence is very high, the reduced disease burden from avoiding visual impairment outweighs the expected HALYs lost
from COVID-19 transmission. This finding is driven by the fact that HALYs lost when someone suffers severe visual
impairment for 5 years are equivalent to nearly 400 moderate cases of infectious disease l asting 2 weeks each.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32902023
DOI: 10.1111/ceo.13855
25. Brunello A, Galiano A, Finotto S, et al. Older cancer patients and COVID-19 outbreak: Practical considerations and
recommendations. Cancer Med. 2020;9(24):9193-204. DOI: 10.1002/cam4.3517
ABSTRACT: Since the COVID-19 outbreak started, it has been affecting mainly older individuals. Among the most vulnerable
older individuals are those with cancer. Many published guidelines and consensus papers deal with prioritizing cancer care.
Given the lack of high-quality evidence for management of cancer in older patients also in normal times, it is even more
stringent to provide some resources on how to avoid both undertreatment and overtreatment in this population, who as of
now is twice challenged to death, due to both a greater risk of getting infected with COVID-19 as well as from cancer not
adequately addressed and treated. We hereby discuss some general recommendations (implement triage procedures;
perform geriatric assessment; carefully assess comorbidity; promote early integration of palliative care in oncology;
acknowledge the role of caregivers; maintain active take in charge to avoid feeling of abandonment; mandate seasonal flu
vaccination) and discuss practical suggestions for specific disease settings (early-stage and advanced-stage disease for solid
tumors, and hematological malignancies). The manuscript provides resources on how to avoid both undertreatment and
overtreatment in older patients with cancer, who as of now is twice challenged to death, due to both a greater risk of
getting infected with COVID-19 as well as from cancer not adequately addressed and treated.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33219746
DOI: 10.1002/cam4.3517
26. Carandini T, Pietroboni AM, Sacchi L, et al. Alemtuzumab in multiple sclerosis during the COVID-19 pandemic: A mild
uncomplicated infection despite intense immunosuppression. Mult Scler. 2020;26(10):1268-9. DOI:
10.1177/1352458520926459
URL: https://www.ncbi.nlm.nih.gov/pubmed/32463329
DOI: 10.1177/1352458520926459
27. Chakraborty M, Pandey M. Caring for cancer patients in the Covid pandemic: choosing between the devil and deep
sea. World J Surg Oncol. 2020;18(1):220. DOI: 10.1186/s12957-020-02002-7
ABSTRACT: BACKGROUND: Healthcare is an essential service at any time more so in the crisis like Covid. With increase in
number of cases and mortality from Covid, the primary focus is shifted to the management of the Covid crisis and other
health emergencies thus affecting normal health services and routine treatment of other diseases like cancer. METHODS:
This article reviews the published literature and guidelines on Covid and cancer and discusses them to optimize the care of
cancer patients during Covid pandemic to improve treatment outcomes. RESULTS: The results of the review of published
literature show a twofold increase in probability of getting CoV2 infection by the cancer patients and a four-fold increase in
chance of death. On the other hand, if left untreated a 20% increase in cancer death is expected. Data further show that
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none of the medicines like remdesivir, hydroxy chloroquin, dexamethasone, or azithromycin improves survival and
response to Covid in cancer patients. Surgical results too show similar outcome before and after the pandemic though most
of these report on highly selected patients populations. CONCLUSIONS: The Covi d 2019 pandemic places cancer patients in
a very difficult situation wherein if they seek treatment, they are exposing themselves to a risk of developing CoV2 infection
and if they do not, the probability of dying without treatment increases. Hence, for them it is a choice between the devil
and deep sea, and it is for the healthcare providers to triage patients and treat who cannot wait even though the data from
the carefully selected cohort of patients show no increase in mortality or morbidity from treatment during Covid.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32828120
DOI: 10.1186/s12957-020-02002-7
28. Choupoo NS, Das SK, Haldar R, et al. Evaluating the efficacy and safety of the existing repurposed pharmacological
agents for treating covid-19: A meta-analysis and systemic review of clinical trials. Indian J Crit Care Med.
2020;24(11):1106-13.
ABSTRACT: Purpose: The present study systematically searched important medical databases, assessed the quality of
available pieces of evidence, and performed a meta-analysis to test the efficacy of different therapeutic options currently
available for treating COVID-19. Material(s) and Method(s): PubMed, CNKI, LILACS, Koreamed, WHO clinical trial registry,
and medRxiv were searched since December 2019. Any observational or controlled study that tested the efficacy of any
pharmacological intervention in COVID-19 patients either prospectively or retrospectively was included in the qualitative
analysis. We assessed outcomes as dichotomous variables, i.e., a patient having a positive clinical outcome. Relative
risks/risk ratios (RR) having a 95% confidence interval (CI) were derived. Studies conforming to inclusion criteria were
pooled using the random-effect model. Result(s): Nine trials on hydroxychloroquine (HCQ), six studies on antiviral, four
studies on monoclonal antibodies, two on corticosteroids, two on convalescent plasma (CP), and one on interferon -alpha2b
were included in the systematic review. Meta-analysis containing six scientific trials and analyzing 522 patients revealed
that the relative risk of positive clinical outcomes with HCQ treatment was 1.042 (95% CI, 0.884 to 1.874) with a number
needed to treat (NNT) of 12.6. A meta-analysis of two studies analyzing 285 patients showed that the relative risk of clinical
resolution with lopinavir and ritonavir combination was 1.152 (95% CI 0.709 to 1.87). Out of various antiviral used, the only
remdesivir showed a positive result in a case series. Monoclonal antibodies showed decreased C-reactive protein,
decreased oxygen, and ventilator requirements. A corticosteroid may increase mortality with increased dose. Two small
case series on CP showed some promising results. Conclusion(s): The study showed slightly favorable results with HCQ,
monoclonal antibodies, remdesivir, and CP in treating COVID-19 patients. Further research is warranted in establishing the
efficacy of studied interventions. PROSPERO identifier: CRD42020180979. Copyright © The Author(s). 2020.
29. Chowdhury MDS, Rathod J, Gernsheimer J. A Rapid Systematic Review of Clinical Trials Utilizing Chloroquine and
Hydroxychloroquine as a Treatment for COVID-19. Acad Emerg Med. 2020;27(6):493-504.
ABSTRACT: Objectives: The emergence of SARS-CoV-2 has presented clinicians with a difficult therapeutic dilemma. With
supportive care as the current mainstay of treatment, the fatality rate of COVID-19 is 6.9%. There are currently several trials
assessing the efficacy of different antivirals as treatment. Of these, chloroquine (CQ) and its derivative hydroxychloroquine
(HCQ) have garnered the most attention. Method(s): In this study, the literature currently available on CQ and HCQ as
treatment of COVID-19 was surveyed using EMBASE, PubMed, Cochrane Library, MedRxiv, and one clinical trial registry.
Upon gathering published and preprint trials, risk of bias was assessed using Cochrane Risk of Bias Tool 2.0. Result(s): There
are currently seven completed clinical trials and 29 registered clinical trials focusing on HCQ or CQ as a therapeutic avenue
for COVID-19. Of these, five of seven trials have shown favorable outcomes for patients using CQ or HCQ and two of seven
have shown no change compared to control. However, all seven trials carried varying degrees of bias and poor study design.
Conclusion(s): There are currently not enough data available to support the routine use of HCQ and CQ as therapies for
COVID-19. Pending further results from more extensive studies with more stringent study parameters, clinicians should
defer from routine use of HCQ and CQ. There are several clinical trials currently under way with results expected soon.
Copyright © 2020 by the Society for Academic Emergency Medicine
30. Cortegiani A, Ippolito M, Ingoglia G, et al. Update I. A systematic review on the efficacy and safety of
chloroquine/hydroxychloroquine for COVID-19. J Crit Care. 2020;59:176-90. DOI: 10.1016/j.jcrc.2020.06.019
ABSTRACT: PURPOSE: To assess efficacy and safety of chloroquine (CQ)/hydroxychloroquine (HCQ) for treatment or
prophylaxis of COVID-19 in adult humans. MATERIALS AND METHODS: MEDLINE, PubMed, EMBASE and two pre-print
repositories (bioRxiv, medRxiv) were searched from inception to 8th June 2020 for RCTs and nonrandomized studies
(retrospective and prospective, including single-arm, studies) addressing the use of CQ/HCQ in any dose or combination for
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COVID-19. RESULTS: Thirty-two studies were included (6 RCTs, 26 nonrandomized, 29,192 participants). Two RCTs had high
risk, two 'some concerns' and two low risk of bias (Rob2). Among nonrandomized studies with comparators, nine had high
risk and five moderate risk of bias (ROBINS-I). Data synthesis was not possible. Low and moderate risk of bias studies
suggest that treatment of hospitalized COVID-19 with CQ/HCQ may not reduce risk of death, compared to standard care.
High dose regimens or combination with macrolides may be associated with harm. Postexposure prophylaxis may not
reduce the rate of infection but the quality of the evidence is low. CONCLUSIONS: Patients with COVID-19 should be treated
with CQ/HCQ only if monitored and within the context of high quality RCTs. High quality data about efficacy/safety are
urgently needed.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32683212
DOI: 10.1016/j.jcrc.2020.06.019
31. Das RR, Behera B, Mishra B, et al. Effect of chloroquine and hydroxychloroquine on COVID-19 virological outcomes:
An updated meta-analysis. Indian J Med Microbiol. 2020;38(3 & 4):265-72. DOI: 10.4103/ijmm.IJMM_20_330
ABSTRACT: As anti-malarial drugs have been found to inhibit Corona viruses in vitro, studies have evaluated the effect of
these drugs inCOVID-19 infection. We conducted an updated meta-analysis of clinical trials and observational studies
published till June 2020. Patients with reverse transcription polymerase chain reaction (RT-PCR) confirmed Severe Acute
Respiratory Syndrome Coronavirus 2 (COVID-19) infection were included. The drugs used in the intervention group are
Chloroquine (CQ)/Hydroxychloroquine (HCQ) with or without Azithromycin. The primary outcome is time to achieve
virological cure. Of 1040 citations, 11 studies provided data of 1215 patients. Compared to control, CQ/HCQ has no
significant effect on the time to negative COVID-19 RT-PCR results, neither in clinical trials (mean difference [MD] 1.55; 95%
confidence interval [CI] - 0.7 to 3.79; P = 0.18; n = 180), nor in observational studies (MD 1.14; 95%CI - 11.98 to 14.26; P =
0.86, n = 407). CQ/HCQ did not affect the virological cure after day 3, 7, 10, 14, 21 and 28; except after day 5, as shown by a
single small non-randomised trial (odds ratio [OR] 9.33; 95% CI 1.51 to 57.65; P = 0.02, n = 30). Pooled data from 2
observational studies showed a significant effect of CQ/HCQ on virological cure by after day 10 (OR 7.86; 95% CI 4.4 to
14.04, P < 0.001, n = 373) and day 14 (OR 6.37; 95% CI 3.01 to 13.48, P < 0.001, n = 407). The GRADE evidence generated
was of "very low-quality/certainty". To conclude, CQ/HCQ does not affect the time to virological cure compared to
usual/standard of care in COVID-19 infection. Recurrent infection in a smaller number of patients was noted in the CQ/HCQ
group. As the evidence generated was of "very low-quality/certainty)", large good quality studies are needed to confirm the
present findings.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33154234
DOI: 10.4103/ijmm.IJMM_20_330
32. Das RR, Jaiswal N, Dev N, et al. Efficacy and Safety of Anti-malarial Drugs (Chloroquine and Hydroxy-Chloroquine) in
Treatment of COVID-19 Infection: A Systematic Review and Meta-Analysis. Front Med (Lausanne). 2020;7(482):482. DOI:
10.3389/fmed.2020.00482
ABSTRACT: Background: Anti-malarial drugs inhibit coronaviruses in-vitro. Few published studies have evaluated the safety
and efficacy of these drugs in the treatment of COVID-19 infection. Materials and Methods: This is a systematic review and
meta-analysis of clinical trials and observational studies. Major database searches were carried out up until June 5, 2020.
Participants admitted with RT-PCR-confirmed SARS Cov-2 (COVID-19) infection were included. The "Intervention group"
received anti-malarial drugs with or without other drugs (Azithromycin) administered as an adjunct to the standard
treatment/care. The "Control group" received treatment except anti-malarial drugs. The primary outcome is "all-cause
mortality." Secondary outcome measures were effects on clinical and laboratory parameters and adverse events. Results:
Of 3,472 citations, 17 (six clinical trials and 11 observational studies) studies provided data of 8,071 participants. Compared
to the control, Hydroxy-chloroquine (HCQ) has no significant effect on mortality [(OR 0.87; 95% CI 0.46-1.64); eight
observational studies; N = 5,944]. Data from a single, small non-randomized trial (N = 42) also reached a similar conclusion
(OR 1.94; 95% CI 0.07-50.57; p = 0.69). Compared to the control, HCQ plus Azithromycin (AZM) significantly increased
mortality [(OR 2.84; 95% CI 2.19-3.69); four observational studies; N = 2,310]. Compared to the control, risk of any adverse
event was significantly increased in HCQ group [(OR 3.35; 95% CI 1.58-7.13); four clinical trials; N = 263]. Compared to
control, risk of adverse cardiac events (abnormal ECG, arrhythmia, or QT prolongation) were not significantly increased in
HCQ group (but significantly increased in the HCQ plus AZM group). The GRADE evidence generated for all the outcomes
was of "very low-quality." Conclusions: As very low quality evidence suggests an increased risk of mortality and adverse
event with HCQ plus Azithromycin combination (not HCQ alone), caution should be exercised while prescribing this
combination for treatment of hospitalized adults with COVID-19 infection. Good quality, multi-centric RCTs (including both
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hospitalized and non-hospitalized patients) are required for any firm recommendation to be made during the ongoing
pandemic. OSF Protocol Registration Link: https://osf.io/6zxsu.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32850924
DOI: 10.3389/fmed.2020.00482
33. De Angelis M, Petracca M, Lanzillo R, et al. Mild or no COVID-19 symptoms in cladribine-treated multiple sclerosis:
Two cases and implications for clinical practice. Mult Scler Relat Disord. 2020;45:102452. DOI:
10.1016/j.msard.2020.102452
ABSTRACT: BACKGROUND: The use of disease-modifying therapies (DMTs) in multiple sclerosis (MS) could affect COVID-19
outcomes by modulating the immune response, which, in turn, might favor viral replication and/or confer protection from
COVID-19 induced inflammatory response CASE REPORT: We report on two MS patients treated with cladribine, with
heterogeneous demographics and clinical features, who developed mild or no symptoms from COVID-19 and produced
anti-SARS-CoV-2 antibodies, notwithstanding low lymphocyte levels. IMPLICATIONS: Benign COVID-19 clinical course and
anti-SARS-CoV-2 antibody production can occur in MS patients with lymphopenia, suggesting the possibility to respond to
COVID-19 vaccination, once available, in this vulnerable population.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32823148
DOI: 10.1016/j.msard.2020.102452
34. de Barros CM, Almeida CAF, Pereira B, et al. COVID-19 Pandemic - A Narrative Review of the Potential Roles of
Chloroquine and Hydroxychloroquine. Pain Physician. 2020;23(4S):S351-S66.
ABSTRACT: BACKGROUND: Chloroquine (CQ) and hydroxychloroquine (HCQ) are old drugs used against malaria,
rheumatism, inflammation in the joints, lupus, among others. These drugs showed positive results in preliminary scientific
research for treatment of the severe acute respiratory syndrome coronavirus (SARS-CoV-2). Since the studies with CQ and
HCQ are initial with small patient populations, it is not yet known whether there are adverse effects from the use of CQ and
HCQ for patients infected with the coronavirus. OBJECTIVES: The aim of this study was to evaluate the evidence regarding
the efficacy and safety of CQ and HCQ used against viral infection caused by SARS-CoV-2. STUDY DESIGN: This is a narrative
review of the traditional prescriptions of CQ and HCQ efficacy and adverse effects as well as their employment for
coronavirus disease 2019 (COVID-19). SETTING: In vitro and clinical studies comparing the antiviral efficacy and adverse
effect profile of CQ and HCQ against COVID-19 in adult patients were evaluated. METHODS: A systemic search of reviews,
including in vitro and clinical trial studies in English focusing on CQ and HCQ effects and adverse effects against COVID-19 in
the adult patient population from PubMed was performed. It included studies reporting chloroquine and
hydroxychloroquine effects and adverse effects against COVID-19. RESULTS: A total of 42 articles published between 2004
and April 2020 were reviewed for therapeutic use of CQ and HCQ. Both these drugs showed a significant in vitro potential
against coronavirus. Many studies for clinical use of CQ and HCQ showed that patients presented adverse reactions on high
doses. LIMITATIONS: Clinical studies have some methodology shortcomings, such as lack of information about the
treatment and small number of experimental patients, leading to a misinterpretation of the data. Besides, ther e are few
clinical studies with a limited sample size. Moreover, most of them did not present control groups, and some patients had
died during these protocols. DISCUSSION: Despite both CQ and HCQ in vitro antiviral evidence, clinically, both drugs, either
alone or combined with other medications, may increase the risk of cardiac arrhythmias, leading to cardiac arrest and
sudden death. Besides, a lot of uncertainty still remains, such as starting administration period, dose prescribed, length of
treatment, patients' condition, concomitant drug use, among others. CONCLUSION: From the studies reviewed, it is not
possible to state the precise efficacy and safety of CQ and HCQ use in the treatment of COVID-19 at any time in the course
of the disease. Future studies are warranted.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32942793
35. Di Lorenzo G, Di Trolio R, Kozlakidis Z, et al. COVID 19 therapies and anti-cancer drugs: A systematic review of recent
literature. Crit Rev Oncol Hematol. 2020;152(102991):102991. DOI: 10.1016/j.critrevonc.2020.102991
ABSTRACT: BACKGROUND: It is reasonable to think that cancer patients undergoing chemotherapy, targeted therapy or
immunotherapy could have a more aggressive course if positive for Coronavirus disease CoV-2 (COVID- 19). METHODS: We
conducted a literature review on https://www.ncbi.nlm.nih.gov/pubmed/, https://scholar.google.com, www.arxiv.org,
www.biorxiv.org, of all articles published using the keywords COVID-19 therapy or treatment and cancer until May 2, 2020.
A total of 205 articles were identified and 53 were included in this review. RESULTS: We describe the ongoing COVID-19
therapies that should be known by oncologists and highlight the potential interactions with antineoplastic drugs, commonly
used in clinical practice. The main drug interactions were found with tocilizumab, ruxolitinib and colchicine. CONCLUSIONS:
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The literature provides an inconclusive picture on potential preferred treatments for COVID-19 and their interactions with
antineoplastic agents. Future clinical trials are needed to better understand the interactions between different drugs in the
context of COVID-19 pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32544802
DOI: 10.1016/j.critrevonc.2020.102991
36. Doyno C, Sobieraj DM, Baker WL. Toxicity of chloroquine and hydroxychloroquine following therapeutic use or
overdose. Clinical Toxicology. 2020.
ABSTRACT: Introduction: While chloroquine, a derivative of quinine, has been used as an antimalarial for 70 years,
hydroxychloroquine is now used to treat conditions such as rheumatoid arthritis and systemic lupus erythematosus. In
2020, hydroxychloroquine (and to a lesser extent chloroquine) also received attention as a possible treatment for severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2). During investigation for treating coronavirus disease 2019 (COVID19) caused by SARS-CoV-2, concerns for serious adverse events arose. Objective(s): We review the toxicity associated with
hydroxychloroquine and chloroquine use both short-term and long-term and in overdose. Method(s): Medline (via OVID)
was searched from its inception through June 7 2020 using the following as either MeSH or keyword terms: ("Chloroquine/"
or "Hydroxychloroquine/") AND ("Adverse Drug Event/" or "Toxicities, Drug/" or "Toxic.mp." or "Toxicity.mp." or
"Overdose.mp."). We limited resultant articles to those published in English and reporting on Human subjects. This search
yielded 330 articles, of which 57 were included. Articles were excluded due to lack of relevance, not r eporting desired
outcomes, or being duplicative in their content. Twenty-five additional articles were identified through screening
references of included articles. To identify toxicities in individuals treated with hydroxychloroquine or chloroquine with
COVID-19, we searched PubMed on June 10th, 2020: ("Chloroquine" or "Hydroxychloroquine") AND ("Coronavirus" or
"COVID-19" or "SARS-CoV-2"). This search resulted in 638 articles. We reviewed articles for reporting of adverse events or
toxicities. Most citations were excluded because they did not include original investigations or extrapolated data from
subjects that did not have COVID-19; 34 citations were relevant. For the drug-interactions section, relevant classes and
agents were identified through a screen of the https://www.covid19-druginteractions.org/ website. We then conducted
targeted searches of PubMed up to June 7th 2020 combining "chloroquine" and "hydroxychloroquine" with terms for
specific drug classes and drugs identified from the drug-interaction site as potentially relevant. We found 29 relevant
articles. Toxicity with short-term use: Gastrointestinal: Gastrointestinal toxicities are the most common to occur following
initiation of chloroquine or hydroxychloroquine. Nausea, vomiting, and diarrhea account for most reported intolerances.
Glucose abnormalities: Alterations in blood glucose concentrations may occur with hydroxychloroquine but are rare with
standard therapeutic use. Cardiotoxicity: Short-term use can produce conduction abnormalities. Evidence from COVID-19
treatment suggests QT/QTc prolongation is of concern, particularly when used in combination with azithromycin, although
disagreement exists across studies. Dermatologic: Drug eruptions or rashes, followed by cutaneous hyperpigmentation,
pruritis, Stevens-Johnson syndrome, and toxic epidermal necrolysis, may occur within days to weeks of exposure but usually
resolve with the discontinuation of therapy. Neuropsychiatric: Reported symptoms include confusion, disorientation, and
hallucination within 24-48 h of drug initiation. Other toxicities: Hemolysis and anemia may occur in patients with glucose-6phosphate dehydrogenase. Chloroquine treatment of COVID-19 was associated with elevation in creatine kinase and
creatine kinase-MB activities with more events in the higher-dose group. Toxicity with long-term use: Retinopathy:
Retinopathy is the major dose-limiting toxicity associated with long-term use; the risk is higher with increasing age, dose,
and duration of usage. Cardiotoxicity: Long-term use has been associated with conduction abnormalities, cardiomyopathy,
and valvular disorders. Neurotoxicity: Rarely myositis and muscle weakness, extremity weakness, and pseudoparkinsonism
have been reported. Toxicity in overdose: Symptoms in overdose manifest rapidly (minutes to hours) and cardiotoxicity
such as cardiovascular shock and collapse are most prominent. Neurotoxic effects such as psychosis and seizure may also
occur. Conclusion(s): Hydroxychloroquine is a generally well-tolerated medication. Short-term (days to weeks) toxicity
includes gastrointestinal effects and rarely glucose abnormalities, dermatologic reactions, and neuropsychiatric events.
Cardiotoxicity became of increased concern with its use in COVID-19 patients. Long-term (years) toxicities include
retinopathy, neuromyotoxicity, and cardiotoxicity (conduction abnormalities, cardiomyopathy). Deaths from overdoses
most often result from cardiovascular collapse. Copyright © 2020 Informa UK Limited, trading as Taylor & Francis Group.
37. El Bairi K, Trapani D, Petrillo A, et al. Repurposing anticancer drugs for the management of COVID-19. Eur J Cancer.
2020;141:40-61. DOI: 10.1016/j.ejca.2020.09.014
ABSTRACT: Since its outbreak in the last December, coronavirus disease 2019 (COVID-19) caused by SARS-CoV-2 has rapidly
spread worldwide at a pandemic proportion and thus is regarded as a global public health emergency. The existing
therapeutic options for COVID-19 beyond the intensive supportive care are limited, with an undefined or modest efficacy
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reported so far. Drug repurposing represents an enthusiastic mechanism to use approved drugs outside the scope of their
original indication and accelerate the discovery of new therapeutic options. With the emergence of COVID-19, drug
repurposing has been largely applied for early clinical testing. In this review, we discuss some repurposed anticancer drugs
for the treatment of COVID-19, which are under investigation in clinical trials or proposed for the clinical testing.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33125946
DOI: 10.1016/j.ejca.2020.09.014
38. Elavarasi A, Prasad M, Seth T, et al. Chloroquine and Hydroxychloroquine for the Treatment of COVID-19: a
Systematic Review and Meta-analysis. J Gen Intern Med. 2020;35(11):3308-14. DOI: 10.1007/s11606-020-06146-w
ABSTRACT: BACKGROUND: There is no effective therapy for COVID-19. Hydroxychloroquine (HCQ) and chloroquine (CQ)
have been used for its treatment but their safety and efficacy remain uncertain. OBJECTIVE: We performed a systematic
review to synthesize the available data on the efficacy and safety of CQ and HCQ for the treatment of COVID-19. METHODS:
Two reviewers searched for published and pre-published relevant articles between December 2019 and 8 June 2020. The
data from the selected studies were abstracted and analyzed for efficacy and safety outcomes. Critical appraisal of the
evidence was done by Cochrane risk of bias tool and Newcastle Ottawa Scale. The quality of evidence was graded as per the
GRADE approach. RESULTS: We reviewed 12 observational and 3 randomized trials which included 10,659 patients of whom
5713 received CQ/HCQ and 4966 received only standard of care. The efficacy of CQ/HCQ for COVID-19 was inconsistent
across the studies. Meta-analysis of included studies revealed no significant reduction in mortality with HCQ use [RR 0.98
95% CI 0.66-1.46], time to fever resolution (mean difference - 0.54 days (- 1.19-011)) or clinical deterioration/development
of ARDS with HCQ [RR 0.90 95% CI 0.47-1.71]. There was a higher risk of ECG abnormalities/arrhythmia with HCQ/CQ [RR
1.46 95% CI 1.04 to 2.06]. The quality of evidence was graded as very low for these outcomes. AUTHORS' CONCLUSION: The
available evidence suggests that CQ or HCQ does not improve clinical outcomes in COVID-19. Well-designed randomized
trials are required for assessing the efficacy and safety of HCQ and CQ for COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32885373
DOI: 10.1007/s11606-020-06146-w
39. Elcioglu OC, Artan AS, Mirioglu S, et al. COVID-19 infection in a membranous nephropathy patient treated with
rituximab. CEN Case Rep. 2020. DOI: 10.1007/s13730-020-00524-3
ABSTRACT: While COVID-19 pandemic continues to affect our country and most countries in the world, we have to make
some changes both in our social life and our approach to healthcare. We have to struggle with the pandemic on one hand
and also try to follow up and treat our patients with chronic diseases in the most appropriate way. In this period, one of our
group of patients who are challenging us for follow-up and treatment are those who should start or continue to use
immunosuppressive therapy. In order to contribute to the accumulation of knowledge in this area, we wanted to report a
patient who was followed up with the diagnosis of COVID-19 and had been administered rituximab very recently due to a
nephrotic syndrome caused by membranous nephropathy.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32888168
DOI: 10.1007/s13730-020-00524-3
40. Elfiky AA, Baghdady AM, Ali SA, et al. GRP78 targeting: Hitting two birds with a stone. Life Sci. 2020;260:118317. DOI:
10.1016/j.lfs.2020.118317
ABSTRACT: BACKGROUND: Glucose regulating protein 78 (GRP78) is one member of the Heat Shock Protein family of
chaperone proteins (HSPA5) found in eukaryotes. It acts as the master of the Unfolded Protein Response (UPR) process in
the lumen of the Endoplasmic Reticulum (ER). SCOPE: Under the stress of unfolded proteins, GRP78 binds to the unfolded
proteins to prevent misfolding, while under the load of the unfolded protein, it drives the cell to autophagy or apoptosis.
Several attempts reported the overexpression of GRP78 on the cell membrane of cancer cells and cells infected with viruses
or fungi. MAJOR CONCLUSIONS: Cell-surface GRP78 is used as a cancer cell target in previous studies. Additionally, GRP78 is
used as a drug target to stop the progression of cancer cells by different compounds, including peptides, antibodies, and
some natural compounds. Additionally, it can be used as a protein target to reduce the infectivity of different viruses,
including the pandemic SARS-CoV-2. Besides, GRP78 targeting is used in diagnosis and imaging modalities using
radionuclides. GENERAL SIGNIFICANCE: This review summarizes the various attempts that used GRP78 both in therapy
(fighting cancer, viral and fungal infections) and diagnosis (imaging).
URL: https://www.ncbi.nlm.nih.gov/pubmed/32841659
DOI: 10.1016/j.lfs.2020.118317
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41. Fambuena-Muedra I, Jimenez-Garcia M, Hershko S, et al. What can visual caregivers expect with patients treated for
SARS-CoV-2? An analysis of ongoing clinical trials and ocular side effects. European Journal of Ophthalmology. 2020.
ABSTRACT: Within the COVID-19 pandemic context, the WHO has proposed a list of medicines to treat patients with severe
acute respiratory syndrome (SARS-CoV-2). An analysis of their ocular side effects was performed. Only chloroquine and
hydroxychloroquine were found to have an ocular impact in the medium and long-term. Detailed search strategies were
performed in EMBASE, MEDLINE, SCOPUS and WOS Core Collection. Additionally, the worldwide ongoing clinical trials
including chloroquine or hydroxychloroquine were evaluated, and their proposals of drug administration and exclusion
criteria analyzed. In general, high maximum cumulative doses of chloroquine or hydroxychloroquine are being used for a
short period in 135 currently underway clinical trials (to 21st April 2020). Typically, the doses were 2 to 5 times greater than
the AAO recommendation (adjusted to weight) to avoid toxic retinopathy, the most undesirable ocular side effect.
Maximum cumulative doses up to 12,000 mg for chloroquine and 18,000 mg for hydroxychloroquine were found. In
prophylaxis clinical trials, 72,000 mg and 22,500 mg were the maximum cumulative doses for hydroxychloroquine a nd
chloroquine respectively. Only 48% of the clinical trials considered retinal impairment as an exclusion criterion, and just o ne
referred to an ophthalmic examination previous to study inclusion. How chloroquine and hydroxychloroquine treatment
affect patients with a previous retinal condition is still poorly understood. A comprehensive ophthalmological examination 6
months after treatment is recommended in this subgroup. This review provides an overview of this topic and sheds light on
the challenges visual caregivers may face regarding these repurposed drugs. Copyright © The Author(s) 2020.
42. Fares JE, El Tomb P, Khalil LE, et al. Metronomic chemotherapy for patients with metastatic breast cancer: Review of
effectiveness and potential use during pandemics. Cancer Treat Rev. 2020;89:102066. DOI: 10.1016/j.ctrv.2020.102066
ABSTRACT: Metronomic chemotherapy (M-CT) is defined as dose dense administration of chemotherapy at lower doses
than maximum tolerated dose but at shorter free intervals, to obtain a near continuous exposure of cancer cells to those
potentially effective drugs. M-CT is a useful strategy to obtain response, overcome resistance and reduce side effects, with
low costs. This review will focus on the use of M-CT in advanced breast cancer (ABC). Cytostatic and cytotoxic effect on
cancer cells, the anti-angiogenic and the immunomodulatory effects are its main mechanisms of actions. Many clinical trials
proved the efficacy and tolerability of different monotherapies and combinations of chemotherapeutic agents administered
in metronomic doses and frequencies in ABC. M-CT is a reasonable option for second and later lines of chemotherapy in
metastatic breast cancer including those with prior anthracycline or taxane exposure, older patients and pati ents with
comorbidities, and even as first-line in certain groups of patients. The acceptable efficacy and low toxicity of oral
metronomic chemotherapy makes it a reasonable option during COVID-19 pandemic as well as in the post-COVID era which
is projected to last for some time.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32769038
DOI: 10.1016/j.ctrv.2020.102066
43. Fedele P, Sanna V, Fancellu A, et al. De-escalating cancer treatments during COVID 19 pandemic: Is metronomic
chemotherapy a reasonable option? Crit Rev Oncol Hematol. 2020;157:103148. DOI: 10.1016/j.critrevonc.2020.103148
ABSTRACT: COVID 19 pandemic represents an emergency for public health services and containment measures to reduce
the risk of infection have been promptly activated worldwide. The healthcare systems reorganization has had a major
impact on the management of cancer patients who are considered at high risk of infection. Recommendations and
guidelines on how to manage cancer patients during COVID 19 pandemic have been published. Or al administration of
chemotherapy is recommended to limit the access of cancer patients to hospital facilities and in some cases to guarantee
the continuum of care. Low-dose metronomic administration of chemotherapy with different drugs and schedules has
emerged in the last years as a possible alternative to conventional chemotherapy, due to its promising tumor control rates
and excellent safety profiles. Moreover, given that many metronomic schedules use the oral route administration, it could
represent a therapeutic strategy to ensure continuum of cancer care during COVID 19 pandemic. In this review we have
selected all the clinical studies that have used the metronomic strategy, especially with oral drugs, in order to identify the
subgroups of cancer patients who can benefit most from a metronomic approach even during COVID 19 pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33254036
DOI: 10.1016/j.critrevonc.2020.103148
44. Fernandez-Diaz E, Gracia-Gil J, Garcia-Garcia JG, et al. COVID-19 and multiple sclerosis: A description of two cases on
alemtuzumab. Mult Scler Relat Disord. 2020;45:102402. DOI: 10.1016/j.msard.2020.102402
ABSTRACT: BACKGROUND: Alemtuzumab is a treatment for highly active multiple sclerosis (MS). Immunosuppression is
considered a risk factor for SARS-CoV-2 infection and there is still lack of evidence to guide MS practice.
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METHODS/RESULTS: We describe the clinical and immunological evolution of two MS patients under alemtuzumab
treatment who were affected by COVID-19, one of them only one week after receiving her last dose, and both recovered
without sequelae. CONCLUSION: In selected patients (young, without comorbidities, and with high activity), MS itself could
be more dangerous than COVID-19, so we should consider continuing MS treatment as previously planned, including
alemtuzumab.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32711297
DOI: 10.1016/j.msard.2020.102402
45. Finelli C, Parisi S. The clinical impact of COVID-19 epidemic in the hematologic setting. Adv Biol Regul.
2020;77:100742. DOI: 10.1016/j.jbior.2020.100742
ABSTRACT: The rapid onset and worldwide spread of the COVID-19 epidemic (caused by SARS-CoV-2 coronavirus) has been
associated with a profound impact in clinical practice also in the hematologic setting. First of all, given the
immunosuppressive effect of many therapies that are normally administered to patients with hematological diseases, with
a consequent increased risk of contracting a more severe viral infection, it has been necessary to reconsider in each
individual patient the urgency and priority of the treatments foreseen by the normal standards of care. In particular, as
regards allogeneic (and to a lesser extent autologous) hematopoietic cell transplantation and CAR T-cell therapy, specific
recommendations have been issued by the transplant community on the criteria to be used to decide whether or not to
postpone these procedures and on the clinical management of recipients and donors exposed to COVID-19. As to cytotoxic
chemotherapy and other antineoplastic therapies, criteria have been proposed to decide, in the various clinical situations,
which treatments were not deferrable and which instead could be postponed or replaced by less aggressive therapies. In
the outpatient clinics, various organizational solutions for telemedicine have been adopted, resorting to telephone
interviews and/or Information Technology, with the aim of reducing the influx of patients while maintaining an adequate
control of their clinical condition. The collection of blood by the transfusion centers has been the subject of organizational
measures, in order to avoid the transmission of COVID 19 while maintaining a sufficient blood collection for clinical needs.
Finally, some hematologic laboratory alterations have been identified, such as thrombocytopenia, lymphopenia and
coagulation abnormalities, useful for the prognostic evaluation of infected patients.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32773103
DOI: 10.1016/j.jbior.2020.100742
46. Fiolet T, Guihur A, Rebeaud ME, et al. Effect of hydroxychloroquine with or without azithromycin on the mortality of
coronavirus disease 2019 (COVID-19) patients: a systematic review and meta-analysis. Clinical Microbiology and
Infection. 2020.
ABSTRACT: Background: Hydroxychloroquine or chloroquine with or without azithromycin have been widely promoted to
treat coronavirus disease 2019 (COVID-19) following early in vitro antiviral effects against severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2). Objective(s): The aim of this systematic review and meta-analysis was to assess
whether chloroquine or hydroxychloroquine with or without azithromycin decreased COVID-19 mortality compared with
the standard of care. Data sources: PubMed, Web of Science, Embase Cochrane Library, Google Scholar and MedRxiv were
searched up to 25 July 2020. Study eligibility criteria: We included published and unpublished studies comparing the
mortality rate between patients treated with chloroquine or hydroxychloroquine with or without azithromycin and patients
managed with standard of care. Participant(s): Patients >=18 years old with confirmed COVID-19. Intervention(s):
Chloroquine or hydroxychloroquine with or without azithromycin. Method(s): Effect sizes were pooled using a randomeffects model. Multiple subgroup analyses were conducted to assess drug safety. Result(s): The initial search yielded 839
articles, of which 29 met our inclusion criteria. All studies except one were conducted on hospitalized patients and
evaluated the effects of hydroxychloroquine with or without azithromycin. Among the 29 articles, three were randomized
controlled trials, one was a non-randomized trial and 25 were observational studies, i ncluding 11 with a critical risk of bias
and 14 with a serious or moderate risk of bias. After excluding studies with critical risk of bias, the meta -analysis included
11 932 participants for the hydroxychloroquine group, 8081 for the hydroxychloroquine wi th azithromycin group and 12
930 for the control group. Hydroxychloroquine was not significantly associated with mortality: pooled relative risk (RR) 0.83
(95% CI 0.65-1.06, n = 17 studies) for all studies and RR = 1.09 (95% CI 0.97-1.24, n = 3 studies) for randomized controlled
trials. Hydroxychloroquine with azithromycin was associated with an increased mortality (RR = 1.27; 95% CI 1.04-1.54, n = 7
studies). We found similar results with a Bayesian meta -analysis. Conclusion(s): Hydroxychloroquine alone wa s not
associated with reduced mortality in hospitalized COVID-19 patients but the combination of hydroxychloroquine and
azithromycin significantly increased mortality. Copyright © 2020 European Society of Clinical Microbiology and Infectious
Diseases
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47. Forner D, Noel CW, Wu V, et al. Nonsurgical management of resectable oral cavity cancer in the wake of COVID-19: A
rapid review and meta-analysis. Oral Oncol. 2020;109:104849. DOI: 10.1016/j.oraloncology.2020.104849
ABSTRACT: OBJECTIVE: Surgery is the preferred treatment modality for oral squamous cell carcinoma (OSCC). However, due
to limited resources, re-assessment of treatment paradigms in the wake of the Coronavirus Disease 2019 (COVID-19)
pandemic is urgently required. In this rapid review, we described contemporary oncological outcomes for OSCC using nonsurgical modalities. METHODS: A systematic literature search was conducted for articles published between January 1, 2010
and April 1, 2020 on MEDLINE and Cochrane CENTRAL. Studies were included if they contained patients with OSCC treated
with either neoadjuvant, induction, or definitive radiotherapy, chemotherapy, immunotherapy, or combination thereof,
and an outcome of overall survival. RESULTS: In total, 36 articles were included. Definitive radiotherapy or
chemoradiotherapy were the focus of 18 articles and neoadjuvant chemotherapy or chemoradiotherapy were the focus of
the other 18 articles. In early stage OSCC, definitive radiotherapy, with or without concurrent chemotherapy, was
associated with a significantly increased hazard of death compared to definitive surgery (HR: 2.39, 95% CI: 1.56-3.67, I(2):
63%). The hazard of death was non-significantly increased with definitive chemoradiotherapy in studies excluding early
disease (HR: 1.98, 95% CI: 0.85-4.64, I(2): 84%). Two recent randomized control trials have been conducted, demonstrating
no survival advantage to neoadjuvant chemotherapy. CONCLUSION: This review suggests that primary radiotherapy and
chemoradiotherapy are inferior to surgical management for OSCC. Strategies for surgical delay warranting consideration are
sparse, but may include several neoadjuvant regimens, recognizing these regimens may not offer a survival benefit over
definitive surgery alone.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32599499
DOI: 10.1016/j.oraloncology.2020.104849
48. Foss FM, Rubinowitz A, Landry ML, et al. Attenuated Novel SARS Coronavirus 2 Infection in an Allogeneic
Hematopoietic Stem Cell Transplant Patient on Ruxolitinib. Clin Lymphoma Myeloma Leuk. 2020;20(11):720-3. DOI:
10.1016/j.clml.2020.06.014
ABSTRACT: Severe acute respiratory syndrome coronavirus 2 (SARS CoV-2) has a high death rate in patients with
comorbidities or in an immunocompromised state. We report a mild and attenuated SARS CoV-2 infection in a patient who
is 17 months post stem cell transplantation and maintained on the JAK/STAT inhibitor ruxolitinib, a proposed novel therapy
for SARS CoV-2 pneumonia.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32727701
DOI: 10.1016/j.clml.2020.06.014
49. Frohman EM, Villemarette-Pittman NR, Cruz RA, et al. Part II. high-dose methotrexate with leucovorin rescue for
severe COVID-19: An immune stabilization strategy for SARS-CoV-2 induced 'PANIC' attack. J Neurol Sci.
2020;415:116935. DOI: 10.1016/j.jns.2020.116935
ABSTRACT: Here, in Part II of a duology on the characterization and potential treatment for COVID-19, we characterize the
application of an innovative treatment regimen for the prevention of the transition from mild to severe COVID-19, as well
as detail an intensive immunotherapy intervention hypothesis. We propose as a putative randomized controlled trial that
high-dose methotrexate with leucovorin (HDMTX-LR) rescue can abolish 'PANIC', thereby 'left-shifting' severe COVID-19
patients to the group majority of those infected with SARS-CoV-2, who are designated as having mild, even asymptomatic,
disease. HDMTX-LR is endowed with broadly pleiotropic properties and is a repurposed, generic, inexpensive, and widely
available agent which can be administered early in the course of severe COVID-19 thus rescuing the critical and
irreplaceable gas-exchange alveoli. Further, we describe a preventative treatment intervention regimen for those
designated as having mild to moderate COVID-19 disease, but who exhibit features which herald the transition to the
severe variant of this disease. Both of our proposed hypothesis-driven questions should be urgently subjected to rigorous
assessment in the context of randomized controlled trials, in order to confirm or refute the contention that the approaches
characterized herein, are in fact capable of exerting mitigating, if not abolishing, effects upon SARS-CoV-2 triggered 'PANIC
Attack'. Confirmation of our immunotherapy hypothesis would have far-reaching ramifications for the current pandemic,
along with yielding invaluable lessons which could be leveraged to more effectively prepare for the next challenge to global
health.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32534807
DOI: 10.1016/j.jns.2020.116935

17

50. Galimberti F, McBride J, Cronin M, et al. Evidence-based best practice advice for patients treated with systemic
immunosuppressants in relation to COVID-19. Clin Dermatol. 2020;38(6):775-80. DOI:
10.1016/j.clindermatol.2020.05.003
ABSTRACT: The emergence of the COVID-19 pandemic has led to significant uncertainty among physicians and patients
about the safety of immunosuppressive medications used for the management of dermatologic conditions. We review
available data on commonly used immunosuppressants and their effect on viral infections beyond COVID-19. Notably, the
effect of some immunosuppressants on viruses related to SARS-CoV2, including SARS and MERS, has been previously
investigated. In the absence of data on the effect of immunosuppressants on COVID-19, these data could be used to make
clinical decisions on initiation and continuation of immunosuppressive medications during this pandemic. In summary, we
recommend considering the discontinuation of oral Janus kinase (JAK) inhibitors and prednisone; consider ing the delay of
rituximab infusion; and suggesting the careful continuation of cyclosporine, mycophenolate, azathioprine, methotrexate,
and biologics in patients currently benefitting from such treatments.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32419721
DOI: 10.1016/j.clindermatol.2020.05.003
51. Gatti M, Raschi E, Poluzzi E, et al. The Complex Management of Atrial Fibrillation and Cancer in the COVID-19 Era:
Drug Interactions, Thromboembolic Risk, and Proarrhythmia. Curr Heart Fail Rep. 2020;17(6):365-83. DOI:
10.1007/s11897-020-00485-9
ABSTRACT: PURPOSE OF REVIEW: Cardiotoxicity by anticancer agents has emerged as a multifaceted issue and is expected
to affect both mortality and morbidity. This review summarizes clinical challenges in the management of oncological
patients requiring anticoagulants for atrial fibrillation (AF) also considering the current outbreak of the COVID-19
(coronavirus disease 2019) pandemic, since this infection can add challenges to the management of both conditions.
Specifically, the aims are manyfold: (1) describe the evolving use of direct oral anticoagulants (DOACs) in AF patients with
cancer; (2) critically appraise the risk of clinically important drug-drug interactions (DDIs) between DOACs and oral targeted
anticancer agents; (3) address expected DDIs between DOACs and candidate anti-COVID drugs, with implications on
management of the underlying thrombotic risk; and (4) characterize the proarrhythmic liability in cardio-oncology in the
setting of COVID-19, focusing on QT prolongation. RECENT FINDINGS: AF in cardio-oncology poses diagnostic and
management challenges, also due to the number of anticancer drugs recently associated with AF onset/worsening. Oral
targeted drugs can potentially interact with DOACs, with increased bleeding risk mainly due to pharmacokinetic DDIs.
Moreover, the vast majority of oral anticancer agents cause QT prolongation with direct and indirect mechanisms,
potentially resulting in the occurrence of torsade de pointes, especially in susceptible patients with COVID-19 receiving
additional drugs with QT liability. Oncologists and cardiologists must be aware of the increased bleeding risk and arrhythmic
susceptibility of patients with AF and cancer due to DDIs. High-risk individuals with COVID-19 should be prioritized to target
preventive strategies, including optimal antithrombotic management, medication review, and stringent monitoring.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33025463
DOI: 10.1007/s11897-020-00485-9
52. Goodsall TM, Costello SP, Bryant RV. COVID-19 and implications for thiopurine use. Med J Aust. 2020;212(10):490.e1.
53. Guevara C, Villa E, Cifuentes M, et al. Mild COVID-19 infection in a patient with multiple sclerosis and severe
depletion of T-lymphocyte subsets due to alemtuzumab. Mult Scler Relat Disord. 2020;44:102314. DOI:
10.1016/j.msard.2020.102314
URL: https://www.ncbi.nlm.nih.gov/pubmed/32593959
DOI: 10.1016/j.msard.2020.102314
54. Hamm BS, Rosenthal LJ. Psychiatric Aspects of Chloroquine and Hydroxychloroquine Treatment in the Wake of
Coronavirus Disease-2019: Psychopharmacological Interactions and Neuropsychiatric Sequelae. Psychosomatics.
2020;61(6):597-606. DOI: 10.1016/j.psym.2020.06.022
ABSTRACT: BACKGROUND: Chloroquine and hydroxychloroquine are among several experimental treatments being
investigated in the urgent response to the coronavirus disease-2019. With increased use of these medications, physicians
need to become knowledgeable of these drugs' neuropsychiatric side effects and interactions with psychiatric medications.
OBJECTIVE: Clarify evidence base regarding the psychiatric side effects and psychiatric drug interactions of chloroquine and
hydroxychloroquine. METHODS: A literature review was performed in PubMed from 1950 to 2020 regarding psychiatric
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topics and targeted pharmacological properties of chloroquine and hydroxychloroquine. RESULTS: First, chloroquine and
hydroxychloroquine may mildly inhibit CYP2D6 metabolism of psychiatric medications, and psychiatric medications that
interfere with CYP2D6 or CYP3A4 activity could alter chloroquine and hydroxychloroquine levels. Second, they may prolong
the QT interval, warranting caution with concomitant prescription of other QT prolonging agents. Finally, neuropsychiatric
side effects are very uncommon but possible and include a potentially prolonged phenomenon of "psychosis after
chloroquine." Hydroxychloroquine has less information available about its neuropsychiatric side effects than chloroquine,
with psychosis literature limited to several case reports. Weak evidence suggests a possible association of
hydroxychloroquine exposure and increased suicidal ideation. It is not clear whether patients with psychiatric illness are
more vulnerable to neuropsychiatric sequela of these medications; however, overdose of these medications by suicidal
patients has high risk of mortality. CONCLUSION: The risk of neuropsychiatric side effects of chloroquine and
hydroxychloroquine when used for coronavirus disease-2019 treatment is not known. Best practice may include suicide risk
assessment for patients treated with hydroxychloroquine. However, delirium is expected to be a more likely etiology of
neuropsychiatric symptoms in critically ill patients treated for coronavirus disease-2019, and adjustment disorder is a much
more likely etiology of anxiety and depression symptoms than the side effects of chloroquine or hydroxychloroquine.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32800347
DOI: 10.1016/j.psym.2020.06.022
55. Hazra S, Chaudhuri AG, Tiwary BK, et al. Matrix metallopeptidase 9 as a host protein target of chloroquine and
melatonin for immunoregulation in COVID-19: A network-based meta-analysis. Life Sci. 2020;257 (no
pagination)(118096).
ABSTRACT: Aims: The molecular pathogenesis of COVID-19 is similar to other coronavirus (CoV) infections viz. severe acute
respiratory syndrome (SARS) in human. Due to scarcity of the suitable treatment strategy, the present study was
undertaken to explore host protein(s) targeted by potent repurposed drug(s) in COVID-19. Material(s) and Method(s): The
differentially expressed genes (DEGs) were identified from microarray data repository of SARS-CoV patient blood. The
repurposed drugs for COVID-19 were selected from available literature. Using DEGs and drugs, the protein-protein
interaction (PPI) and chemo-protein interaction (CPI) networks were constructed and combined to develop an interactome
model of PPI-CPI network. The top-ranked sub-network with its hub-bottleneck nodes were evaluated with their functional
annotations. Key Findings: A total of 120 DEGs and 65 drugs were identified. The PPI -CPI network (118 nodes and 293
edges) exhibited a top-ranked sub-network (35 nodes and 174 connectivities) with 12 hub-bottleneck nodes having two
drugs chloroquine and melatonin in association with 10 proteins corresponding to six upregulated and four downregulated
genes. Two drugs interacted directly with the hub-bottleneck node i.e. matrix metallopeptidase 9 (MMP9), a host protein
corresponding to its upregulated gene. MMP9 showed functional annotations associated with neutrophil mediated
immunoinflammation. Moreover, literature survey revealed that angiotensin converting enzyme 2, a membrane receptor of
SARS-CoV-2 virus, might have functional cooperativity with MMP9 and a possible interaction with both drugs. Significance:
The present study reveals that between chloroquine and melatonin, melatonin appears to be more promising repurposed
drug against MMP9 for better immunocompromisation in COVID-19. Copyright © 2020 Elsevier Inc.
56. Hempel D, Milani V, Kleespies A, et al. SARS-CoV-2 infections in outpatients with cancer: Most infected patients are
asymptomatic carriers without impact on chemotherapy. Ann Oncol. 2020;31 (Supplement 4):S995.
ABSTRACT: Background: It is still unclear whether oncological patients harbor a higher risk for an infection with the SARSCoV-2 and for developing severe forms of COVID-19. Furthermore, it is unclear whether an infection affects essential
therapy treatment and if a therapy increases the risk for an infection. Method(s): We tested every patient (n=1286) in 7
different oncology outpatient clinics from 04/15/2020 and 04/26/2020 for COVID-19 infection regardless of whether
symptoms were present or not. Virus RNA was extracted using the MGIEasy extraction kit in combination with SP-960
robots and a RT qPCR was performed. Result(s): From 1286 tested patients 40 (3.1%) patients were identified positive. Only
two of those (5.0%) had mild symptoms whereas one positive patient (2,5%) was treated stationary with pneumonia. The
majority (37/40) was asymptomatic virus-carriers (92,5 %). Noteworthy is the fact that 22 (55%) of the positively tested
patients were undergoing systemic therapy of which 10 (45.5%) patients received chemotherapy and 4 (18.2%) patients
received immunomodulating antibodies. Conclusion(s): A consequent testing for COVID-19 in cancer patients is obligate to
identify asymptomatric positive carrier to separate this potential vector group from COVID negative patients since the
majority (37/40) of positive patients was asymptomatic virus-carriers (92,5 %). The data we collected contrasts strongly the
hypothesis that cancer patients are suspected to be highly vulnerable for SARS-CoV-2 infections. Only a minority (3/40) of
positively tested tumor patients showed symptoms. An asymptomatic COVID-19 infection seems to have no impact on the
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further course of a chemotherapy. Legal entity responsible for the study: The authors. Funding(s): Has not received any
funding. Disclosure: All authors have declared no conflicts of interest. Copyright © 2020
57. Hempel L, Piehler A, Pfaffl MW, et al. SARS-CoV-2 infections in cancer outpatients-Most infected patients are
asymptomatic carriers without impact on chemotherapy. Cancer Med. 2020;9(21):8020-8. DOI: 10.1002/cam4.3435
ABSTRACT: Oncologic patients are regarded as the population most at risk of developing a severe course of COVID-19 due
to the fact that malignant diseases and chemotherapy often weaken the immune system. In the face of the ongoing SARSCoV-2 pandemic, how particular patients deal with this infection remains an important question. In the period between the
15 and 26 April 2020, a total of 1227 patients were tested in one of seven oncologic outpatient clinics for SARS-CoV-2,
regardless of symptoms, employing RT-qPCR. Of 1227 patients, 78 (6.4%) were tested positive of SARS-CoV-2. Only one of
the patients who tested positive developed a severe form of COVID-19 with pneumonia (CURB-65 score of 2), and two
patients showed mild symptoms. Fourteen of 75 asymptomatic but positively tested patients received chemotherapy or
chemo-immunotherapy according to their regular therapy algorithm (+/-4 weeks of SARS-CoV-2 test), and 48 of 78 (61.5%)
positive-tested patients received glucocorticoids as co-medication. None of the asymptomatic infected patients showed
unexpected complications due to the SARS-CoV-2 infection during the cancer treatment. These data clearly contrast the
view that patients with an oncologic disease are particularly vulnerable to SARS-CoV-2 and suggest that compromising
therapies could be continued or started despite the ongoing pandemic. Moreover the relatively low appearance of
symptoms due to COVID-19 among patients on chemotherapy and other immunosuppressive co-medication like
glucocorticoids indicate that suppressing the response capacity of the immune system reduces disease severity.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33022856
DOI: 10.1002/cam4.3435
58. Husain A, Byrareddy SN. Rapamycin as a potential repurpose drug candidate for the treatment of COVID-19. Chem
Biol Interact. 2020;331:109282. DOI: 10.1016/j.cbi.2020.109282
ABSTRACT: The novel human coronavirus-2 (HCoV-2), called SARS-CoV-2, is the causative agent of Coronavirus Induced
Disease (COVID-19) and has spread causing a global pandemic. Currently, there is no vaccine to prevent infection nor any
approved drug for the treatment. The development of a new drug is time-consuming and cannot be relied on as a solution
in combatting the immediate global challenge. In such a situation, the drug repurposing becomes an attractive solution to
identify the potential of COVID-19 treatment by existing drugs, which are approved for other indications. Here, we review
the potential use of rapamycin, an mTOR (Mammalian Target of Rapamycin) inhibitor that can be repurposed at low
dosages for the treatment of COVID-19. Rapamycin inhibits protein synthesis, delays aging, reduces obesity in animal
models, and inhibits activities or expression of pro-inflammatory cytokines such as IL-2, IL-6 and, IL-10. Overall, the use of
rapamycin can help to control viral particle synthesis, cytokine storms and contributes to fight the disease by its anti-aging
and anti-obesity effects. Since, rapamycin targets the host factors and not viral machinery, it represents a potent candidate
for the treatment of COVID-19 than antiviral drugs as its efficacy is less likely to be dampened with high mutation rate of
viral RNA. Additionally, the inhibitory effect of rapamycin on cell proliferation may aid in reducing viral replication.
Therefore, by drug repurposing, low dosages of rapamycin can be tested for the potential treatment of COVID-19/SARSCoV-2 infection.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33031791
DOI: 10.1016/j.cbi.2020.109282
59. Ivanyi P, Grullich C, Kroeger N, et al. Systemic treatment of advanced/metastatic renal cell carcinoma in the context
of SARS-CoV-2 pandemic: recommendations from the interdisciplinary working group for renal tumors (IAG-N). J Cancer
Res Clin Oncol. 2020;146(11):3075-8. DOI: 10.1007/s00432-020-03341-4
ABSTRACT: This letter summarizes recommendations from the interdisciplinary working group of renal tumors (IAGN) of
the German Cancer Society for the systemic treatment of a dvanced/metastatic renal cell carcinoma in the context of the
current SARS-CoV-2 pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32816108
DOI: 10.1007/s00432-020-03341-4
60. Jameleddine M, Harzallah N, Grati H, et al. PIN3 Chloroquine and Hydroxychloroquine in COVID-19 with or without
Azithromycin: A Systematic Review of in Vitro and Clinical Studies. Value Health. 2020;23 (Supplement 2):S545.
ABSTRACT: Objectives: Coronavirus disease 2019 (COVID-19) is an international public health emergency and there is a
critical need to identify effective drugs. This document is a systematic review of published clinical experiences and in vitro
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studies using chloroquine (CQ) or hydroxychloroquine (HCQ) with or without Azithromycin for COVID-19 treatment.
Method(s): A systematic literature review was performed using Pubmed, Web of Science, Chinese Web of Knowledge and
Google Scholar and clinical trials' registries from inception to April 2, 2020. Result(s): We included 10 relevant articles; 4 in
vitro studies, 2 RCTs, 3 observational studies and 1 editorial reporting pooled results from unpublished clinical trials.
Conclusion(s): In vitro studies showed that CQ and HCQ reduce SARS-CoV-2 replication. Regarding clinical trials, only few
records were exploitable. Moreover, available data come mainly from observational studies or from very small sample
controlled trials. As in RCTs, observational studies showed contradictory results regarding the efficacy of HCQ with or
without azithromycin and had many limitations. Therefore, there is no high-quality evidence that these treatments improve
outcomes in COVID-19. The results described in some trials can justify a further exploration either within the framework of
ethically approved RCTs or Monitored Emergency Use of Unregistered and Investigational Interventions if RCTs are not
possible. Copyright © 2020
61. Jankelson L, Karam G, Becker ML, et al. QT prolongation, torsades de pointes, and sudden death with short courses of
chloroquine or hydroxychloroquine as used in COVID-19: A systematic review. Heart Rhythm. 2020;17(9):1472-9.
ABSTRACT: Chloroquine and hydroxychloroquine are now being widely used for treatment of COVID-19. Both medications
prolong the QT interval and accordingly may put patients at increased risk for tor sades de pointes and sudden death.
Published guidance documents vary in their recommendations for monitoring and managing these potential adverse
effects. Accordingly, we set out to conduct a systematic review of the arrhythmogenic effect of short courses of
chloroquine or hydroxychloroquine. We searched on MEDLINE and Embase, as well as in the gray literature up to April 17,
2020, for the risk of QT prolongation, torsades, ventricular arrhythmia, and sudden death with short-term chloroquine and
hydroxychloroquine usage. This search resulted in 390 unique records, of which 41 were ultimately selected for qualitative
synthesis and which included data on 1515 COVID-19 patients. Approximately 10% of COVID-19 patients treated with these
drugs developed QT prolongation. We found evidence of ventricular arrhythmia in 2 COVID-19 patients from a group of 28
treated with high-dose chloroquine. Limitations of these results are unclear follow-up and possible publication/reporting
bias, but there is compelling evidence that chloroquine and hydroxychloroquine induce significant QT-interval prolongation
and potentially increase the risk of arrhythmia. Daily electrocardiographic monitoring and other risk mitigation strategies
should be considered in order to prevent possible harms from what is currently an unproven therapy. Copyright © 2020
Heart Rhythm Society
62. Jones CM, Radhakrishna G, Aitken K, et al. Considerations for the treatment of pancreatic cancer during the COVID-19
pandemic: the UK consensus position. Br J Cancer. 2020;123(5):709-13. DOI: 10.1038/s41416-020-0980-x
ABSTRACT: The coronavirus disease 2019 (COVID-19) pandemic epicentre has moved to the USA and Europe, where it is
placing unprecedented demands on healthcare resources and staff availability. These s ervice constraints, coupled with
concerns relating to an increased incidence and severity of COVID-19 among patients with cancer, should lead to reconsideration of the risk-benefit balance for standard treatment pathways. This is of particular importance to pancreatic
cancer, given that standard diagnostic modalities such as endoscopy may be restricted, and that disease biology precludes
significant delays in treatment. In light of this, we sought consensus from UK clinicians with an interest in pancreatic cancer
for management approaches that would minimise patient risk and accommodate for healthcare service restrictions. The
outcomes are described here and include recommendations for treatment prioritisation, strategies to bridge to later
surgical resection in resectable disease and factors that modify the risk-benefit balance for treatment in the resectable
through to the metastatic settings. Priority is given to strategies that limit hospital visits, including through the use of
hypofractionated precision radiotherapy and chemoradiotherapy treatment approaches.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32641867
DOI: 10.1038/s41416-020-0980-x
63. Junqueira DR, Rowe BH. Efficacy and safety outcomes of proposed randomized controlled trials investigating
hydroxychloroquine and chloroquine during the early stages of the COVID-19 pandemic. Br J Clin Pharmacol. 2020. DOI:
10.1111/bcp.14598
ABSTRACT: AIMS: To assess whether randomized clinical trials (RCTs) proposed to evaluate the treatment of patients with
COVID-19 with hydroxychloroquine (HQ) or chloroquine early in the pandemic included plans to measure outcomes that
would translate into meaningful efficacy/effectiveness and safety outcomes. METHODS: The World Health Organization
International Clinical Trials Registry Platform database was searched for registers of RCTs evaluating HQ or chloroquine,
alone or in combination, compared with other treatments for patients diagnosed with COVID-19. The final search was
performed on 8 April 2020. RESULTS: Among 51 registered RCTs (median sample size 262; interquartile range: 100, 520), 34
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(67%) reported a clinical outcome, 12 (24%) a surrogate outcome, and 5 (10%) a combination of clinical and surrogate
outcomes as primary endpoints. Six (15%) trials included the World Health Organization scale for clinical improvement as a
primary clinical outcome. Clinical improvement and mortality accounted for 45% of the unique domains among 18 clinical
outcome domains of efficacy. Twenty-four (47%) RCTs did not describe plans to assess safety outcomes; when assessed,
safety outcomes were determined in generic terms of total, severe or serious adverse events. CONCLUSION: The RCTs
investigating HQ or chloroquine during the early stages of the COVID-19 pandemic included heterogeneous and insufficient
approaches to measure efficacy/effectiveness and safety relevant to patients and clinical practice. These findings provide
insights to inform clinical and regulatory decisions that can be drawn about the efficacy/effectiveness and safety of these
agents in patients with COVID-19. Trialists need to adapt quickly to the research progress on COVID-19, ensuring that core
outcome measures are assessed in ongoing RCTs.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33047848
DOI: 10.1111/bcp.14598
64. Kattan J, Kattan C, Assi T. Do checkpoint inhibitors compromise the cancer patients' immunity and increase the
vulnerability to COVID-19 infection? Immunotherapy. 2020;12(6):351-4.
ABSTRACT: "Since we are not able to consider ICIs treatment as highly immunosuppressive, avoiding it in cancer patients to
reduce coronavirus infections could deprive these patients from a highly active class of drugs." The severe acute respiratory
syndrome coronavirus 2 (SARS-Cov-2) has been declared a pandemic by the WHO that claimed the lives of thousands of
people within a few months. Cancer patients represent a vulnerable population due to the acquired immunodeficiency
associated with anti-cancer therapy. Immune checkpoint inhibitors have largely impacted the prognosis of a multitude of
malignancies with significant improvement in survival outcomes and a different, tolerable toxicity profile. In this paper, we
assess the safety of ICI administration in cancer patients during the coronavirus pandemic in order to guide the usage of
these highly efficacious agents. Copyright © 2017 The Authors.
65. Keam S, Megawati D, Patel SK, et al. Immunopathology and immunotherapeutic strategies in severe acute respiratory
syndrome coronavirus 2 infection. Rev Med Virol. 2020;30(5):e2123. DOI: 10.1002/rmv.2123
ABSTRACT: The outbreak of coronavirus disease 2019 (COVID-19) and pandemic, caused by severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2), has become a major concern globally. As of 14 April 2020, more than 1.9 million
COVID-19 cases have been reported in 185 countries. Some patients with COVID-19 develop severe clinical manifestations,
while others show mild symptoms, suggesting that dysregulation of the host immune response contributes to disease
progression and severity. In this review, we have summarized and discussed recent immunological studies focusing on the
response of the host immune system and the immunopathology of SARS-CoV-2 infection as well as immunotherapeutic
strategies for COVID-19. Immune evasion by SARS-CoV-2, functional exhaustion of lymphocytes, and cytokine storm have
been discussed as part of immunopathology mechanisms in SARS-CoV-2 infection. Some potential immunotherapeutic
strategies to control the progression of COVID-19, such as passive antibody therapy and use of interferon alphabeta and IL6 receptor (IL-6R) inhibitor, have also been discussed. This may help us to understand the immune status of patients with
COVID-19, particularly those with severe clinical presentation, and form a basis for further immunotherapeutic
investigations.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32648313
DOI: 10.1002/rmv.2123
66. Khalifa SAM, Yosri N, El-Mallah MF, et al. Screening for natural and derived bio-active compounds in preclinical and
clinical studies: One of the frontlines of fighting the coronaviruses pandemic. Phytomedicine. 2020;(no
pagination)(153311):153311. DOI: 10.1016/j.phymed.2020.153311
ABSTRACT: BACKGROUND: Starting December 2019, mankind faced an unprecedented enemy, the COVID-19 virus. The
world convened in international efforts, experiences and technologies in order to fight the emerging pandemic. Isolation,
hygiene measure, diagnosis, and treatment are the most efficient ways of prevention and intervention nowadays. The
health organizations and global care systems screened the available resources and offered recommendations of approved
and proposed medications. However, the search for a specific selective therapy or vaccine against COVID-19 remains a
challenge. METHODS: A literature search was performed for the screening of natural and derived bio-active compounds
which showed potent antiviral activity against coronaviruses using published articles, patents, clinical trials website
(https://clinicaltrials.gov/) and web databases (PubMed, SCI Finder, Science Direct, and Google Scholar). RESULTS: Through
the screening for natural products with antiviral activities against different types of the human coronavirus, extracts of
Lycoris radiata (L'Her.), Gentiana scabra Bunge, Dioscorea batatas Decne., Ca ssia tora L., Taxillus chinensis (DC.), Cibotium
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barometz L. and Echinacea purpurea L. showed a promising effect against SARS-CoV. Out of the listed compound Lycorine,
emetine dihydrochloride hydrate, pristimerin, harmine, conessine, berbamine, 4`-hydroxychalcone, papaverine,
mycophenolic acid, mycophenolate mofetil, monensin sodium, cycloheximide, oligomycin and valinomycin show potent
activity against human coronaviruses. Additionally, it is worth noting that some compounds have already moved into
clinical trials for their activity against COVID-19 including fingolimod, methylprednisolone, chloroquine, tetrandrine and
tocilizumab. CONCLUSION: Natural compounds and their derivatives could be used for developing potent therapeutics with
significant activity against SARS-COV-2, providing a promising frontline in the fighting against COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33067112
DOI: 10.1016/j.phymed.2020.153311
67. Koff AG, Laurent-Rolle M, Hsu JC, et al. Prolonged incubation of severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) in a patient on rituximab therapy. Infect Control Hosp Epidemiol. 2020:1-2. DOI: 10.1017/ice.2020.1239
ABSTRACT: The incubation period of severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is rarely >14 days. We
report a patient with hypogammaglobulinemia who developed coronavirus disease 2019 (COVID-19) with a confirmed
incubation period of at least 21 days. These findings raise concern for a prolonged presymptomatic transmission phase,
necessitating a longer quarantine duration in this patient population.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33023685
DOI: 10.1017/ice.2020.1239
68. Koti M, Morales A, Graham CH, et al. BCG vaccine and COVID-19: implications for infection prophylaxis and cancer
immunotherapy. J Immunother Cancer. 2020;8(2):07. DOI: 10.1136/jitc-2020-001119
ABSTRACT: The COVID-19 pandemic has killed over 400 000 people globally. Ecological evidence indicates that countries
with national universal BCG vaccination programs for tuberculosis (TB) prevention have a much lower incidence of severe
COVID-19 and mortality compared with those that do not have such programs. BCG is a century old vaccine used for TB
prevention via infant/childhood vaccination in lowto middle-income countries with high infection prevalence rate and is
known to reduce all-cause neonatal mortality. BCG remains the standard immunotherapy treatment for patients with highrisk non-muscle invasive bladder cancer globally for more than 44 years. Several trials are, therefore, investigating BCG as a
prophylactic against COVID-19 in healthcare workers and the elderly. In this commentary, we discuss the potential
mechanisms that may underlie BCG associated heterologous protection with a focus on tertiary lymphoid structure (TLS)
organogenesis. Given the significance of TLSs in mucosal immunity, their association with positive prognosis and response
to immune checkpoint blockade with a critical role of Type I interferon (IFN-1) in inducing these, we also discuss
potentiating TLS formation as a promising approach to enhance anti-tumor immunity. We propose that lessons learned
from BCG immunotherapy success could be applied to not only augment such microbe-based therapeutics but also lead to
similar adjunctive IFN-1 activating approaches to improve response to immune checkpoint blockade therapy in cancer.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32636240
DOI: 10.1136/jitc-2020-001119
69. Lenihan D, Carver J, Porter C, et al. Cardio-oncology care in the era of the coronavirus disease 2019 (COVID-19)
pandemic: An International Cardio-Oncology Society (ICOS) statement. CA Cancer J Clin. 2020;70(6):480-504. DOI:
10.3322/caac.21635
ABSTRACT: The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) has given rise to a pandemic of
unprecedented proportions in the modern era because of its highly contagious nature and impact on human health and
society: coronavirus disease 2019 (COVID-19). Patients with cardiovascular (CV) risk factors and established CV disease
(CVD) are among those initially identified at the highest risk for serious complications, including death. Subsequent studies
have pointed out that patients with cancer are also at high risk for a critical disease course. Therefore, the most vulnerable
patients are seemingly those with both cancer and CVD, and a careful, unified approach in the evaluation and management
of this patient population is especially needed in times of the COVID-19 pandemic. This review provides an overview of the
unique implications of the viral outbreak for the field of cardio-oncology and outlines key modifications in the approach to
this ever-increasing patient population. These modifications include a shift toward greater utilization of cardiac biomarkers
and a more focused CV imaging approach i n the broader context of modifications to typical practice pathways. The goal of
this strategic adjustment is to minimize the risk of SARS-CoV-2 infection (or other future viral outbreaks) while not
becoming negligent of CVD and its important impact on the overall outcomes of patients who are being treated for cancer.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32910493
DOI: 10.3322/caac.21635
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70. Liu H, Yang D, Chen X, et al. The effect of anticancer treatment on cancer patients with COVID-19: A systematic
review and meta-analysis. Cancer Med. 2020;31:31. DOI: 10.1002/cam4.3692
ABSTRACT: BACKGROUND: The relationship between cancer and COVID-19 has been revealed during the pandemic. Some
anticancer treatments have been reported to have negative influences on COVID-19-infected patients while other studies
did not support this hypothesis. METHODS: A literature search was conducted in WOS, PubMed, Embase, Cochrane Library,
CNKI and VIP between Dec 1, 2019 and Sept 23, 2020 for studies on anticancer treatments in patients with COVID-19.
Cohort studies involving over 20 patients with cancer were included. The characteristics of the patients and studies,
treatment types, mortality, and other additional outcomes were extracted and pooled for synthesis. RRs and forest plots
were adopted to present the results. The literature quality and publication bias were assessed using NOS and Egger's test,
respectively. RESULTS: We analyzed the data from 29 studies, with 5121 cancer patients with COVID-19 meeting the
inclusion criteria. There were no significant differences in mortality between patients receiving anticancer treatment and
those not (RR 1.17, 95%CI: 0.96-1.43, I(2) =66%, p = 0.12). Importantly, in patients with hematological malignancies,
chemotherapy could markedly increase the mortality (RR 2.68, 95% CI: 1.90-3.78, I(2) =0%, p < 0.00001). In patients with
solid tumors, no significant differences in mortality were observed (RR 1.16, 95% CI: 0.57-2.36, I(2) =72%, p = 0.67). In
addition, our analysis revealed that anticancer therapies had no effects on the ICU admission rate (RR 0.87, 95% CI: 0.701.09, I(2) =25%, p = 0.23), the severe rate (RR 1.04, 95% CI: 0.95-1.13, I(2) =31%, p = 0.42), or respiratory support rate (RR
0.92, 95% CI: 0.70-1.21, I(2) =32%, p = 0.55) in COVID-19-infected patients with cancer. Notably, patients receiving surgery
had a higher rate of respiratory support than those without any antitumor treatment (RR 1.87, 95%CI: 1.02-3.46, I(2) =0%, p
= 0.04). CONCLUSIONS: No significant difference was seen in any anticancer treatments in the solid tumor subgroup.
Chemotherapy, however, will lead to higher mortality in patients with hematological malignancies. Multicenter, prospective
studies are needed to re-evaluate the results.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33381923
DOI: 10.1002/cam4.3692
71. Lopez L, Sang PC, Tian Y, et al. Dysregulated Interferon Response Underlying Severe COVID-19. Viruses.
2020;12(12):13. DOI: 10.3390/v12121433
ABSTRACT: Innate immune interferons (IFNs), including type I and III IFNs, constitute critical antiviral mechanisms. Recent
studies reveal that IFN dysregulation is key to determine COVID-19 pathogenesis. Effective IFN stimulation or prophylactic
administration of IFNs at the early stage prior to severe COVID-19 may elicit an autonomous antiviral state, restrict the virus
infection, and prevent COVID-19 progression. Inborn genetic flaws and autoreactive antibodies that block IFN response
have been significantly associated with about 14% of patients with life-threatening COVID-19 pneumonia. In most severe
COVID-19 patients without genetic errors in IFN-relevant gene loci, IFN dysregulation is progressively worsened and
associated with the situation of pro-inflammation and immunopathy, which is prone to autoimmunity. In addition, the high
correlation of severe COVID-19 with seniority, males, and individuals with pre-existing comorbidities will be plausibly
explained by the coincidence of IFN aberrance in these situations. Collectively, current studies call for a better
understanding of the IFN response regarding the spatiotemporal determination and subtype-specificity against SARS-CoV-2
infections, which are warranted to devise IFN-related prophylactics and therapies.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33322160
DOI: 10.3390/v12121433
72. Louapre C, Maillart E, Papeix C, et al. Outcomes of coronavirus disease 2019 in patients with neuromyelitis optica and
associated disorders. Eur J Neurol. 2020. DOI: 10.1111/ene.14612
ABSTRACT: BACKGROUND: Outcomes of coronavirus disease 2019 (COVID-19) in patients with neuromyelitis optica
spectrum disorders (NMOSD) or myelin oligodendrocyte glycoprotein antibody-associated disease (MOGAD), often treated
with immunosuppressive therapies, are still unknown. METHODS: We conducted a multicenter, retrospective, observational
cohort study among all French expert centers for neuromyelitis optica and related disorders. Patients with NMOSD or
MOGAD included in the study received a confirmed or highly suspected diagnosis of COVID-19 between 1 March 2020 and
30 June 2020. Main outcome was COVID-19 severity score assessed on a seven-point ordinal scale ranging from 1 (not
hospitalized with no limitations on activities) to 7 (death). RESULTS: Fifteen cases (mean [SD] age: 39.3 [14.3] years, 11
female) were included. Five patients (33.3%) were hospitalized, all receiving rituximab. A 24-year-old patient with positive
aquaporine-4 antibody, with obesity as comorbidity, needed mechanical ventilation. Outpatients were receiving anti-CD20
(5), mycophenolate mofetil (3) or azathioprine (3). They were younger (mean [SD] age: 37.0 [13.4] years), with a longer
disease duration (mean [SD]: 8.3 [6.3] years) and had a lower expanded disability severity score (EDSS) score (median
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[range] EDSS: 2.5 [0-4]) relative to patients requiring hospitalization (mean [SD] age: 44.0 [16.4] years, mean [SD] disease
duration: 5.8 [5.5] years, median [range] EDSS: 4 [0-6.5]). CONCLUSIONS: COVID-19 outcome was overall favorable in this
cohort. Larger international studies are needed to identify risk factors of severe COVID-19; however, we recommend
personal protective measures to reduce risk of SARS-CoV-2 infection in this immunocompromised population.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33103295
DOI: 10.1111/ene.14612
73. Lubetzky M, Aull MJ, Craig-Schapiro R, et al. Kidney allograft recipients, immunosuppression, and coronavirus
disease-2019: a report of consecutive cases from a New York City transplant center. Nephrol Dial Transplant.
2020;35(7):1250-61. DOI: 10.1093/ndt/gfaa154
ABSTRACT: BACKGROUND: Kidney graft recipients receiving immunosuppressive therapy may be at heightened risk for
coronavirus disease 2019 (Covid-19) and adverse outcomes. It is therefore important to characterize the clinical course and
outcome of Covid-19 in this population and identify safe therapeutic strategies. METHODS: We performed a retrospective
chart review of 73 adult kidney graft recipients evaluated for Covid-19 from 13 March to 20 April 2020. Primary outcomes
included recovery from symptoms, acute kidney injury, graft failure and case fatality rate. RESULTS: Of the 73 patients
screened, 54 tested positive for severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)-39 with moderate to severe
symptoms requiring hospital admission and 15 with mild symptoms managed in the ambulatory setting. Hospitalized
patients were more likely to be male, of Hispanic ethnicity and to have cardiovascular disease. In the hospitalized group,
tacrolimus dosage was reduced in 46% of patients and mycophenolate mofetil (MMF) therapy was stopped in 61% of
patients. None of the ambulatory patients had tacrolimus reduction or discontinuation of MMF. Azithromycin or
doxycycline was prescribed at a similar rate among hospitalized and ambulatory patients (38% ver sus 40%).
Hydroxychloroquine was prescribed in 79% of hospitalized patients. Graft failure requiring hemodialysis occurred in 3 of 39
hospitalized patients (8%) and 7 patients died, resulting in a case fatality rate of 13% among Covid-19-positive patients and
18% among hospitalized Covid-19-positive patients. CONCLUSIONS: Data from our study suggest that a strategy of
systematic triage to outpatient or inpatient care, early management of concurrent bacterial infections and judicious
adjustment of immunosuppressive drugs rather than cessation is feasible in kidney transplant recipients with Covid-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32678882
DOI: 10.1093/ndt/gfaa154
74. Luciani M, Bentivegna E, Spuntarelli V, et al. Recurrent COVID-19 pneumonia in the course of chemotherapy:
Consequence of a weakened immune system? J Med Virol. 2020;28:28. DOI: 10.1002/jmv.26701
URL: https://www.ncbi.nlm.nih.gov/pubmed/33247596
DOI: 10.1002/jmv.26701
75. M MB, L B, I A, et al. Etoposide treatment adjunctive to immunosuppressants for critically ill COVID-19 patients. J
Infect. 2020;81(3):452-82. DOI: 10.1016/j.jinf.2020.06.006
URL: https://www.ncbi.nlm.nih.gov/pubmed/32579985
DOI: 10.1016/j.jinf.2020.06.006
76. Madhusoodhan PP, Pierro J, Musante J, et al. Characterization of COVID-19 disease in pediatric oncology patients:
The New York-New Jersey regional experience. Pediatr Blood Cancer. 2020:e28843. DOI: 10.1002/pbc.28843
ABSTRACT: PURPOSE: Pediatric oncology patients undergoing active chemotherapy are suspected to be at a high risk for
severe disease secondary to severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) infection; however, data to
support this are lacking. We aim to describe the characteristics of coronavirus disease 2019 (COVID-19) in this population
and also its impact on pediatric cancer care in the New York region during the peak of the pandemic. PATIENTS AND
METHODS: This multicenter, retrospective study included 13 institutions. Clinical and laboratory information on 98 patients
</=21 years of age receiving active anticancer therapy, who tested positive for SARS-CoV-2 by nasopharyngeal swab
polymerase chain reaction (PCR), was collected. RESULTS: Of the 578 pediatric oncology patients tested for COVID-19, 98
were positive, of whom 73 were symptomatic. Most experienced mild disease, 28 required inpatient management, 25
needed oxygen support, and seven required mechanical ventilation. There is a slightly higher risk of severe disease in males
and obese patients, though not statistically significant. Persistent lymphopenia was noted in severe cases. Delays in cancer
therapy occurred in 67% of SARS-CoV-2-positive patients. Of four deaths, none were solely attributable to COVID-19. The
impact of the pandemic on pediatric oncology care was significant, with 54% of institutions reporting delays in
chemotherapy, 46% delays in surgery, and 30% delays in transplant. CONCLUSION: In this large multi-institutional cohort,
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we observed that mortality and morbidity from COVID-19 amongst pediatric oncology patients were low overall, but higher
than reported in general pediatrics. Certain subgroups might be at higher risk of severe disease. Delays in cancer care due
to SARS-CoV-2 remain a concern.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33338306
DOI: 10.1002/pbc.28843
77. Manoj Gowda S, Kabeer KK, Jafferbhoy S, et al. Breast Cancer Management Guidelines During COVID-19 Pandemic.
Indian J Surg. 2020:1-8. DOI: 10.1007/s12262-020-02466-7
ABSTRACT: The coronavirus disease (COVID-19) pandemic in 2020 has brought about complex challenges in healthcare
delivery. With the new rules of lockdown and social distancing and with resources diverted to the management of COVID19, there are difficulties in continuing usual cancer care. Patients are at risk of contracting COVID-19 with a high chance of
patient to healthcare transmission and vice versa. Hospital visits, investigations and all modalities of treatment have
potential complications that put patients at risk, some more than others. In this situation, there is a need to change our
approach in the management of breast cancer to deliver it safely. We present modified guidelines based on the available
consensus statements and evidence.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32837081
DOI: 10.1007/s12262-020-02466-7
78. Martinez MA. Clinical Trials of Repurposed Antivirals for SARS-CoV-2. Antimicrob Agents Chemother. 2020;64(9):20.
DOI: 10.1128/AAC.01101-20
ABSTRACT: The coronavirus disease 2019 (COVID-19) pandemic, caused by severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2), has prompted the repurposing of drugs on the basis of promising in vitro and therapeutic results with other
human coronavirus diseases, such as severe acute respiratory syndrome (SARS) and Middle East respiratory syndrome
(MERS). These repurposed drugs have mainly included remdesivir, favipiravir, lopinavir-ritonavir, ribavirin, interferons, and
hydroxychloroquine. Unfortunately, the first open-label, randomized, controlled trials are showing poor efficacy of these
repurposed drugs. These results highlight the necessity of identifying and characterizing specific and potent SARS-CoV-2
antivirals.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32631826
DOI: 10.1128/AAC.01101-20
79. Mazewski C, Perez RE, Fish EN, et al. Type I Interferon (IFN)-Regulated Activation of Canonical and Non-Canonical
Signaling Pathways. Front Immunol. 2020;11:606456. DOI: 10.3389/fimmu.2020.606456
ABSTRACT: For several decades there has been accumulating evidence implicating type I interferons (IFNs) as key elements
of the immune response. Therapeutic approaches incorporating different recombinant type I IFN proteins have been
successfully employed to treat a diverse group of diseases with significant and positive outcomes. The biological activities of
type I IFNs are consequences of signaling events occurring in the cytoplasm and nucleus of cells. Biochemical events
involving JAK/STAT proteins that control transcriptional activation of IFN-stimulated genes (ISGs) were the first to be
identified and are referred to as "canonical" signaling. Subsequent identification of JAK/STAT-independent signaling
pathways, critical for ISG transcription and/or mRNA translation, are denoted as "non-canonical" or "non-classical"
pathways. In this review, we summarize these signaling cascades and discuss recent developments in the field, specifically
as they relate to the biological and clinical implications of engagement of both canonical and non-canonical pathways.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33329603
DOI: 10.3389/fimmu.2020.606456
80. Meo SA, Klonoff DC, Akram J. Efficacy of chloroquine and hydroxychloroquine in the treatment of COVID-19. Eur Rev
Med Pharmacol Sci. 2020;24(8):4539-47. DOI: 10.26355/eurrev_202004_21038
ABSTRACT: OBJECTIVE: The novel severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), also called COVID-19, has
caused a pandemic which has swiftly involved the entire world and raised great public health concerns. The scientific
community is actively exploring treatments that would potentially be effective in combating COVID-19. Hydroxychloroquine
has been demonstrated to limit the replication of SARS-CoV-2 virus in vitro. In malarial pandemic countries, chloroquine is
widely used to treat malaria. In malarial non-pandemic nations, chloroquine is not widely used. Chloroquine and
hydroxychloroquine share similar chemical structures and mechanisms of action. The aim of this study was to indirectly
investigate the efficacy of chloroquine and hydroxychloroquine for the treatment of COVID-19 by determining the
prevalence of COVID-19 in malaria pandemic and non-pandemic nations. We sought evidence to support or refute the
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hypothesis that these drugs could show efficacy in the treatment of COVID-19. MATERIALS AND METHODS: We reviewed in
vitro studies, in vivo studies, original studies, clinical trials, and consensus reports, that were conducted to evaluate the
antiviral activities of chloroquine and hydroxychloroquine. The studies on "COVID-19 and its allied treatment were found
from World Health Organization (WHO), ISI-Web of Science, PubMed, EMBASE, Scopus, Google Scholar, and clinical trial
registries. The search was based on keywords: antiviral drugs, chloroquine, hydroxychloroquine, COVID-19, COVID-19
treatment modalities, and coronavirus. In addition, we analyzed the prevalence of COVID-19 in malaria pandemic and nonpandemic countries. The review and analyses were performed on March 28, 2020. RESULTS: For this study, we identified a
total of 09 published articles: 03 clinical trials with sample size 150; 03 in vitro studies and 03 expert consensus reports.
These studies were all suggestive that chloroquine and hydroxychloroquine can successfully treat COVID-19 infections. We
found that COVID-19 infections are highly pandemic in countries where malaria is least pandemic and are least pandemic in
nations where malaria is highly pandemic. CONCLUSIONS: Chloroquine and hydroxychloroquine have antiviral
characteristics in vitro. The findings support the hypothesis that these drugs have efficacy in the treatment of COVID-19.
People are currently using these drugs for malaria. It is reasonable, given the hypothetical benefit of these two drugs, that
they are now being tested in clinical trials to assess their effectiveness to combat this global health crisis.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32373993
DOI: 10.26355/eurrev_202004_21038
81. Million M, Gautret P, Colson P, et al. Clinical efficacy of chloroquine derivatives in COVID-19 infection: comparative
meta-analysis between the big data and the real world. New Microbes and New Infections. 2020;38 (no
pagination)(100709).
ABSTRACT: In the context of the current coronavirus disease 2019 (COVID-19) pandemic, we conducted a meta-analysis on
the effects of chloroquine derivatives in patients, based on unpublished and published reports available publicly on the
internet as of 27 May 2020. The keywords 'hydroxychloroquine', 'chloroquine', 'coronavirus', 'COVID-19' and 'SARS-Cov-2'
were used in the PubMed, Google Scholar and Google search engines without any restrictions as to date or language.
Twenty studies were identified involving 105 040 patients (19 270 treated patients) from nine countries (Brazil, China,
France, Iran, Saudi Arabia, South Korea, Spain and the USA). Big data observational studies were associated with conflict of
interest, lack of treatment dosage and duration, and absence of favourable outcome. Clinical studies were associated with
favourable outcomes and details on therapy. Among clinical studies, three of four randomized controlled trials reported a
significant favourable effect. Among clinical studies, a significant favourable summary effect was observed for duration of
cough (OR 0.19, p 0.00003), duration of fever (OR 0.11, p 0.039), clinical cure (OR 0.21, p 0.0495), death (OR 0.32, p 4.1 x
10<sup>-6</sup>) and viral shedding (OR 0.43, p 0.031). A trend for a favourable effect was noted for the outcome 'death
and/or intensive care unit transfer' (OR 0.29, p 0.069) with a point estimate remarkably similar to that observed for death
(~0.3). In conclusion, a meta-analysis of publicly available clinical reports demonstrates that chloroquine derivatives are
effective to improve clinical and virological outcomes, but, more importantly, they reduce mortality by a factor of 3 in
patients with COVID-19. Big data are lacking basic treatment definitions and are linked to conflict of interest. The retr action
of the only big data study associated with a significantly deleterious effect the day after (June 5, 2020) the acceptance of
the present work (June 4, 2020) confirms the relevance of this work. Copyright © 2020 The Author(s)
82. Misra DP, Gasparyan AY, Zimba O. Benefits and adverse effects of hydroxychloroquine, methotrexate and colchicine:
searching for repurposable drug candidates. Rheumatol Int. 2020;40(11):1741-51. DOI: 10.1007/s00296-020-04694-2
ABSTRACT: Repurposing of antirheumatic drugs has garnered global attention. The aim of this article is to overview
available evidence on the use of widely used antirheumatic drugs hydroxychloroquine, methotrexate and colchicine for
additional indications. Hydroxychloroquine has endothelial stabilizing a nd anti-thrombotic effects. Its use has been explored
as an adjunctive therapy in refractory thrombosis in antiphospholipid syndrome. It may also prevent recurrent pregnancy
losses in the absence of antiphospholipid antibodies. Hydroxychloroquine favourably modulates atherogenic lipid and
glycaemic profiles. Methotrexate has been tried for modulation of cardiovascular events in non-rheumatic clinical
conditions, although a large clinical trial failed to demonstrate a benefit. Colchicine has been shown to successfully reduce
the risk of recurrent cardiovascular events in a large multicentric trial. Potential antifibrotic effects of colchicine require
further exploration. Hydroxychloroquine, methotrexate and colchicine are also being tried at different stages of the
ongoing Coronavirus Disease 19 (COVID-19) pandemic for prophylaxis and treatment. While the use of these agents is being
diversified, their adverse effects should be timely diagnosed and prevented. Hydroxychloroquine can cause retinopathy and
rarely cardiac and auditory toxicity, retinopathy being dose and time dependent. Methotrexate can cause transaminitis,
cytopenias and renal failure, particularly in acute overdoses. Colchicine can rarely cause myopathies, cardiomyopathy,
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cytopenias and transaminitis. Strong evidence is warranted to keep balance between benefits of repurposing these old
antirheumatic drugs and risk of their adverse effects.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32880032
DOI: 10.1007/s00296-020-04694-2
83. Mohebbi N, Talebi A, Moghadamnia M, et al. Drug Interactions of Psychiatric and COVID-19 Medications. Basic Clin
Neurosci. 2020;11(2):185-200. DOI: 10.32598/bcn.11.covid19.2500.1
ABSTRACT: Introduction: Coronavirus disease 2019 (COVID-19) has become a pandemic with 1771514 cases identified in
the world and 70029 cases in Iran until April 12, 2020. The co-prescription of psychotropics with COVID-19 medication is not
uncommon. Healthcare providers should be familiar with many Potential Drug-Drug Interactions (DDIs) between COVID-19
therapeutic agents and psychotropic drugs based on cytochrome P450 metabolism. This review comprehensively
summarizes the current literature on DDIs between antiretroviral drugs and chloroquine/hydroxychloroquine, and
psychotropics, including antidepressants, antipsychotics, mood stabilizers, and anxiolytics. Methods: Medical databases,
including Google Scholar, PubMed, Web of Science, and Scopus were searched to identify studies in English with keywords
related to psychiatric disorders, medications used in the treatment of psychiatric disorders and COVID-19 medications.
Results: There is a great potential for DDIs between psychiatric and COVID-19 medications ranging from interactions that
are not clinically apparent (minor) to those that produce life-threatening adverse drug reactions, or loss of treatment
efficacy. The majority of interactions are pharmacokinetic interactions via the cytochrome P450 enzyme system.
Conclusion: DDIs are a major concern in the comorbidity of psychiatric disorders and COVID-19 infection resulting in the
alteration of expected therapeutic outcomes. The risk of toxicity or lack of efficacy may occur due to a higher or lower
plasma concentration of medications. However, psychiatric medication can be safely used in combination with COVID-19
pharmacotherapy with either a wise selection of medication with the least possibility of interaction or careful patient
monitoring and management.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32855778
DOI: 10.32598/bcn.11.covid19.2500.1
84. Musa IR. Potential antiviral effect of chloroquine therapy against sars-cov-2 infection. Open Access Macedonian
Journal of Medical Sciences. 2020;8(T1):184-92.
ABSTRACT: BACKGROUND: The coronavirus disease 2019 (COVID-19) pandemic has affected many countries with increasing
morbidity and mortality. In the absence of an effective vaccine and medication, chloroquine may be a potential choice.
AIM: This study aims to explore the role of the possible antiviral effects of chloroquine against SARS-CoV-2. MATERIALS
AND METHODS: A systematic search of studies relating to the antiviral effects against coronaviruses was conducted
between January 1, 1990, and up to May 26, 2020, for relevant studies using PubMed, Scopus, and Google Scholar.
RESULT(S): A total of 174 articles were initially identified. Ninety-seven papers were removed for failing to address the aim
of the study. Seventy-seven full-text articles were retrieved for eligibility analysis. Ten studies focused on general inhibition
of viral replication, ten evaluated its effects on angiotensin-converting enzyme 2, 19 addressed the effects on alkalizing the
cellular pH, 25 concentrated on the immunomodulatory effect, two assessed the potential effects on sialic acid, and 24
explored the therapeutic outcome. CONCLUSION(S): Chloroquine has promising antiviral effects on SARS-CoV-2 at different
levels. Copyright © 2020 Imad R. Musa.
85. Nakajima Y, Ogai A, Furukawa K, et al. Prolonged viral shedding of SARS-CoV-2 in an immunocompromised patient. J
Infect Chemother. 2020. DOI: 10.1016/j.jiac.2020.12.001
ABSTRACT: The duration of viral shedding of SARS-CoV-2 is usually less than 10 days. We experienced a COVID-19 case with
prolonged viral shedding for 2 months. His cell mediated immunity has been depressed (CD4(+)T cell <100/mul) due to
advanced malignant lymphoma and chemotherapy which had been completed 4 months prior to the onset of symptoms of
COVID-19. We administered several treatments against COVID-19, however the results of Polymerase Chain Reaction (PCR)
from nasopharyngeal specimens remained positive to SARS-CoV-2 for 2 months. Moreover, virus isolation assays performed
on Day 59 also remained positive. He was finally discharged on Day 69 with two consecutive negative PCR results for SARS CoV-2. Immunocompromised status may prolong viral shedding and it is therefore important for the clinician to take into
account this when assessing such patients.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33328135
DOI: 10.1016/j.jiac.2020.12.001
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86. Nicolo M, Ferro Desideri L, Bassetti M, et al. Hydroxychloroquine and chloroquine retinal safety concerns during
COVID-19 outbreak. Int Ophthalmol. 2020. DOI: 10.1007/s10792-020-01593-0
ABSTRACT: PURPOSE: The current coronavirus disease 2019 (COVID-19) has been declared by the World Health
Organization a global pandemic. Chloroquine (CQ) and hydroxychloroquine (HCQ) have been largely adopted in the clinical
setting for the management of SARS-CoV-2 infection; however, their known retinal toxicity has raised some safety concerns,
especially considering the higher-dosage employed for COVID-19 patients as compared with their suggested posology for
their usual indications, including systemic lupus erythematosus and other rheumatic diseases. In this review, we will discuss
the optimal dosages recommended for COVID-19 patients when treated with HCQ and CQ. METHODS: A comprehensive
literature search was performed in PubMed, Cochrane library, Embase and Scopus, by using the following search terms:
"chloroquine retinal toxicity" and "hydroxychloroquine retinal toxicity" alone or in combination with "coronavirus", "COVID19", " SARS-CoV-2 infection " from inception to August 2020. RESULTS: Although there is still no consistent evidence about
HCQ/CQ retinal toxicity in patients with COVID-19, these possible drug-related retinal adverse events may represent a
major safety concern. For this reason, appropriate screening strategies, including telemedicine, should be developed in the
near future. CONCLUSION: A possible future clinical perspective for patients with COVID-19 treated with HCQ/CQ could
reside in the multidisciplinary collaboration between ophthalmologists monitoring the risk of HCQ/CQ-related retinal
toxicity and those physicians treating COVID-19 infection.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32946004
DOI: 10.1007/s10792-020-01593-0
87. Padmaja S, Smiline Girija AS. Pros and cons on the measures taken by the indian government to curb the menace of
Covid 19 - a review. European Journal of Molecular and Clinical Medicine. 2020;7(1):253-9.
ABSTRACT: Aim: This review gives an overview on the pros and cons of the measures taken by the Indian government and
also its impact on the public health and economy. Material(s) and Method(s): The review is done by collecting and analyzing
the articles from pubmed, google scholar and other government websites and were analysed. Period of the article retrieval
ranges from Jan to May 2020 with proper inclusions and exclusions on the articles towards the data. Result(s): When the
articles were analysed pros outweigh the cons of the measures and had severe impact in the control and spread of Covid
19. Social distancing and lock-down measures were such measures taken with significant reduction in the covid 19
transmission. But they also resulted in certain specific adverse effects like disruption in the supply of basic amenities, fa ll of
economy and unemployment. Conclusion(s): We conclude that the public must strictly abide by the government measures
since it has resulted in certain unforeseen events, albeit, advantageous results too. Together with the public support, the
menace of covid-19 can be put to an end. Copyright © 2020 Ubiquity Press. All rights reserved.
88. Paolino G, Mercuri SR, Bearzi P, et al. Systemic immunobiological, immunosuppressant, and oncologic agents for the
treatment of dermatologic diseases during the SARS-CoV-2 (COVID-19) pandemic emergency: A quick review for a quick
consultation. Dermatol Ther. 2020;33(5):e13537. DOI: 10.1111/dth.13537
ABSTRACT: The precision medicine era has helped to better manage patients with immunological and oncological diseases,
improving the quality of life of this class of patients. Regarding the management of these patients and positivity to severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2), currently, limited data are available and information is evolving. In
this quick review, we have analyzed the mechanisms of action and related infective risk of drugs used for the treatment of
immune-mediated and oncologic skin conditions during the daily clinical practice. In general, immunosuppressant and
antineoplastic agents for dermatologic treatments do not require suspension and do not require special measures, i f not
those commonly observed. In the case of a coronavirus disease (COVID-19) patient with complications (such as pneumonia,
respiratory failure), treatment suspension should always be considered after taking into account the general condition of
the patient, the risk-benefit ratio, and the pathophysiology of COVID-19 infection. The COVID-19 emergency pandemic does
not imply undertreatment of existing skin conditions, which together with the SARS-CoV-2 infection may jeopardize the
patient's life.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32385891
DOI: 10.1111/dth.13537
89. Park R, Lee SA, Kim SY, et al. Association of active oncologic treatment and risk of death in cancer patients with
COVID-19: a systematic review and meta-analysis of patient data. Acta Oncol. 2020:1-7. DOI:
10.1080/0284186X.2020.1837946
ABSTRACT: BACKGROUND: Cancer patients suffer from worse coronavirus disease-2019 (COVID-19) outcomes. Whether
active oncologic treatment is an additional risk factor in this population remains unclear. Therefore, here we have
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conducted a systematic review and meta-analysis to summarize the existing evidence for the effect of active oncologic
treatment on COVID-19 outcomes. METHODS: Systematic search of databases (PubMed, Embase) was conducted for
studies published from inception to July 1, 2020, with a subsequent search update conducted on 10 October 2020. In
addition, abstracts and presentations from major conference proceedings (ASCO, ESMO, AACR) as well as pre-print
databases (medxriv, bioxriv) were searched. Retrospective and prospective studies reporting clinical outcomes in cancer
patients with laboratory confirmation or clinical diagnosis of COVID-19 and details of active or recent oncologic treatment
were selected. Random-effects model was applied throughout meta-analyses. Summary outcome measure was the pooled
odds ratio (OR) of death for active cancer therapy versus no active cancer therapy for each of the following modalities:
recent surgery, chemotherapy, targeted therapy, immunotherapy, or chemoimmunotherapy. RESULTS: Sixteen
retrospective and prospective studies (3558 patients) were included in the meta -analysis. Active chemotherapy was
associated with higher risk of death compared to no active chemotherapy (OR, 1.60, 95% CI, 1.14-2.23). No significant
association with risk of death was identified for active targeted therapy, immunotherapy, chemoimmunotherapy, or recent
surgery. Meta-analysis of multivariate adjusted OR of death for active chemotherapy was consistently associated with
higher risk of death compared to no active chemotherapy (OR, 1.42, 95% CI, 1.01-2.01). CONCLUSIONS: Active
chemotherapy appears to be associated with higher risk of death in cancer patients with COVID-19. Further research is
necessary to characterize the complex interactions between active cancer treatment and COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33131376
DOI: 10.1080/0284186X.2020.1837946
90. Pati S, Houston T. Assessing the risk of seizures with chloroquine or hydroxychloroquine therapy for COVID-19 in
persons with epilepsy. Epilepsy Res. 2020;165(106399):106399. DOI: 10.1016/j.eplepsyres.2020.106399
ABSTRACT: BACKGROUND: The goal of this systematic review is to assess the published literature for seizure risk with
chloroquine or hydroxychloroquine therapy in persons with and without epilepsy. With the COVID-19 pandemic, there is a
desperate need for treatment against the SARS CoV-2 virus. Chloroquine or hydroxychloroquine is one proposed
medication that has received substantial public attention. However, the package insert states that these medications may
provoke seizures in patients with epilepsy, and this has resulted in increased questions and anxiety in the epilepsy
community. METHODS: PubMed (1970 to March 27, 2020) and the Embase (1970 to March 27, 2020) were searched with
the terms chloroquine or hydroxychloroquine and seizure or epilepsy, convulsions, or status epilepticus. Selected studies
were reviewed, and the adverse drug reaction was classified. RESULTS: Only eleven out of 31 studies were deemed eligible
for systematic analysis. For chloroquine, eligible studies were- one prospective study(n = 109), two case series(n = 6), and
six case reports. The dose of chloroquine ranged between 100-500 mg/day, except in one patient with a seizure, who was
after taking 1000 mg. For hydroxychloroquine, there was one prospective observational study(n = 631) and one case report.
The clinical trials failed to find any significant relation between seizures and chloroquine or hydroxychloroquine.
CONCLUSION: Although the package insert describes an increased risk of seizure, the systematic review highlights that such
a statement is not supported by class I evidence. Clinicians, therefore, need to understand that data regarding this specific
topic is limited to case series and case reports. There is no substantial evidence to suggest that these medications can
increase seizure risk.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32559589
DOI: 10.1016/j.eplepsyres.2020.106399
91. Patrocinio de Jesus R, Silva R, Aliyeva E, et al. Reactivation of SARS-CoV-2 after Asymptomatic Infection while on
High-Dose Corticosteroids. Case Report. SN Comprehensive Clinical Medicine. 2020;2(11):2402-5.
ABSTRACT: As SARS-CoV-2 and its related clinical syndrome (COVID-19) became a pandemic worldwide, questions
regarding its clinical presentation, infectivity, and immune response have been the subject of investigation. We present a
case of a patient previously considered recovered from nosocomially transmitted asymptomatic COVID-19 illness, who
presented with new respiratory, radiological, and RT-PCR findings consistent with COVID-19, while on high-dose
prednisolone due to a suspected secondary demyelinating disease. Importantly, it led to three subsequent cases within
patient's household after discharge from the hospital. After reviewing this case in light of current evidence and debates
surrounding SARS-CoV-2 RT-PCR results, we hypothesize that patients on corticosteroids may have particular viral shedding
dynamics and should prompt a more conservative approach in regard to isolation discontinuation and monitoring.
Copyright © 2020, Springer Nature Switzerland AG.
92. Peng H, Chen Z, Wang Y, et al. Systematic Review and Pharmacological Considerations for Chloroquine and Its
Analogs in the Treatment for COVID-19. Front Pharmacol. 2020;11(554172):554172. DOI: 10.3389/fphar.2020.554172
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ABSTRACT: COVID-19 has been announced pandemic by WHO and over 17,000,000 people infected (Till April 21st 2020).
The disease is currently under control in China, with a curative rate of 86.8%. Chloroquine (CQ) is an old anti-malarial drug
with good tolerability, which had proved to be effective in previous SARS-coronavirus, which spread and disappeared
between 2002-2003. In vitro studies demonstrated the efficacy of CQ in curing COVID-19. Consequently, via analytical PBPK
modeling, a further preliminary clinical trial has proved the efficacy and safety of CQ in China., and multiple clinical trials
were registered and approved to investigate the activity of other analogs of CQ against COVID-19. We have listed all the
clinical trials and made a meta-analysis of published data of hydroxychloroquine (HCQ). HCQ could increase the CT
improvement and adverse reactions (ADRs) significantly though there was considerable heterogeneity among current
researches. Actually, CQ and its analogs have unique pharmacokinetic characteristics, which would induce severe side
effects in some circumstances. We have then summarized pharmacological considerations for these drugs so as to provide
to the busy clinicians to avoid potential side effects when administered CQ or its analogs to COVID-19 patients, especially in
the elderly, pediatrics, and pregnancies.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33192503
DOI: 10.3389/fphar.2020.554172
93. Portela Sousa C, Brites C. Immune response in SARS-CoV-2 infection: the role of interferons type I and type III. Braz J
Infect Dis. 2020;24(5):428-33. DOI: 10.1016/j.bjid.2020.07.011
ABSTRACT: BACKGROUND: There is scarce information on the human immune response to the SARS-CoV-2 infection, and
on the exacerbated inflammatory reaction observed in severe COVID-19 cases. OBJECTIVE: To review the available evidence
on the role of interferons type I and type III to SARS-CoV-2 infection. METHODS: We reviewed the available published
evidence on the role of immune response to SARS-CoV-2 infection as well as recent publications on characteristics and
outcomes of COVID-19, and their relationship with interferons type I and type III. RESULTS: The available data indicates that
immune response plays an important role in controlling SARS-CoV-2 infection and the immune dysregulation can
significantly modify the clinical outcomes of affected patients. In addition, the evidence suggests that IFN type I and III can
play an important role in controlling viremia and modulating the immune response in COVID-19. CONCLUSIONS: Due to
their central role in immune response against SARS-CoV-2 infection, IFN type I and III could be considered for treatment of
COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32866437
DOI: 10.1016/j.bjid.2020.07.011
94. Pozo JSGD, Galindo MF, Nava E, et al. A systematic review on the efficacy and safety of IL-6 modulatory drugs in the
treatment of COVID-19 patients. Eur Rev Med Pharmacol Sci. 2020;24(13):7475-84.
ABSTRACT: The pandemic caused by the new SARS-CoV2 coronavirus has led to an effort to find treatments that are
effective against this disease that the World Health Organization calls COVID-19. In severe cases of COVID-19, there is an
increase in cytokines, among which IL-6 seems to play an important role. A search has been performed for studies using IL-6
blocking drugs (tocilizumab, siltuximab, and sarilumab) in PubMed, Web of Science, and Scopus. Also, a search of ongoing
trials registered at clinicaltrials. gov was performed. We found very little published clinic al experience with these drugs,
consisting mainly of case reports or case series with few patients. The results of clinical trials are necessary to clarify the
role of these drugs in patients with COVID-19. Copyright © 2020 Verduci Editore s.r.l. All rights reserved.
95. Raghavan D, Tan AR, Story ES, et al. Management changes for patients with endocrine-related cancers in the COVID19 pandemic. Endocr Relat Cancer. 2020;27(9):R357-R74. DOI: 10.1530/ERC-20-0229
ABSTRACT: Substantial management changes in endocrine-related malignancies have been required as a response to the
COVID-19 pandemic, including a draconian reduction in the screening of asymptomatic subjects, delay in planned surgery
and radiotherapy for primary tumors deemed to be indolent, and dose reductions and/or delays in initiation of some
systemic therapies. An added key factor has been a patient-initiated delay in the presentation because of the fear of viral
infection. Patterns of clinical consultation have changed, including a greater level of virtual visits, physical spacing, masking,
staffing changes to ensure a COVID-free population and significant changes in patterns of family involvement. While this
has occurred to improve safety from COVID-19 infection, the implications for cancer outcomes have not yet been defined.
Based on prior epidemics and financial recessions, it is likely that delayed presentation and treatment of high-grade
malignancy will be associated with worse cancer outcomes. Cancer patients are also at increased risk from COVID-19
infection compared to the general population. Pandemic management strategies for patients with tumors of breast,
prostate, thyroid, parathyroid and adrenal gland are reviewed.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32744242
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96. Rakhsha A, Azghandi S, Taghizadeh-Hesary F. COVID-19 pandemic and patients with cancer: The protocol of a Clinical
Oncology center in Tehran, Iran. Rep Pract Oncol Radiother. 2020;25(5):765-7. DOI: 10.1016/j.rpor.2020.07.001
ABSTRACT: Aim: To provide recommendations for the management of patients with cancer in the COVID-19 era.
Background: The current global pandemic of COVID-19 has severely impacted global healthcare systems. Several groups of
people are considered high-risk for SARS-CoV-2 infection, including patients with cancer. Therefore, protocols for the better
management of these patients during this viral pandemic are necessary. So far, several protocols have been presented
regarding the management of patients with cancer during the COVID-19 pandemic. However, none of them points to a
developing country with limited logistics and facilities. Methods: In this review, we have provided a summary of
recommendations on the management of patients with cancer during the COVID-19 pandemic based on our experience in
Shohada-e Tajrish Hospital, Iran. Results: We recommend that patients with cancer should be managed in an individualized
manner during the COVID-19 pandemic. Conclusions: Our recommendation provides a guide for oncology centers of
developing countries for better management of cancer.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32765192
DOI: 10.1016/j.rpor.2020.07.001
97. Rakhsha A, Azghandi S, Taghizadeh-Hesary F. Decision on Chemotherapy Amidst COVID-19 Pandemic: a Review and a
Practical Approach from Iran. Infect Chemother. 2020;52(4):496-502. DOI: 10.3947/ic.2020.52.4.496
ABSTRACT: To provide a step-by-step approach to chemotherapy (CTx) in the novel coronavirus disease 2019 (COVID-19)
era. The COVID-19 pandemic is the current global issue resulting in vast health implications. Amid the COVID-19 era, special
attention must be paid to at-risk groups, including patients with cancer. To our knowledge, there is a paucity of data on the
decision for CTx during the pandemic. We herein provide practical recommendations on the CTx of cancer patients over the
pandemic based on our experience in an educational hospital. The decision on CTx should be considered to be
individualized based on clinical findings. We hope that our experience provides a practical guide for clinical oncologists to
deliver more effective cancer care over the COVID-19 pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33263246
DOI: 10.3947/ic.2020.52.4.496
98. Ramaswamy SB, Govindarajan R. COVID-19 in Refractory Myasthenia Gravis- A Case Report of Successful Outcome. J
Neuromuscul Dis. 2020;7(3):361-4. DOI: 10.3233/JND-200520
ABSTRACT: This is a brief report of a patient who has refractory Myasthenia Gravis, on multiple long-term
immunosuppressive therapies and contracted COVID-19 during this 2020 pandemic. She was quarantined for total of 14
days and recovered successfully without any complications (no myasthenia exacerbation or crisis, no COVID-19 related
complications), with no changes to her immunosuppressive therapy. Treatment of MG patients with COVID-19 needs to be
tailored to individual patient.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32508329
DOI: 10.3233/JND-200520
99. Rasul RM, Tamilarasi Muniandy M, Zakaria Z, et al. A review on chitosan and its development as pulmonary
particulate anti-infective and anti-cancer drug carriers. Carbohydr Polym. 2020;250:116800. DOI:
10.1016/j.carbpol.2020.116800
ABSTRACT: Chitosan, as a biodegradable and biocompatible polymer, is characterized by anti-microbial and anti-cancer
properties. It lately has received a widespread interest for use as the pulmonary particulate backbone materials of drug
carrier for the treatment of infectious disease and cancer. The success of chitosan as pulmonary particulate drug carrier is a
critical interplay of their mucoadhesive, permeation enhancement and site/cell-specific attributes. In the case of
nanocarriers, various microencapsulation and micro-nano blending systems have been devised to equip them with an
appropriate aerodynamic character to enable efficient pulmonary aerosolization and inhalation. The late COVID-19
infection is met with acute respiratory distress syndrome and cancer. Chitosan and its derivatives are found useful in
combating HCoV and cancer as a function of their molecular weight, substituent type and its degree of substitution. The
interest in chitosan is expected to rise in the next decade from the perspectives of drug delivery in combination with its
therapeutic performance.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33049807
DOI: 10.1016/j.carbpol.2020.116800
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100. Rehman M, Gondal A, Khan S, et al. Neutropenic Enterocolitis and Rapid Spontaneous Resolution of Portal Venous
Gas: A Non-Respiratory Manifestation of COVID-19. Cureus. 2020;12(7):e9445. DOI: 10.7759/cureus.9445
ABSTRACT: The COVID-19 pandemic is affecting millions across the globe. The population of immunosuppressed individuals
are at greatest risk of morbidity and mortality. Data on COVID-19 induced illness in the immunocompromised host are
sparse. We aim to highlight the possibility of atypical and non-respiratory presentations of COVID-19 (severe acute
respiratory syndrome coronavirus 2, SARS-CoV-2) in immunosuppressed individuals as our case reveals a rare COVID-19
associated GI presentation of neutropenic enterocolitis with bloody diarrhea.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32742892
DOI: 10.7759/cureus.9445
101. Ren L, Xu W, Overton JL, et al. Assessment of Chloroquine and Hydroxychloroquine Safety Profiles: A Systematic
Review and Meta-Analysis. Front Pharmacol. 2020;11 (no pagination)(562777).
ABSTRACT: Background: Chloroquine (CQ) and its derivative hydroxychloroquine (HCQ) have recently emerged as potential
antiviral and immunomodulatory options for the treatment of 2019 coronavirus disease (COVID-19). To examine the safety
profiles of these medications, we systematically evaluated the adverse events (AEs) of these medications from published
randomized controlled trials (RCTs). Method(s): We systematically searched MEDLINE, the Cochrane library, the Cochrane
Central Register of Controlled Trials (CENTRAL), and the ClinicalTrials.gov for all the RCTs comparing CQ or HCQ with
placebo or other active agents, published before June 20, 2020. The random-effects or fixed-effects models were used to
pool the risk estimates relative ratio (RR) with 95% confidence interval (CI) for the outcomes. Result(s): The literature search
yielded 23 and 19 studies for CQ and HCQ, respectively, that satisfied our inclusion criteria. Of these studies, we performed
meta-analysis on 6 studies for CQ and 18 studies for HCQ. We did not limit our analysis to published records involving viral
treatment alone; data also included the usage of either CQ or HCQ for the treatment of other diseases. The trials for the CQ
consisted of a total of 2,137 participants (n = 1,077 CQ, n = 1,060 placebo), while the trials for HCQ involved 2,675
participants (n = 1,345 HCQ and n = 1,330 control). The overall mild and total AEs were significantly higher in CQ-treated
non-COVID-19 patients, HCQ-treated non-COVID-19 patients, and HCQ-treated COVID-19 patients. The AEs were further
categorized into four groups and analyses revealed that neurologic, gastrointestinal (GI), dermatologic, and sensory AEs
were higher in participants taking CQ compared to placebo, while GI, dermatologic, sensory, and cardiovascular AEs were
higher in HCQ-treated COVID-19 patients compared to control patients. Moreover, subgroup analysis suggested higher AEs
with respect to dosage and duration in HCQ group. Data were acquired from studies with perceived low risk of bias, so
plausible bias is unlikely to seriously affect the main findings of the current study. Conclusion(s): Taken together, we found
that participants taking either CQ or HCQ exhibited more AEs than participants taking placebo or control. Precautionary
measures should be taken when using these drugs to treat COVID-19. The meta-analysis was registered on OSF
(https://osf.io/jm3d9). Registration: The meta-analysis was registered on OSF (https://osf.io/jm3d9). © Copyright © 2020
Ren, Xu, Overton, Yu, Chiamvimonvat and Thai.
102. Roberts S, Rojas A, Gachabayov M, et al. Protocol for a Systematic Review Assessing Surgery versus Primary
Endocrine Therapy in Operable Breast Cancer. Prep for Pandemic. Int J Surg Protoc. 2020;24:36-8. DOI:
10.1016/j.isjp.2020.10.003
ABSTRACT: Introduction: In COVID-19 pandemic epicenters cancer care was severely impacted. All elective and semielective procedures, as well as select urgent cases, were postponed in order to preserve resources and protect patients and
staff from SARS-CoV-2 exposure. Structured decision making for breast cancer treatment resulted in deferment of surgery
with initiation of endocrine therapy. Moreover, the waitlist for elective breast cancer procedures after mitigation is a
challenge for prioritization. Objective and significance: We aim to summarize the current body of evidence, comparatively
evaluate oncological outcomes of surgery versus primary endocrine therapy (PET), and determine whether PET is a viable
long-term alternative to surgery in the context of crisis management strategy for early, operable hormone receptor positive
(HRP) breast cancer. PET could potentially be an acceptable bridging or maintenance therapy in select patients during
pandemic crisis or for those choosing to forgo surgery in the treatment of breast cancer. Methods and analysis: The
database search includes PubMed, EMBASE, and MEDLINE (via Ovid). This systematic review includes women 18 years or
older undergoing one of two interventions for HRP breast cancer: surgery (with or without endocrine therapy post-surgery)
or solely PET. Studies comparing one of the two interventions of interest to a non-relevant intervention and studies
reporting only descriptive data will not be included in the quantitative synthesis of data. After selection of eligible studies
based on title and abstract, these studies will be further screened through full text articles by two independent reviewers,
with a third as an arbitrator. Eligible studies will be critically appraised at the study level for methodological quality.
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Cochrane methodology will be utilized for meta-analysis. Ethics and dissemination: This study does not require an
institutional review board approval given its summary design nature. Findings of this systematic review will be published in
a peer-reviewed journal.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33294752
DOI: 10.1016/j.isjp.2020.10.003
103. Rodrigo C, Fernando SD, Rajapakse S. Clinical evidence for repurposing chloroquine and hydroxychloroquine as
antiviral agents: a systematic review. Clin Microbiol Infect. 2020;26(8):979-87.
ABSTRACT: Background: Repurposing hydroxychloroquine (HCQ) and chloroquine (CQ) as antiviral agents is a re-emerging
topic with the advent of new viral epidemics. Aim(s): To summarize evidence from human clinical studies for using HCQ or
CQ as antiviral agents for any viral infection. Sources: PubMed, EMBASE, Scopus, Web of Science for published studies
without time or language restrictions; Cochrane Clinical Trial Registry and Chinese Clinical Trials Registry for trials registered
after 2015; MedRxiv for preprints within the last 12 months. Content: Study eligibility criteria were interventional and
prospective observational studies (with or without a control group). Participants were adults and children with a confirmed
viral infection. Interventions included the use of CQ or HCQ as antiviral agent in one or more groups of the study. Two
authors independently screened abstracts, and all authors agreed on eligible studies. A meta -analysis was planned if studies
were available which were similar in terms of participants, intervention, comparator and outcomes. Nineteen studies
(including two preprints) were eligible (HIV 8, HCV 2, dengue 2, chikungunya 1, COVID-19 6). Nine and ten studies assessed
CQ and HCQ respectively. Benefits of either drug for viral load suppression in HIV are inconsistent. CQ is ineffective in curing
dengue (high-certainty evidence) and may have little or no benefit in curing chikungunya (low-certainty evidence). The
evidence for COVID-19 infection is rapidly evolving but at this stage we are unsure whether either CQ or HCQ has any
benefit in clearing viraemia (very-low-certainty evidence). Implications: Using HCQ or CQ for HIV/HCV infections is now
clinically irrelevant as other effective antivirals are available for viral load suppression (HIV) and cure (HCV). There is no
benefit of CQ in dengue, and the same conclusion is likely for chikungunya. More evidence is needed to confirm whether
either HCQ or CQ is beneficial in COVID-19 infection. Copyright © 2020 European Society of Clinical Microbiology and
Infectious Diseases
104. Sa Ribero M, Jouvenet N, Dreux M, et al. Interplay between SARS-CoV-2 and the type I interferon response. PLoS
Pathog. 2020;16(7):e1008737. DOI: 10.1371/journal.ppat.1008737
ABSTRACT: The severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) is responsible for the current COVID-19
pandemic. An unbalanced immune response, characterized by a weak production of type I interferons (IFN-Is) and an
exacerbated release of proinflammatory cytokines, contributes to the severe forms of the disease. SARS-CoV-2 is genetically
related to SARS-CoV and Middle East respiratory syndrome-related coronavirus (MERS-CoV), which caused outbreaks in
2003 and 2013, respectively. Although IFN treatment gave some encouraging results against SARS-CoV and MERS-CoV in
animal models, its potential as a therapeutic against COVID-19 awaits validation. Here, we describe our current knowledge
of the complex interplay between SARS-CoV-2 infection and the IFN system, highlighting some of the gaps that need to be
filled for a better understanding of the underlying molecular mechanisms. In addition to the conserved IFN evasion
strategies that are likely shared with SARS-CoV and MERS-CoV, novel counteraction mechanisms are being discovered in
SARS-CoV-2-infected cells. Since the last coronavirus epidemic, we have made considerable progress in understanding the
IFN-I response, including its spatiotemporal regulation and the prominent role of plasmacytoid dendritic cells (pDCs), which
are the main IFN-I-producing cells. While awaiting the results of the many clinical trials that are evaluating the efficacy of
IFN-I alone or in combination with antiviral molecules, we discuss the potential benefits of a well-timed IFN-I treatment and
propose strategies to boost pDC-mediated IFN responses during the early stages of viral infection.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32726355
DOI: 10.1371/journal.ppat.1008737
105. Sadeghinia A, Daneshpazhooh M. Immunosuppressive drugs for patients with psoriasis during the COVID-19
pandemic era. A review. Dermatol Ther. 2020:e14498. DOI: 10.1111/dth.14498
ABSTRACT: The COVID-19 has been spreading around the world. Concerns about the safety of administration of
immunosuppressive drugs have been raised for treatment of psoriasis (PSO), and there is insufficient evidence for the risk
of COVID-19 infection for psoriatic patients using these drugs, so we did a review, focusing on the risk of overall infection
associated with the most commonly used immunosuppressive drugs, such as methotrexate, biologics, cyclosporin, Janus
kinase inhibitors for the treatment of PSO. The data on the effect of immunosuppressive drugs on this virus may be ever changing and remains to be clear. We recommend the initiation and continuation of low-risk immunomodulating drugs,
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such as Interleukin (IL)-17, IL-12/23, and IL-23 inhibitors, for treatment of PSO during COVID-19 era. For psoriatic patients
with comorbidities switching to safer modalities such as systemic retinoids, apremilast, and home phototherapy is
recommended. Immunosuppressive drugs should be withheld in psoriatic patients with the COVID-19 infection.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33141519
DOI: 10.1111/dth.14498
106. Saini KS, Lanza C, Romano M, et al. Repurposing anticancer drugs for COVID-19-induced inflammation, immune
dysfunction, and coagulopathy. Br J Cancer. 2020;123(5):694-7. DOI: 10.1038/s41416-020-0948-x
ABSTRACT: Three cardinal manifestations of neoplasia, namely inflammation, immune dysfunction, and coagulopathy are
also seen in patients with severe SARS-CoV-2 infection, providing a biological rationale for testing selected anticancer drugs
for their ability to control the symptoms and/or modify the course of COVI D-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32572174
DOI: 10.1038/s41416-020-0948-x
107. Sallard E, Belhadi D, Lescure FX, et al. Clinical trial protocols of repurposed prophylaxis for COVID-19: A review. Med
Mal Infect. 2020;03:03. DOI: 10.1016/j.medmal.2020.09.013
ABSTRACT: Efficient therapeutic strategies are needed to counter the COVID-19 pandemic, caused by the SARS-CoV-2 virus.
In a context where specific vaccines are not yet available, the containment of the pandemic would be facilitated with
efficient prophylaxis. We screened several clinical trials repositories and platforms in search of the prophylactic strategies
being investigated against COVID-19 in July 2020. Up to July 5, 2020, only one clinical trial result was published, although we
found 112 clinical trial protocols targeting medical workers (n=70, 63%), patients relatives (n=20, 18%) or individuals at risk
of severe COVID-19 (n=14, 13%). (Hydroxy)chloroquine was the most frequently evaluated treatment (n=69, 62%), before
BCG vaccine (n=12, 11%), this followed by numerous antivirals and immune enhancers. Ninety-eight (88%) clinical trials
were randomized with a median of planned inclusions of 530 (IQR 258-1299). Both pre- and post-exposure prophylaxes are
investigated.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33022293
DOI: 10.1016/j.medmal.2020.09.013
108. Schramm MA, Venhoff N, Wagner D, et al. COVID-19 in a Severely Immunosuppressed Patient With Life-Threatening
Eosinophilic Granulomatosis With Polyangiitis. Front Immunol. 2020;11:2086. DOI: 10.3389/fimmu.2020.02086
ABSTRACT: Immunosuppressive therapies increase the susceptibility of patients to infections. The current pandemic with
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) compels clinicians to develop recommendations for
successful clinical management and surveillance of immunocompromised patients at high risk for severe disease
progression. With only few case studies published on SARS-CoV-2 infection in patients with rheumatic diseases, we report a
25-year-old male who developed moderate coronavirus disease 2019 (COVID-19) with fever, mild dyspnea, and no major
complications despite having received high-dose prednisolone, cyclophosphamide, and rituximab for the treatment of
highly active, life-threatening eosinophilic granulomatosis with polyangiitis (EGPA).
URL: https://www.ncbi.nlm.nih.gov/pubmed/32983161
DOI: 10.3389/fimmu.2020.02086
109. Schreiber G. The Role of Type I Interferons in the Pathogenesis and Treatment of COVID-19. Front Immunol.
2020;11:595739. DOI: 10.3389/fimmu.2020.595739
ABSTRACT: Type I interferons (IFN-I) were first discovered over 60 years ago in a classical experiment by Isaacs and
Lindenman, who showed that IFN-Is possess antiviral activity. Later, it became one of the first approved protein drugs using
heterologous protein expression systems, which allowed its large-scale production. It has been approved, and widely used
in a pleiotropy of diseases, including multiple-sclerosis, hepatitis B and C, and some forms of cancer. Preliminary clinical
data has supported its effectiveness against potential pandemic pathogens such as Ebola and SARS. Still, more efficient and
specific drugs have taken its place in treating such diseases. The COVID-19 global pandemic has again lifted the status of
IFN-Is to become one of the more promising drug candidates, with initial clinical trials showing promising results in reducing
the severity and duration of the disease. Although SARS-CoV-2 inhibits the production of IFNbeta and thus obstructs the
innate immune response to this virus, it is sensitive to the antiviral activity of externally administrated IFN-Is. In this review I
discuss the diverse modes of biological actions of IFN-Is and how these are related to biophysical parameters of IFN-Ireceptor interaction and cell-type specificity in light of the large variety of binding affinities of the different IFN-I subtypes
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towards the common interferon receptor. Furthermore, I discuss how these may guide the optimized use IFN-Is in
combatting COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33117408
DOI: 10.3389/fimmu.2020.595739
110. Severa M, Farina C, Salvetti M, et al. Three Decades of Interferon-beta in Multiple Sclerosis: Can We Repurpose This
Information for the Management of SARS-CoV2 Infection? Front Immunol. 2020;11:1459. DOI:
10.3389/fimmu.2020.01459
URL: https://www.ncbi.nlm.nih.gov/pubmed/32655578
DOI: 10.3389/fimmu.2020.01459
111. Shah RR. Chloroquine and hydroxychloroquine for COVID-19: Perspectives on their failure in repurposing. Journal of
Clinical Pharmacy and Therapeutics. 2020.
ABSTRACT: What is known and Objective: Non-clinical studies suggest that chloroquine (CQ) and hydroxychloroquine (HCQ)
have antiviral activities. Early clinical reports of successful HCQ-associated reduction in viral load from small studies in
COVID-19 patients spurred a large number of national and international clinical trials to test their therapeutic potential. The
objective of this review is to summarize the current evidence on the safety and efficacy of these two agents and to provide
a perspective on why their repurposing has hitherto failed. Method(s): Published studies and rapidly emerging data were
reviewed to gather evidence on safety and efficacy of CQ and HCQ in patients with COVID-19 infection or as prophylaxis.
The focus is on clinically relevant efficacy endpoints and their adverse effects on QT interval. Results and Discussion: At the
doses used, the two agents, given alone or with azithromycin (AZM), are not effective in COVID-19 infection. The choice of
(typically subtherapeutic) dosing regimens, influenced partly by "QT-phobia," varied widely and seems anecdotal without
any pharmacologically reliable supporting clinical evidence. A substantial proportion of patients receiving CQ/HCQ/AZM
regimen developed QTc interval prolongation, many with absolute QTc interval exceeding the potential proarrhythmic
threshold, but very few developed proarrhythmia. What is new and Conclusion(s): The strategy to repurpose CQ/HCQ to
combat COVID-19 infection is overshadowed by concerns about their QT liability, resulting in choice of potentially
subtherapeutic doses. Although the risk of QT-related proarrhythmia is real, it is low and manageable by careful monitoring.
Recent discontinuation of HCQ from at least four large studies effectively marks the end of efforts at repurposing of CQ or
HCQ for COVID-19 infection. This episode leaves behind important questions on dose s election and risk/benefit balance in
repurposing drugs generally. Copyright © 2020 John Wiley & Sons Ltd
112. Shah S, Das S, Jain A, et al. A systematic review of the prophylactic role of chloroquine and hydroxychloroquine in
coronavirus disease-19 (COVID-19). Int J Rheum Dis. 2020;23(5):613-9. DOI: 10.1111/1756-185X.13842
ABSTRACT: OBJECTIVE: The pandemic coronavirus disease-19 (COVID-19) has pushed the global healthcare system to a
crisis and amounted to a huge economic burden. Different drugs for prophylaxis against COVID-19 including chloroquine
(CQ) or hydroxychloroquine (HCQ) have been tried. This study was performed to systematically review the role of CQ and
HCQ in preventing the spread of COVID-19. METHODS: PubMed, EMBASE, ClinicalTrials.gov, International Clinical Trials
Registry Platform and Cochrane Library databases were searched for studies that evaluated the prophylactic role of CQ or
HCQ on SARS-CoV-2 (pre-clinical studies) or COVID-19 (clinical studies) until 30 March 2020. The available literature was
critically appraised. RESULTS: A total of 45 articles were screened and 5 (3 in vitro pre-clinical studies and 2 clinical opinions)
were included. The pre-clinical studies showed the prophylactic effects of CQ and HCQ against SARS-CoV-2. On the other
hand, the clinical opinions advocated the prophylactic use of CQ and HCQ against COVID-19. However, no original clinical
studies on the prophylactic role of CQ or HCQ on COVID-19 were available. CONCLUSION: Although pre-clinical results are
promising, to date there is a dearth of evidence to support the efficacy of CQ or HCQ in preventing COVID-19. Considering
potential safety issues and the likelihood of imparting a false sense of security, prophylaxis with CQ or HCQ against COVID19 needs to be thoroughly evaluated in observational studies or high-quality randomized controlled studies.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32281213
DOI: 10.1111/1756-185X.13842
113. Siavashpour Z, Taghizadeh-Hesary F, Rakhsha A. Recommendations on Management of Locally Advanced Rectal
Cancer During the COVID-19 Pandemic: an Iranian Consensus. J Gastrointest Cancer. 2020;51(3):800-4. DOI:
10.1007/s12029-020-00454-4
ABSTRACT: PURPOSE: Today, the rapid outbreak of COVID-19 is the leading health issue. Patients with cancer are at high
risk for the development of morbidities of COVID-19. Hence, oncology centers need to provide organ-based
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recommendations for optimal management of cancer in the COVID-19 era. METHODS: In this article, we have provided the
recommendations on management of locally advanced rectal cancer during the COVID-19 pandemic based on our
experience in Shohada-e Tajrish Hospital, Iran. RESULTS: We recommend that patients with locally advanced rectal cancer
should be managed in an individualized manner in combination with local conditions related to COVID-19. CONCLUSION:
Our recommendation may provide a guide for oncology centers of developing countries for better management of locally
advanced rectal cancer.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32656628
DOI: 10.1007/s12029-020-00454-4
114. Sidibe FM, Bathily M, Diarra B, et al. [Gastrointestinal symptoms revealing COVID-19 in Malian breast cancer patient
undergoing chemotherapy]. Bull Cancer. 2020;107(10):1019-23. DOI: 10.1016/j.bulcan.2020.07.006
ABSTRACT: In this review, we report a case of a bone's metastatic breast cancer in Malian patient treated by chemotherapy
in whom SRAS-COV-2's diagnosis was made 9days after the onset gastrointestinal symptoms. Patient quickly died before
any COVID-19's treatment. According to the poor outcomes of cancer patients with COVID-19, authors emphasize to an
intensive attention to such patients in order to find the best therapeutic balance between the two pathologies during this
pandemic.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32972763
DOI: 10.1016/j.bulcan.2020.07.006
115. Sieni E, Pegoraro F, Casini T, et al. Favourable outcome of coronavirus disease 2019 in a 1-year-old girl with acute
myeloid leukaemia and severe treatment-induced immunosuppression. Br J Haematol. 2020;189(6):e222-e4. DOI:
10.1111/bjh.16781
URL: https://www.ncbi.nlm.nih.gov/pubmed/32369615
DOI: 10.1111/bjh.16781
116. Singh B, Ryan H, Kredo T, et al. Chloroquine or hydroxychloroquine for prevention and treatment of COVID-19.
Cochrane Database Syst Rev. 2020;2020 (4) (no pagination)(CD013587).
ABSTRACT: This is a protocol for a Cochrane Review (Intervention). The objectives are as follows:. To evaluate the effects of
chloroquine (CQ) and hydroxychloroquine (HCQ) as:. an antiviral treatment on death and time to clearance of the virus
from clinical samples and recovery in people with COVID-19; a prophylactic treatment on prevention of COVID-19 in people
at risk of SARS-CoV-2 exposure; a prophylactic treatment on prevention of COVID-19 in people who have been exposed to
SARS-CoV-2. Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.
117. Singh D, Wasan H, Reeta KH. Heme oxygenase-1 modulation: A potential therapeutic target for COVID-19 and
associated complications. Free Radic Biol Med. 2020;161:263-71. DOI: 10.1016/j.freeradbiomed.2020.10.016
ABSTRACT: Coronavirus disease 2019 (COVID-19) caused by severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)
continues to infect hundred thousands of people every day worldwide. Since it is a novel virus, research continues to
update the possible therapeutic targets when new evidence regarding COVID-19 are gathered. This article presents an
evidence-based hypothesis that activating the heme oxygenase-1 (HO-1) pathway is a potential target for COVID-19.
Interferons (IFNs) have broad-spectrum antiviral activity including against SARS-CoV-2. Induction of HO-1 and increase in
the heme catabolism end-product confer antiviral activity. IFN activation results in inhibition of viral replication in various
viral infections. COVID-19 induced inflammation as well as acute respiratory distress syndrome (ARDS), and coagulopathies
are now known major causes of mortality. A protective role of HO-1 induction in inflammation, inflammation-induced
coagulation, and ARDS has been reported. Based on an association of HO-1 promoter polymorphisms and disease severity,
we propose an evaluation of the status of these polymorphisms in COVID-19 patients who become severely ill. If an
association is established, it might be helpful in identifying patients at high risk. Hence, we hypothesize that HO -1 pathway
activation could be a therapeutic strategy against COVID-19 and associated complications.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33091573
DOI: 10.1016/j.freeradbiomed.2020.10.016
118. Slimano F, Baudouin A, Zerbit J, et al. Cancer, immune suppression and Coronavirus Disease -19 (COVID-19): Need to
manage drug safety (French Society for Oncology Pharmacy [SFPO] guidelines). Cancer Treat Rev. 2020;88:102063. DOI:
10.1016/j.ctrv.2020.102063
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ABSTRACT: The Coronavirus disease (COVID-19) pandemic is disrupting our health environment. As expected, studies
highlighted the great susceptibility of cancer patients to COVID-19 and more severe complications, leading oncologists to
deeply rethink patient cancer care. This review is dedicated to the optimization of care pathways and therapeutics in cancer
patients during the pandemic and aims to discuss successive issues. First we focused on the international guidelines
proposing adjustments and alternative options to cancer care in order to limit hospital admission and cytopenic treatment
in cancer patients, most of whom are immunocompromised. In addition cancer patients are prone to polypharmacy,
enhancing the risk of drug-related problems as adverse events and drug-drug interactions. Due to increased risk in case of
COVID-19, we reported a comprehensive review of all the drug-related problems between COVID-19 and antineoplastics.
Moreover, in the absence of approved drug against COVID-19, infected patients may be included in clinical trials evaluating
new drugs with a lack of knowledge, particularly in cancer patients. Focusing on the several experimental drugs currently
being evaluated, we set up an original data board helping oncologists and pharmacists to identify promptly drug-related
problems between antineoplastics and experimental drugs. Finally additional and concrete recommendations are provided,
supporting oncologists and pharmacists in their efforts to manage cancer patients and to optimize their treatments in this
new era related to COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32623296
DOI: 10.1016/j.ctrv.2020.102063
119. Solinas C, Perra L, Aiello M, et al. A critical evaluation of glucocorticoids in the management of severe COVID-19.
Cytokine Growth Factor Rev. 2020;54:8-23. DOI: 10.1016/j.cytogfr.2020.06.012
ABSTRACT: The viral infection by SARS-CoV-2 has irrevocably altered the life of the majority of human beings, challenging
national health systems worldwide, and pushing researchers to rapidly find adequate preventive and treatment strategies.
No therapies have been shown effective with the exception of dexamethasone, a glucocorticoid that was recently proved to
be the first life-saving drug in this disease. Remarkably, around 20 % of infected people develop a severe form of COVID-19,
giving rise to respiratory and multi-organ failures requiring subintensive and intensive care interventions. This phenomenon
is due to an excessive immune response that damages pulmonary alveoli, leading to a cytokine and chemokine storm with
systemic effects. Indeed glucocorticoids' role in regulating this immune response is controversial, and they have been used
in clinical practice in a variety of countries, even without a previous clear consensus on their evidence-based benefit.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32616381
DOI: 10.1016/j.cytogfr.2020.06.012
120. Song W, Li X, Bao J, et al. Potential efficacy of immunosuppressant in the treatment of COVID-19. [Chinese]. Chinese
Journal of Microbiology and Immunology (China). 2020;40(7):505-10.
ABSTRACT: The outbreak of COVID-19 has infected millions of people and caused hundreds of thousands of deaths
worldwide. As there is no specific medicines or effective vaccines against 2019-nCoV at present, it is an alternative strategy
to repurpose existing drugs for new diseases. Cyclosporin A inhibits the replication of coronaviruses by binding to cellular
cyclophilins. Chloroquine/hydroxychloroquine can block virus-receptor binding through interfering with terminal
glycosylation of the cellular receptor angiotensin-converting enzyme 2 (ACE2). Trastuzumab prevents the binding of IL-6 to
both sIL-6R and mIL-6R and thereby inhibits the cytokine storm syndrome induced by COVID-19. This paper discussed the
potential anti-2019-nCoV effects of some common immunosuppressant including cyclosporine,
chloroquine/hydroxychloroquine, and tocilizumab. Copyright © 2020 by the Chinese Medical Association.
121. Soni VK, Mehta A, Ratre YK, et al. Curcumin, a traditional spice component, can hold the promise against COVID-19?
Eur J Pharmacol. 2020;886:173551. DOI: 10.1016/j.ejphar.2020.173551
ABSTRACT: The severity of the recent pandemic and the absence of any specific medication impelled the identification of
existing drugs with potential in the treatment of Coronavirus disease-2019 (COVID-19), caused by severe acute respiratory
syndrome-coronavirus-2 (SARS-CoV-2). Curcumin, known for its pharmacological abilities especially as an anti-inflammatory
agent, can be hypothesized as a potential candidate in the therapeutic regimen. COVID-19 has an assorted range of
pathophysiological consequences, including pulmonary damage, elevated inflammatory response, coagulopathy, and multiorgan damage. This review summarizes the several evidences for the pharmacological benefits of curcumin in COVID-19associated clinical manifestations. Curcumin can be appraised to hinder cellular entry, replication of SARS-CoV-2, and to
prevent and repair COVID-19-associated damage of pneumocytes, renal cells, cardiomyocytes, hematopoietic stem cells,
etc. The modulation and protective effect of curcumin on cytokine storm-related disorders are also discussed. Collectively,
this review provides grounds for its clinical evaluation in the therapeutic management of SARS-CoV-2 infection.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32931783
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122. Sterne JAC, Diaz J, Villar J, et al. Corticosteroid therapy for critically ill patients with COVID-19: A structured
summary of a study protocol for a prospective meta-analysis of randomized trials. Trials. 2020;21(1):734. DOI:
10.1186/s13063-020-04641-3
ABSTRACT: OBJECTIVES: Primary objective: To estimate the effect of corticosteroids compared with usual care or placebo
on mortality up to 28 days after randomization. Secondary objectives: To examine whether the effect of corticosteroids
compared with usual care or placebo on mortality up to 28 days after randomization varies between subgroups related to
treatment characteristics, disease severity at the time of randomization, patient characteristics, or risk of bias. To examine
the effect of corticosteroids compared with usual care or placebo on serious adverse events. STUDY DESIGN: Prospective
meta-analysis of randomized controlled trials. Both placebo-controlled and open-label trials are eligible. PARTICIPANTS:
Hospitalised, critically ill patients wi th suspected or confirmed COVID-19. INTERVENTION AND COMPARATOR: Intervention
groups will have received therapeutic doses of a steroid (dexamethasone, hydrocortisone or methylprednisolone) with IV or
oral administration immediately after randomization. The comparator groups will have received standard of care or usual
care or placebo. MAIN OUTCOME: All-cause mortality up to 28 days after randomization. SEARCH METHODS: Systematic
searching of clinicaltrials.gov , EudraCT, the WHO ISRCTN registry, and the Chi nese clinical trials registry. Additionally,
research and WHO networks will be asked for relevant trials. RISK OF BIAS ASSESSMENTS: These will be based on the
Cochrane RoB 2 tool, and will use structured information provided by the trial investigators on a form designed for this
prospective meta-analysis. We will use GRADE to assess the certainty of the evidence. STATISTICAL ANALYSES: Trial
investigators will provide data on the numbers of participants who did and did not experience each outcome according to
intervention group, overall and in specified subgroups. We will conduct fixed-effect (primary analysis) and random-effects
(Paule-Mandel estimate of heterogeneity and Hartung-Knapp adjustment) meta-analyses. We will quantify inconsistency in
effects between trials using I(2) statistics. Evidence for subgroup effects will be quantified by ratios of odds ratios
comparing effects in the subgroups, and corresponding interaction p-values. Comparisons between subgroups defined by
trial characteristics will be made using random-effects meta-regression. Comparisons between subgroups defined by
patient characteristics will be made by estimating trial-specific ratios of odds ratios comparing intervention effects between
subgroups then combining these using random-effects meta-analysis. Steroid interventions will be classified as high or low
dose according to whether the dose is greater or less than or equal to 400 mg hydrocortisone per day or equivalent. We will
use network meta-analysis methods to make comparisons between the effects of high and low dose steroid interventions
(because one trial randomized participants to both low and high dose steroid arms). PROSPERO REGISTRATION NUMBER:
CRD42020197242 FULL PROTOCOL: The full protocol for this prospective meta -analysis is attached as an additional file,
accessible from the Trials website (Additional file 1). To expedite dissemination of this material, the familiar formatting h as
been eliminated; this Letter serves as a summary of the key elements of the full protocol for the systematic review.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32831155
DOI: 10.1186/s13063-020-04641-3
123. Szabo C, Martins V, Liaudet L. Poly(ADP-Ribose) Polymerase Inhibition in Acute Lung Injury. A Reemerging Concept.
Am J Respir Cell Mol Biol. 2020;63(5):571-90. DOI: 10.1165/rcmb.2020-0188TR
ABSTRACT: PARP1, the major isoform of a family of ADP-ribosylating enzymes, has been implicated in the regulation of
various biological processes including DNA repair, gene transcription, and cell death. The concept that PARP1 becomes
activated in acute lung injury (ALI) and that pharmacological inhibition or genetic deletion of this enzyme can provide
therapeutic benefits emerged over 20 years ago. The current article provides an overview of the cellular mechanisms
involved in the pathogenetic roles of PARP1 in ALI and provides an overview of the preclinical data supporting the efficacy
of PARP (poly[ADP-ribose] polymerase) inhibitors. In recent years, several ultrapotent PARP inhibitors have been approved
for clinical use (for the therapy of various oncological diseases): these newly-approved PARP inhibitors were recently
reported to show efficacy in animal models of ALI. These observations offer the possibility of therapeutic repurposing of
these inhibitors for patients with ALI. The current article lays out a potential roadmap for such repurposing efforts. In
addition, the article also overviews the scientific basis of potentially applying PARP inhibitors for the experimental therapy
of viral ALI, such as coronavirus disease (COVID-19)-associated ALI.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32640172
DOI: 10.1165/rcmb.2020-0188TR
124. Takla M, Jeevaratnam K. Chloroquine, hydroxychloroquine, and COVID-19: Systematic review and narrative
synthesis of efficacy and safety. Saudi Pharm J. 2020;28(12):1760-76. DOI: 10.1016/j.jsps.2020.11.003
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ABSTRACT: The COVID-19 pandemic has required clinicians to urgently identify new treatment options or the re-purposing
of existing drugs. Of particular interest are chloroquine (CQ) and hydroxychloroquine (HCQ). The aims of this systematic
review are to systematically identify and collate 24 studies describing the use of CQ and HCQ in human clinical trials and to
provide a detailed synthesis of evidence of its efficacy and safety. Of clinical trials, 100% showed no significant difference in
the probability of viral transmission or clearance in prophylaxis or therapy, respectively, compared to the control group.
Among observational studies employing an endpoint specific to efficacy, 58% concurred with the finding of no significant
difference in the attainment of outcomes. Three-fifths of clinical trials and half of observational studies examining an
indicator unique to drug safety discovered a higher probability of adverse events in those treated patients suspected of,
and diagnosed with, COVID-19. Of the total papers focusing on cardiac side-effects, 44% found a greater incidence of QTc
prolongation and/or arrhythmias, 44% found no evidence of a significant difference, and 11% mi xed results. The strongest
available evidence points towards the inefficacy of CQ and HCQ in prophylaxis or in the treatment of hospitalised COVID -19
patients.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33204210
DOI: 10.1016/j.jsps.2020.11.003
125. Vogel AC, Schmidt H, Loud S, et al. Impact of the COVID-19 pandemic on the health care of >1,000 People living with
multiple sclerosis: A cross-sectional study. Mult Scler Relat Disord. 2020;46:102512. DOI: 10.1016/j.msard.2020.102512
ABSTRACT: BACKGROUND: People with multiple sclerosis (PwMS) experienced changes in health behaviors and access to
MS care due to the COVID-19 pandemic. The USA has the highest recognized number of Covid19 infections globally. The
extent of the impact of COVID-19 has not been well characterized in large samples of PwMS to date. The MS patient
perspective on COVID-19 would complement the physician-reported cases of MS and COVID-19 in the literature. METHODS:
A cross-sectional survey of adult PwMS was performed online, using the U.S.-based patient-powered iConquerMS platform,
in April 2020. RESULTS: There were 1,145 respondents (response rate: 20%). 1,019 had a diagnosis of MS and responded
completely (average age: 54.2 years, range: 20-81; 79% female; 64% relapsing remitting, 22% secondary progressive, 12%
primary progressive; 88% in the USA). 748 (73%) used a DMT in the last year, primarily higher-efficacy therapies:
ocrelizumab (n=238), dimethyl fumarate (n=85), fingolimod (n=80). The most frequent comorbidities were depression
(41%), hypertension (26%), and asthma (12%). Women were more worried than men about COVID-19 (p=0.001); nonwhite-identifying PwMS believed it was a greater danger to their health than white-identifying PwMS (p=0.002). Through
the continuum of symptoms to care, 61% of PwMS (n=617) reported symptoms associated with COVID-19, 39% (n=395)
knew someone exposed to COVID-19, 4% (n=38) were aware of a personal COVID-19 exposure, 13% (n=128) wanted testing
for COVID-19 but could not access it, and 4% (n=43) were tested. Specific to their MS care, 64% (n=650) canceled a medical
visit, 22% (n=222) canceled a neurologist visit, 11% (n=112) canceled an MRI, 21% (n=212) canceled a laboratory test, and
10% (n=98) changed their DMT in some way due to COVID19 including 65 delaying at least one dose. 37% (n=382) had a
telehealth visit due to COVID-19. 37% of PwMS (n=374) experienced employment changes, most commonly working from
home (n=194) and having work hours reduced (n=65) while 32 lost their jobs. Of the 7 cases who tested positive for COVID19 (<1% of participants) (5 female; age range: 29-64 years), DMTs included dimethyl fumarate (n=2), ocrelizumab (n=1),
rituximab (n=1), and a clinical trial drug (n=1). CONCLUSIONS: A majority of people with MS reported interruptions to their
MS care along the MS care pathway alongside limited access to COVID-19 testing. Postponements and delays in care were
common with 10% of participants reporting a change in their DMT administration. Less than 1% of this self-referred
convenience online cohort had a positive test for COVID-19 although more than half reported symptoms that are associated
with COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32977074
DOI: 10.1016/j.msard.2020.102512
126. Wang N, Han S, Liu R, et al. Chloroquine and hydroxychloroquine as ACE2 blockers to inhibit viropexis of 2019-nCoV
Spike pseudotyped virus. Phytomedicine. 2020;79 (no pagination)(153333).
ABSTRACT: Background: The novel coronavirus disease (2019-nCoV) has been affecting global health since the end of 2019
and there is no sign that the epidemic is abating. The major issue for controlling the infectious is lacking efficient prevention
and therapeutic approaches. Chloroquine (CQ) and Hydroxychloroquine (HCQ) have been reported to treat the disease, but
the underlying mechanism remains controversial. Purpose(s): The objective of this study is to investigate whether CQ and
HCQ could be ACE2 blockers and used to inhibit 2019-nCoV virus infection. Method(s): In our study, we used CCK-8 staining,
flow cytometry and immunofluorescent staining to evaluate the toxicity and autophagy of CQ and HCQ, respectively, on
ACE2 high-expressing HEK293T cells (ACE2<sup>h</sup> cells). We further analyzed the binding character of CQ and HCQ to
ACE2 by molecular docking and surface plasmon resonance (SPR) assays, 2019-nCoV spike pseudotyped virus was also used
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to observe the viropexis effect of CQ and HCQ in ACE2<sup>h</sup> cells. Result(s): Results showed that HCQ is slightly
more toxic to ACE2<sup>h</sup> cells than CQ. Both CQ and HCQ could bind to ACE2 with K<inf>D</inf> = (7.31 +/0.62)e<sup>-7</sup> M and (4.82 +/- 0.87)e<sup>-7</sup> M, respectively. They exhibit equivalent suppression effect for
the entrance of 2019-nCoV spike pseudotyped virus into ACE2<sup>h</sup> cells. Conclusion(s): CQ and HCQ both inhibit
the entrance 2019-nCoV into cells by blocking the binding of the virus with ACE2. Our findings provide novel insights into
the molecular mechanism of CQ and HCQ treatment effect on virus infection. Copyright © 2020 Elsevier GmbH
127. Xia P, Dubrovska A. Tumor markers as an entry for SARS-CoV-2 infection? FEBS J. 2020;287(17):3677-80. DOI:
10.1111/febs.15499
ABSTRACT: Coronavirus disease 2019 (COVID-19), the highly contagious illness caused by a novel severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2), has spread across the globe, becoming one of the most challenging public health
crisis of our times. SARS-CoV-2 can cause severe disease associated with multiple organ damage. Cancer patients ha ve a
higher risk of SARS-CoV-2 infection and death. While the virus uses angiotensin-converting enzyme 2 (ACE2) as the primary
entry receptor, the recent experimental and clinical findings suggest that some tumor markers, including CD147 (basigin),
can provide an additional entry for SARS-CoV-2 infection through binding to the viral spike (S) protein. In the absence of
specific viral drugs, blocking of CD147 might be a way to prevent virus invasion. Identifying other target proteins is of high
importance as targeting the alternative receptors for SARS-CoV-2 might open up a promising avenue for the treatment of
COVID-19 patients, including those who have cancer.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32738184
DOI: 10.1111/febs.15499
128. Yao X, Yan X, Wang X, et al. Population-based meta-analysis of chloroquine: informing chloroquine
pharmacokinetics in COVID-19 patients. Eur J Clin Pharmacol. 2020. DOI: 10.1007/s00228-020-03032-6
ABSTRACT: AIMS: Chloroquine (CQ) has been repurposed to treat coronavirus disease 2019 (COVID-19). Understanding the
pharmacokinetics (PK) in COVID-19 patients is essential to study its exposure-efficacy/safety relationship and provide a
basis for a possible dosing regimen optimization. SUBJECT AND METHODS: In this study, we used a population-based metaanalysis approach to develop a population PK model to characterize the CQ PK in COVID-19 patients. An open-label, singlecenter study (ethical review approval number: PJ-NBEY-KY-2020-063-01) was conducted to assess the safety, efficacy, and
pharmacokinetics of CQ in patients with COVID-19. The sparse PK data from 50 COVID-19 patients, receiving 500 mg CQ
phosphate twice daily for 7 days, were combined with additional CQ PK data from 18 publications. RESULTS: A two compartment model with first-order oral absorption and first-order elimination and an absorption lag best described the
data. Absorption rate (ka) was estimated to be 0.559 h(-1), and a lag time of absorption (ALAG) was estimated to be 0.149
h. Apparent clearance (CL/F) and apparent central volume of distribution (V2/F) was 33.3 l/h and 3630 l. Apparent
distribution clearance (Q/F) and volume of distribution of peripheral compartment (Q3/F) were 58.7 l/h and 5120 l. The
simulated CQ concentration under five dosing regimens of CQ phosphate were within the safety margin (400 ng/ml).
CONCLUSION: Model-based simulation using PK parameters from the COVID-19 patients shows that the concentrations
under the currently recommended dosing regimen are below the safety margin for side-effects, which suggests that these
dosing regimens are generally safe. The derived population PK model should allow for the assessment of pharmacokineticspharmacodynamics (PK-PD) relationships for CQ when given alone or in combination with other agents to treat COVID-19.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33188451
DOI: 10.1007/s00228-020-03032-6
129. Yekeduz E, Utkan G, Urun Y. A systematic review and meta-analysis: the effect of active cancer treatment on
severity of COVID-19. Eur J Cancer. 2020;141:92-104. DOI: 10.1016/j.ejca.2020.09.028
ABSTRACT: BACKGROUND: The COVID-19 pandemic hit all over the world, and cancer patients are more vulnerable for
COVID-19. The mortality rate may increase up to 25% in solid malignancies. In parallel to increased mortality rates among
cancer patients, safety concerns regarding cancer treatment has increased over time. However, there were contradictory
results for the cancer treatment during pandemic. In this study, we assessed the effect of cancer treatment on the severity
of COVID-19. METHODS: The MEDLINE database was searched on September 01, 2020. Primary end-points were severe
disease and death in the cancer patients treated within the last 30 days before COVID-19 diagnosis. Quality of included
studies was assessed by Newcastle-Ottawa scale. The generic inverse-variance method was used to calculate odds ratios
(ORs) for each outcome. RESULTS: Sixteen studies were included for this meta -analysis. Chemotherapy within the last thirty
days before COVID-19 diagnosis increased the risk of death in cancer patients after adjusting for confounding variables (OR:
1.85; 95% confidence interval: 1.26-2.71). However, severe COVID-19 risk did not increase. Furthermore, targeted
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therapies, immunotherapy, surgery and radiotherapy did not increase the severe disease and death risk in cancer patients
with COVID-19. CONCLUSION: Chemotherapy increased the risk of death from COVID-19 in cancer patients. However, there
was no safety concern for immunotherapy, targeted therapies, surgery and radiotherapy.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33130550
DOI: 10.1016/j.ejca.2020.09.028
130. Zaidel EJ, Wyss Quintana FS, Liprandi AS, et al. Hydroxychloroquine. Cardiology's viewpoint in times of coronavirus
pandemic. [Spanish]. Medicina (Argentina). 2020;80(3):271-4.
ABSTRACT: Due to the coronavirus disease 2019 (COVID-19) pandemic, a wide number of compounds are under scrutiny
regarding their antiviral activity, one of them being hydroxychloroquine. Cardiac aspects of the use of chloroquine a nd
hydroxychloroquine are reviewed in this manuscript. A non-systematic review of the medical literature was performed.
Information about their safety and efficacy as antimalarials, antivirals, as well as in the long-term treatment of rheumatic
diseases was collected. We found an anti-inflammatory effect with reduction of long-term cardiovascular events, a very
infrequent heart disease due to a lysosomal effect of the drug, and at the hemodynamic level hypotension, tachycardia, and
QT interval prolongation, exacerbated when combined with azithromycin. However, the rate of adverse cardiac events of
hydroxychloroquine (and chloroquine) was low. Copyright © 2020, Instituto de Investigaciones Medicas. All rights reserved.
131. Zhang JT, Zhong WZ, Wu YL. Cancer treatment in the coronavirus disease pandemic. Lung Cancer. 2020;152:98-103.
DOI: 10.1016/j.lungcan.2020.12.012
ABSTRACT: Half a year after its emergence, severe acute respiratory syndrome-related coronavirus 2 (SARS-CoV-2) has
resulted in a pandemic, with cases continuing to increase in nearly every country. Surges in coronavirus disease of 2019
(COVID-19) cases have clearly had profound effects on current cancer treatment paradigms. Considering the effect of
antineoplastic treatment and the immunosuppressive properties of cancer itself, cancer patients are deemed to be more
vulnerable to SARS-CoV-2. Hence, the specific risk of SARS-CoV-2 must be carefully weighed against the benefit of
antineoplastic treatment for cancer patients in the COVID-19 era. In this review, we discuss the current evidence in this
important field, and in particular, the effect of SARS-CoV-2 on antineoplastic treatment.
URL: https://www.ncbi.nlm.nih.gov/pubmed/33373838
DOI: 10.1016/j.lungcan.2020.12.012
132. Zhang Q, Chen CZ, Swaroop M, et al. Heparan sulfate assists SARS-CoV-2 in cell entry and can be targeted by
approved drugs in vitro. Cell Discovery. 2020;6 (1) (no pagination)(80).
ABSTRACT: The cell entry of SARS-CoV-2 has emerged as an attractive drug repurposing target for COVID-19. Here we
combine genetics and chemical perturbation to demonstrate that ACE2-mediated entry of SARS-Cov and CoV-2 requires the
cell surface heparan sulfate (HS) as an assisting cofactor: ablation of genes involved in HS biosynthesis or incubating cells
with a HS mimetic both inhibit Spike-mediated viral entry. We show that heparin/HS binds to Spike directly, and facilitates
the attachment of Spike-bearing viral particles to the cell surface to promote viral entry. We screened approved drugs and
identified two classes of inhibitors that act via distinct mechanisms to target this entry pathway. Among the drugs
characterized, Mitoxantrone is a potent HS inhibitor, while Sunitinib and BNTX disrupt the actin network to indirectly
abrogate HS-assisted viral entry. We further show that drugs of the two classes can be combined to generate a synergized
activity against SARS-CoV-2-induced cytopathic effect. Altogether, our study establishes HS as an attachment factor that
assists SARS coronavirus cell entry and reveals drugs capable of targeting this important step in the viral life cycle. Copyright
© 2020, This is a U.S. Government work and not under copyright protection in the U.S.; foreign copyright protection may
apply.
133. Zhirnov OP. Molecular Targets in the Chemotherapy of Coronavirus Infection. Biochemistry (Mosc). 2020;85(5):52330. DOI: 10.1134/S0006297920050016
ABSTRACT: In the pathogenesis of the infectious process in the respiratory tract by SARS, MERS, and COVID-19
coronaviruses, two stages can be distinguished: early (etiotropic) and late (pathogenetic) ones. In the first stage, when the
virus multiplication and accumulation are prevalent under insufficient host immune response, the use of chemotherapeutic
agents blocking the reproduction of the virus is reasonable to suppress the development of the disease. This article
considers six major chemotherapeutic classes aimed at certain viral targets: inhibitors of viral RNA polymerase, inhibitors of
viral protease Mpro, inhibitors of proteolytic activation of viral protein S allowing virus entry into the target cell, inhibitors
of virus uncoating in cellular endosomes, compounds of exogenous interferons, and compounds of natural and
recombinant virus-neutralizing antibodies. In the second stage, when the multiplication of the virus decreases and
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threatening pathological processes of excessive inflammation, acute respiratory distress syndrome, pulmonary edema,
hypoxia, and secondary bacterial pneumonia and sepsis events develop, a pathogenetic therapeutic approach including
extracorporeal blood oxygenation, detoxification, and anti-inflammatory and anti-bacterial therapy seems to be the most
effective way for the patient's recovery.
URL: https://www.ncbi.nlm.nih.gov/pubmed/32571182
DOI: 10.1134/S0006297920050016
134. Zhou Z, Price CC. Overview on the use of IL-6 agents in the treatment of patients with cytokine release syndrome
(CRS) and pneumonitis related to COVID-19 disease. Expert Opinion on Investigational Drugs. 2020;29(12):1407-12.
ABSTRACT: Introduction: A novel coronavirus pneumonia (COVID-19) has caused significant life loss and healthcare burden
globally. COVID-19 is known to cause a cytokine release syndrome (CRS) like response, and interleukin-6 (IL-6) is one of the
cytokines involved. Clinicians are using IL-6 inhibitors to CRS, and researchers are investigating the use of IL-6 inhibitors,
namely tocilizumab, sarilumab, siltuximab, in COVID-19 management. Areas covered: In this article, we will discuss the
pharmacology of these three inhibitors and summarize available clinical data via literature search on PubMed with
keywords of tocilizumab, sarilumab, siltuximab, and COVID-19. While awaiting more data from randomized clinical trials on
these drugs, observational studies and clinical reports have demonstrated IL-6 inhibitors showed some benefits in
improving clinical outcome and a well-tolerated safety profile. Expert opinion: There is a role for suppressing the immune
response with IL-6 inhibitors that will continue to require investigation. These agents are available and have demonstrated
a mild safety profile. There may be advantages to a targeted approach to suppressing the hyperinflammatory state of the
disease. Timing, the long-term effects, and what cocktail of medications demonstrates the strongest outcomes are all
important considerations as IL-6 inhibitors continue to be evaluated in this global pandemic. Copyright © 2020 Informa UK
Limited, trading as Taylor & Francis Group.
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