HVPA Rx Update on COVID-19 –March 24, 2020
CDC Update on Therapeutic Options for COVID-19
Our patients are reading and hearing so many things about COVID-19 and are frightened.
Unfortunately, there is a lot of misinformation or unclear messaging being provided that may make this
crisis even more complicated.
The drug chloroquine has been noted as a potential treatment for seriously ill COVID-19 patients,
however, some people are acquiring the chemical chloroquine phosphate through the internet,
including products used to clean fish tanks, and ingesting those chemicals to prevent COVID-19
infection. We are starting to see case reports of deaths and hospitalizations due to use of this chemical
without a health care professional supervision.
The FDA-approved indication for chloroquine is for malaria or off-label for some types of lupus, but not
as a first-line drug.
I remember from pharmacy school that this drug has very ugly side-effects: Major toxicities include:
•
•
•
•
•
•
•

Severe hypoglycemia
Extrapyramidal effects
Myopathy and neuromyopathy
Retinal toxicity, including irreversible retinopathy
Agranulocytosis and aplastic anemia
Seizures
Cardiomyopathy, fatal cardiac failure and QT prolongation

Use of this drug in unsupervised settings may cause severe harm and even death.
Hydroxychloroquine sulfate has also been noted as a potential treatment for seriously ill COVID-19
patients. It is FDA-approved to treat malaria, lupus erythematosus and rheumatoid arthritis.
Hydroxychloroquine sulfate also shares some of the same major toxicities as chloroquine, such as:
•
•
•
•
•

Retinal toxicity
Cardiomyopathy including fatal cardiac failure
Myopathy and neuromyopathy
Psychiatric effects
Bone marrow suppression

Some of my fellow pharmacists have told me that they have encountered “stockpiling” prescriptions for
chloroquine and hydroxychloroquine for patients and prescribers themselves without a history of
malaria, lupus or rheumatoid arthritis. We should not be diverting prescriptions from the critically ill
“just in case” someone may get symptoms of COVID-19. Most health plans will be placing limitations on

the use of these medications to ensure patients with FDA-approved indications and the critically ill will
still have access to these medications.
So where is the best source of information on the drugs under investigation for COVID-19?
I have provided the most recent update from the CDC as of 3/21/2020 (see pages below). It provides the
status of clinical trials and expanded access availability. This will be a very fluid situation and it will be
important that health care providers have a source of this information. It can be found at:
https://www.cdc.gov/coronavirus/2019-ncov/hcp/therapeutic-options.html
Remote Prescribing through e-Prescribing as we Move to Telemedicine
Using technology to provide telemedicine visits to patients is currently one of the most effective tools to
safeguard both patients and health care providers from unnecessary exposure to COVID-19 yet still
providing effective care and treatment. Th Centers for Medicare and Medicaid Services (CMS) and
health plans are expanding coverage of telemedicine benefits to allow more patients to receive care
through technology.
Electronic prescribing (e-prescribing) is another technology that safeguards patients as well as
prescribers and pharmacists. Use of e-prescribing in conjunction with telemedicine visits has many
benefits. Pharmacies are also on the front line in caring for patients. Volumes of phone calls and
prescriptions to be filled have tripled and quadrupled for some busy pharmacy settings.
Use of e-prescribing has the following benefits:
• Prevention of prescription errors
• Immediate access to medication history and drug-drug interaction notifications
• Clinical alerts such as allergies and duplicate therapies
• Prevention of controlled substance misuse
• Facilitates verification of insurance/formulary coverage of medications
• Reduction of provider calls into the pharmacy; more calls into the pharmacy can increase the
risk of a medication order translation error
One major challenge with telemedicine and e-prescribing involves the prescribing of controlled
substances. On January 31, 2020, the Secretary of the Department of Health and Human Services issues
a public health emergency.
https://www.deadiversion.usdoj.gov/coronavirus.html
Question: Can telemedicine now be used under the conditions outlined in Title 21, United States Code
(U.S.C.), Section 802(54)(D)?
Answer: Yes. While a prescription for a controlled substance issued by means of the Internet (including
telemedicine) must generally be predicated on an in-person medical evaluation (21 U.S.C. 829(e)), the
Controlled Substances Act contains certain exceptions to this requirement. One such exception occurs
when the Secretary of Health and Human Services has declared a public health emergency under 42
U.S.C. 247d (section 319 of the Public Health Service Act), as set forth in 21 U.S.C. 802(54)(D). Secretary
Azar declared such a public health emergency with regard to COVID-19 on January 31, 2020
(https://www.hhs.gov/about/news/2020/01/31/secretary-azar-declares-public-health-emergency-us-

2019-novel-coronavirus.html). On March 16, 2020, the Secretary, with the concurrence of the Acting
DEA Administrator, designated that the telemedicine allowance under section 802(54)(D) applies to all
schedule II-V controlled substances in all areas of the United States. Accordingly, as of March 16, 2020,
and continuing for as long as the Secretary’s designation of a public health emergency remains in effect,
DEA-registered practitioners in all areas of the United States may issue prescriptions for all schedule II-V
controlled substances to patients for whom they have not conducted an in-person medical evaluation,
provided all of the following conditions are met:
•
•
•

The prescription is issued for a legitimate medical purpose by a practitioner acting in the usual
course of his/her professional practice;
The telemedicine communication is conducted using an audio-visual, real-time, two-way
interactive communication system; and
The practitioner is acting in accordance with applicable federal and state laws.

Provided the practitioner satisfies the above requirements, the practitioner may issue the prescription
using any of the methods of prescribing currently available and in the manner set forth in the DEA
regulations. Thus, the practitioner may issue a prescription either electronically (for schedules II-V) or by
calling in an emergency schedule II prescription to the pharmacy, or by calling in a schedule III-V
prescription to the pharmacy.
The term "practitioner" in this context includes a physician, dentist, veterinarian, or other person
licensed, registered, or otherwise permitted, by the United States or the jurisdiction in which s/he
practices to prescribe controlled substances in the course of his/her professional practice (21 U.S.C.
802(21)).
Important note: If the prescribing practitioner has previously conducted an in-person medical evaluation
of the patient, the practitioner may issue a prescription for a controlled substance after having
communicated with the patient via telemedicine, or any other means, regardless of whether a public
health emergency has been declared by the Secretary of Health and Human Services, so long as the
prescription is issued for a legitimate medical purpose and the practitioner is acting in the usual course
of his/her professional practice. In addition, for the prescription to be valid, the practitioner must
comply with applicable Federal and State laws.
Michigan regulations do require the existence of a prior provider-patient relationship before medication
can be prescribed, but nothing in the law or regulations requires that the relationship be established in
person.
Pursuant to the definition of Telemedicine (defined by MCL 500.3476) states that “Telemedicine" means
the use of an electronic media to link patients with health care professionals in different locations. To be
considered telemedicine under this section, “the health care professional must be able to examine the
patient via a real-time, interactive audio or video, or both, telecommunications system and the patient
must be able to interact with the off-site health care professional at the time the services are provided.

Information for Clinicians on Therapeutic Options for COVID-19 Patients – Published by the CDC
3/21/2020
There are no U.S. Food and Drug Administration (FDA)-approved drugs specifically for the treatment of
patients with COVID-19. At present, clinical management includes infection prevention and control
measures and supportive care, including supplementary oxygen and mechanical ventilatory support
when indicated. An array of drugs approved for other indications as well as several investigational drugs
are being studied in several hundred clinical trials that are underway across the globe. The purpose of
this document is to provide information on two of the approved drugs (chloroquine and
hydroxychloroquine) and one of the investigational agents (remdesivir) currently in use in the United
States.
Remdesivir
Remdesivir is an investigational intravenous drug with broad antiviral activity that inhibits viral
replication through premature termination of RNA transcription and has in-vitro activity against SARSCoV-2 and in-vitro and in-vivo activity against related betacoronaviruses [1-3].
There are currently four options for obtaining remdesivir for treatment of hospitalized patients with
COVID-19 and pneumonia in the United States:
•

A National Institutes of Health (NIH)-sponsored adaptive double-blinded, placebo-controlled
trial of remdesivir versus placebo in COVID-19 patients with pneumonia and hypoxia is enrolling
non-pregnant persons aged 18 years and older with oxygen saturation of ≤94% on room air or
requiring supplemental oxygen or mechanical ventilation
(https://clinicaltrials.gov/ct2/show/NCT04280705external icon). Exclusion criteria include
alanine aminotransaminase or aspartate aminotransaminase levels >5 times the upper limit of
normal, stage 4 severe chronic kidney disease or a requirement for dialysis (i.e., estimated
glomerular filtration rate (eGFR) <30);

•

Two phase 3 randomized open-label trials of remdesivir (5-days versus 10-days versus standard
of care) are open to enrollment in persons aged 18 years and older with COVID-19, radiographic
evidence of pneumonia and oxygen saturation of ≤94% on room air (severe disease
https://clinicaltrials.gov/ct2/show/NCT04292899external icon) or >94% on room air (moderate
disease https://clinicaltrials.gov/ct2/show/NCT04292730external icon). Exclusion criteria
include alanine aminotransaminase or aspartate aminotransaminase levels >5 times the upper
limit of normal, participation in another clinical trial of an experimental treatment for COVID-19,
requirement for mechanical ventilation, or creatinine clearance <50 mL/min; and

•

Finally, in areas without clinical trials, COVID-19 patients in the United States and other
countries have been treated with remdesivir on an uncontrolled compassionate use basis. The
manufacturer is currently transitioning the provision of emergency access to remdesivir from
individual compassionate use requests to an expanded access program. The expanded access
program for the United States is under rapid development. Further information is available at:
https://rdvcu.gilead.com/external icon

Hydroxychloroquine and Chloroquine
Hydroxychloroquine and chloroquine are oral prescription drugs that have been used for treatment of
malaria and certain inflammatory conditions. Chloroquine has been used for malaria treatment and
chemoprophylaxis, and hydroxychloroquine is used for treatment of rheumatoid arthritis, systemic
lupus erythematosus and porphyria cutanea tarda. Both drugs have in-vitro activity against SARS-CoV,
SARS-CoV-2, and other coronaviruses, with hydroxychloroquine having relatively higher potency against
SARS-CoV-2 [1,4,5]. A study in China reported that chloroquine treatment of COVID-19 patients had clinical
and virologic benefit versus a comparison group, and chloroquine was added as a recommended
antiviral for treatment of COVID-19 in China [6]. Based upon limited in-vitro and anecdotal data,
chloroquine or hydroxychloroquine are currently recommended for treatment of hospitalized COVID-19
patients in several countries. Both chloroquine and hydroxychloroquine have known safety profiles with
the main concerns being cardiotoxicity (prolonged QT syndrome) with prolonged use in patients with
hepatic or renal dysfunction and immunosuppression but have been reportedly well-tolerated in COVID19 patients.
Due to higher in-vitro activity against SARS-CoV-2 and its wider availability in the United States
compared with chloroquine, hydroxychloroquine has been administered to hospitalized COVID-19
patients on an uncontrolled basis in multiple countries, including in the United States. One small study
reported that hydroxychloroquine alone or in combination with azithromycin reduced detection of
SARS-CoV-2 RNA in upper respiratory tract specimens compared with a non-randomized control group
but did not assess clinical benefit [7]. Hydroxychloroquine and azithromycin are associated with QT
prolongation and caution is advised when considering these drugs in patients with chronic medical
conditions (e.g. renal failure, hepatic disease) or who are receiving medications that might interact to
cause arrythmias.
Hydroxychloroquine is currently under investigation in clinical trials for pre-exposure or post-exposure
prophylaxis of SARS-CoV-2 infection, and treatment of patients with mild, moderate, and severe COVID19. In the United States, several clinical trials of hydroxychloroquine for prophylaxis or treatment of
SARS-CoV-2 infection are planned or will be enrolling soon. More information on trials can be found
at: https://clinicaltrials.gov/external icon.
There are no currently available data from Randomized Clinical Trials (RCTs) to inform clinical guidance
on the use, dosing, or duration of hydroxychloroquine for prophylaxis or treatment of SARS-CoV-2
infection. Although optimal dosing and duration of hydroxychloroquine for treatment of COVID-19 are
unknown, some U.S. clinicians have reported anecdotally different hydroxychloroquine dosing such as:
400mg BID on day one, then daily for 5 days; 400 mg BID on day one, then 200mg BID for 4 days; 600 mg
BID on day one, then 400mg daily on days 2-5.
Other Drugs
Lopinavir-ritonavir did not show promise for treatment of hospitalized COVID-19 patients with
pneumonia in a recent clinical trial in China [8]. This trial was underpowered, and lopinavir-ritonavir is
under investigation in a World Health Organization study.
Several other drugs are under investigation in clinical trials or are being considered for clinical trials of
prophylaxis or treatment of COVID-19 in the United States and worldwide. Information on registered
clinical trials for COVID-19 in the United States is available at: https://clinicaltrials.gov/external icon.
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