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OBJECTIVES

Learn more about the new anti-virals:
- Mechanism
- Evidence and Clinical Trials

 Pharmacology

 How to access these drugs for your patients




OUR SPEAKERS

* Dr. Megan Devlin — Infectious Disease Specialist
* Dr. Sameer Elsayed — Infectious Disease Specialist

* Rita Dhami, BScPhm, Pharm.D, RPh
Clinical Pharmacist, Antimicrobial Stewardship/ Infectious Diseases

* Dr. Gord Schacter, London Middlesex Pandemic Clinical Lead
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Briet Overview of Outpatient
COVID Therapeutics

Dr. Megan Devlin, MD, FRCPC
Assistant Professor, Infectious Diseases
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7118652/

Prescribing for COVID-19 Outpatients

Prescribing to reduce ED

. s T Prescribing to ameliorate symptoms:
visits/Hospitalizations/Death 8 ymp

* Viral Effect * Nausea:
e Oral * Gravol
* Nirmatrelvir-ritonavir (Paxlovid) e Ondansetron
* Molnupiravir
e |V

* Cough/Dyspnea
* Cough Syrup

» Sotrovimab (monocolonal antibody)
* Remdesivir (Anti-viral)

e Other  Headache
* Fluvoxamine e Acetaminophen/Ibuprofen

 Budesonide



Lines of attack Virus Adhesion/Replication Modulating therapies

Experimental treatment strategies attempt to interfere with
different steps (numbered) in the coronavirus replication cycle.
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Immunologic Effect
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Dysfunctional immune response
 Excessive infiltration of monocytes, macrophages and T cells

e Systemic cytokine storm
® Pulmonary oedema and pneumonia
¢ Widespread inflammation and multi-organ damage
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Healthy immune response
¢ Infected cells rapidly cleared

¢ Virus inactivated by neutralizing antibodies
® Minimal inflammation and lung damage
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Prescribing for COVID-19 Outpatients

Prescribing to reduce ED

. . e . Prescribing to ameliorate symptoms:
visits/Hospitalizations/Death & ymp

e Viral Effect * Nausea:
e Oral * Gravol
‘ * Nirmatrelvir-ritonavir (Paxlovid) * Ondansetron
* Molnupiravir
e |V

* Cough/Dyspnea
* Cough Syrup

» Sotrovimab (monocolonal antibody)
* Remdesivir (Anti-viral)

e Other  Headache
* Fluvoxamine e Acetaminophen/Ibuprofen

 Budesonide



COVID-19
Therapeutics: The
Evidence

Sameer Elsayed MD, MSc, FRCPC

London Health Sciences Centre/St. Joseph’s
Healthcare London/Western University

March 1, 2022
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Corti D et al. Cell. 2021. Retrieved from https://www.cell.com/cell/pdf/S0092-8674(21)00602-4.pdf

mRNA-1273 (Moderna)

BNT162b2 (Pfizer/BioNTech)
ChAdOx1-S (Astrazeneca)
Ad26.COV2.S (Johnson&Johnson)
Sputnik V (GRIEM)

W Pre-exposure

AZD8895+AZD1061 (Ph. 3)

O Post-exposure

Casirivimab+imdevimab (Ph. 3)
Etesevimab+bamlanivimab (Ph. 3)
AZD8895+AZD1061 (Ph. 3)

W Early treatment

Bamlanivimab (EUA)
Etesevimab+bamlanivimab (EUA)
Casirivimab+imdevimab (EUA)
Regdanvimab (EUA in South Korea)
Sotrovimab (EUA)
AZD8895+AZD1061 (Ph. 3)

W Late treatment

Casirivimab+imdevimab (Ph. 3)
AZD8895+AZD1061 (Ph. 3)



https://www.cell.com/cell/pdf/S0092-8674(21)00602-4.pdf

Vaccines

Ad26.COV2.S:

adenovirus-vectored vaccine
(Johnson & Johnson—Janssen)

mRNA-1273:
messenger RNA vaccine
(Moderna)

BNT162b2:
messenger RNA vaccine
(Pfizer-BioNTech)

Outpatient

Uninfected

Bamlanivima

Neutralizing Monoclonal Antibodies Immune Modulators

sevimab Bamlanivima esevimab Baricitinib

Casirivimab evimab Casirivima evimab Dexamethasone

Sotrovimab Tocilizumab

Antivirals

Molnupiravir Remdesivir

Nirmatrelvir—ritonavir
(Paxlovid)

Remdesivir

e (npatient

Mild-to-moderate Severe-to-critical
Covid-19 Covid-19

Exposed, Uninfected Infected with SARS-CoV-2
Heil EL and Kottilil S. NEJM. Jan 2022 (online)




COVID-19
Treatments

Paxlovid (PO)

Sotrovimab (IV)

Remdesivir (1V)

Molnupiravir (PO)

Tocilizumab/Sarilumab (1V)

Baricitinib (PO/NG)

Dexamethasone (PO/IV)




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Oral Nirmatrelvir for High-Risk,
Nonhospitalized Adults with Covid-19

Jennifer Hammond, Ph.D., Heidi Leister-Tebbe, B.S.N.,

Annie Gardner, M.P.H., M.S.P.T., Paula Abreu, Ph.D., Weihang Bao, Ph.D.,
Wayne Wisemandle, M.A., MaryLynn Baniecki, Ph.D., Victoria M. Hendrick, B.Sc.,
Bharat Damle, Ph.D., Abraham Simén-Campos, M.D., Rienk Pypstra, M.D.,
and James M. Rusnak, M.D., Ph.D., for the EPIC-HR Investigators*

Hammond J et al. NEJM. February 16, 2022



* Industry-sponsored, multicentre RCT
* 202 study locations, 2246 participants

* Oral Paxlovid vs. Placebo in unvaccinated, hi%h-risk
symptomatic adult outpatients with COVID-1
(within 5 days of symptom onset)

* Study Period: July 16, 2021 to December 9, 2021

* Primary Outcome: COVID-19 related hospitalization’
OR death from any cause (Day 1 —28) /

o




EPIC-HR: Main High-Risk Groups

Diabetes Hypertension

Cardlpvascular BMI > 25
Disease -

Hammond J et al. NEJM. February 16, 2022




Paxlovid (n=1039)

EPIC-HR: Results

Placebo (n=1046)

e # of Events: §

* Hospitalizations: 8 (0.77%)

e Deaths: O

e Relative Risk of Event =0.77%

* # of Events: 66 (6.31%)

* Hospitalizations: 65 (6.21%)

* Deaths: 12 (1.15%)

* Relative Risk of Event = 6.3%

Relative Risk Reduction: 87.8%
Absolute Risk Reduction: 5.53%
Number Needed to Treat: 18

Hammond J et al. NEJM. February 16, 2022



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

N ENGL ) MED 385;21 NEJM.ORG NOVEMBER 18, 2021

Early Treatment for Covid-19 with SARS-CoV-2
Neutralizing Antibody Sotrovimab

Anil Gupta, M.D., Yaneicy Gonzalez-Rojas, M.D., Erick Juarez, M.D.,
Manuel Crespo Casal, M.D., Jaynier Moya, M.D., Diego R. Falci, M.D., Ph.D.,
Elias Sarkis, M.D., Joel Solis, M.D., Hanzhe Zheng, Ph.D., Nicola Scott, M.Sc.,

Andrea L. Cathcart, Ph.D., Christy M. Hebner, Ph.D., Jennifer Sager, Ph.D.,
Erik Mogalian, Pharm.D., Ph.D., Craig Tipple, M.B., B.S., Ph.D.,
Amanda Peppercorn, M.D., Elizabeth Alexander, M.D., Phillip S. Pang, M.D., Ph.D.,
Almena Free, M.D., Cynthia Brinson, M.D., Melissa Aldinger, Pharm.D.,
and Adrienne E. Shapiro, M.D., Ph.D., for the COMET-ICE Investigators*

Gupta A et al. NEMJ. 2021;385:1941-1950



* Industry-sponsored, multicentre RCT

* 37 trial sites in U.S., Canada, Brazil, and Spain, with
583 participants

* [V Sotrovimab vs. Placebo in unvaccinated, high-risk
symptomatic adult outpatients with COVID-19, and
within 5 days of symptom onset

* Study Period: August 7, 2020 to March 4, 2021

I

* Primary Outcome: COVID-19 related hospitalization,
OR death from any cause (Day 1 —29) /

o
e

4Gupta A et al. NEJM. 2021;385:1941-1950



COMET-ICE: Main High-Risk Groups

Diabetes Obesity




COMET-ICE: Results

Sotrovimab (n=291) Placebo (n=292)
o # of Events: 3 (1.03%)  # of Events: 21 (7.19%)
* Hospitalizations: 3 (1.03%) * Hospitalizations: 21 (7.19%)
* Deaths: 0 * Deaths: 1
* Relative Risk of Event = 1.03% | | Relative Risk of Event =7.19%

Relative Risk Reduction: 85.7%
Absolute Risk Reduction: 6.16%
Number Needed to Treat: 16

Gupta A et al. NEJM. 2021;385:1941-1950



The NEW ENGLAND

JOURNAL of MEDICINE

ESTABLISHED IN 1812 JANUARY 27, 2022 VOL. 386 NO. 4

Early Remdesivir to Prevent Progression to Severe Covid-19

in Outpatients

R.L. Gottlieb, C.E. Vaca, R. Paredes, J. Mera, B.J. Webb, G. Perez, G. Oguchi, P. Ryan, B.U. Nielsen, M. Brown,
A. Hidalgo, Y. Sachdeva, S. Mittal, O. Osiyemi, J. Skarbinski, K. Juneja, R.H. Hyland, A. Osinusi, S. Chen, G. Camus,
M. Abdelghany, S. Davies, N. Behenna-Renton, F. Duff, F.M. Marty,* M J. Katz, A.A. Ginde, S.M. Brown,
J.T. Schiffer, and J.A. Hill, for the GS-US-540-9012 (PINETREE) InvestigatorsT




* Industry-sponsored, multicentre RCT
* 64 trial sites 1in the U.S., U.K., Spain, and Denmark

* IV Remdesivir (3 days) vs placebo in unvaccinated
outpatients (age > 12 years) with COVID-19, <7
days of symptoms

 Study Period: September 18, 2020 to April 8, 2021

* Primary Outcome: COVID-19 related hospitalizatio ,'
OR death from any cause (Day 1 —28) /

o
ez

Gottlieb RL et al. NEJM. January 27, 2022




PINETREE: Main High-Risk Groups

' Cardiovascular
. ((0]4D
Disease



PINETREE: Results

Remdesivir (n=279) Placebo (n=283)
o # of Events: 2 (0.72%) * # of Events: 15 (5.30%)
* Hospitalizations: 2 (0.72%) * Hospitalizations: 15 (5.30%)
* Deaths: 0 * Deaths: 0
* Relative Risk of Event = 0.72% | |* Relative Risk of Event = 5.30%

Relative Risk Reduction: 86.5%
Absolute Risk Reduction: 4.58%
Number Needed to Treat: 22

Gottlieb RL et al. NEJM. January 27, 2022



The NEW ENGLAND

JOURNAL of MEDICINE

ESTABLISHED IN 1812 FEBRUARY 10, 2022 VOL. 386 NO.6

Molnupiravir for Oral Treatment of Covid-19

in Nonhospitalized Patients

A. Jayk Bernal, M.M. Gomes da Silva, D.B. Musungaie, E. Kovalchuk, A. Gonzalez, V. Delos Reyes,
A. Martin-Quirds, Y. Caraco, A. Williams-Diaz, M.L. Brown, J. Du, A. Pedley, C. Assaid, J. Strizki, J.A. Grobler,
H.H. Shamsuddin, R. Tipping, H. Wan, A. Paschke, J.R. Butterton, M.G. Johnson, and C. De Anda,
for the MOVe-OUT Study Group*




* Industry-sponsored, multicentre RCT with 1433
participants

e 78 trial sites in 15 countries

* Molnupiravir vs. Placebo in unvaccinated, high-risk
symptomatic adult outpatients with COVID-19 within
days of symptoms and > 1 risk factor

» Study Period: May 6, 2021 to November 4, 2021

* Primary Outcome: COVID-19 related hospitalization,
OR death from any cause (Day 1 -29) /

o
S

Bernal AJ. NEMJ. February 10, 2022




MOVe-OUT: Main High-Risk Groups

Gupta A et al. NEMJ. 2021;385:1941-1950



MOVe-OUT: Results (mITT)

Molnupiravir (n=709) Placebo (n=699)
o # of Events: 48 (6.77%) * # of Events: 68 (9.73%)
* Hospitalizations: 3 (1.03%) * Hospitalizations: 21 (7.19%)
* Deaths: 1 * Deaths: 9
* Relative Risk of Event = 6.77% | |* Relative Risk of Event =9.73%

Relative Risk Reduction: 30.4%
Absolute Risk Reduction: 2.96%
Number Needed to Treat: 34

Gupta A et al. NEMJ. 2021;385:1941-1950



https://www.ctvnews.ca/health/coronavirus/tracking-every-case-of-covid-19-in-canada-1.4852102

SARS-CoV-2 Waves
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Pharmacology



Health Canada Approval Paxlovid®

* For adults with mild to moderate COVID-19 in patients who:
* have a positive result from a SARS-CoV-2 viral test AND

* who have a high risk of getting severe COVID-19, including hospitalization or
death.

* PAXLOVID IS NOT approved for any of the following:

» To treat patients who are hospitalized due to severe or critical COVID-19.
* To prevent COVID-19.

* To be used for longer than 5 days in a row.

* For use in children and adolescents less than 18 years of age.

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf



Pharmacology
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Administration

* Supplied
* nirmatrelvir (pink) 150 mg tab
e ritonavir (white) 100 mg tab

 Administration
* Initiate within 5 days of symptom onset
e Swallow whole, do not chew, break or crush

* Adverse Reactions
* dysgeusia, diarrhea, hypertension, myalgia, vomiting and headache

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf



Dosing

* Standard Dosing

e assuming eGFR > 60 mL/min
* Nirmatrelvir 300 mg + Ritonavir 100 mg BID x 5 days

* Renal Impairment

* eGFR 30-59 mL/min
* Nirmatrelvir 150 mg + Ritonavir 100 mg BID x 5 days

* eGFR less than 30 mL/min
* Not recommended

* Hepatic Impairment
* Not recommended beyond Child-Pugh Class C

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf



Special Populations

* Pregnancy/Lactation
* No safety data available

e Paediatrics
* Canadian labelling authorized > 18 years old, weight > 40kg

e Geriatrics

* No specific safety concerns

* In EPIC-HR, 13% were 65 years of age and older and 3% were 75 years
of age and older

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf



Drug interactions

‘Victim’ of

* Nirmatrelvir Drug
e[substrate: CYP3A4, P-gp | WEEEELE

* inhibitor (potential): CYP3A4, P-gp, OATP1B1
* inducer: does not induce any CYPs

° Ritonavir ‘Perpetrator
" of Drug
e substrate: CYP3A4, 2D6, P-gp Interactions

elinhibitor: CYP3A4>>2D6 (lesser extent)] P-gp, OATPs, MATE1
 inducer: UGT, CYP3A4, 1A2, 2C9, 2C19, 2B6
* dose and time-dependent inhibition/induction effects

Adapted with Permissions: Beth Leung, Unity Health, ON Science Table




ON Science Table Drug Interaction Resource
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EOMNEIIY SRRERING 15 Prasugrel i age « 75, weigh =50
g and no history o stroke/transient schem sirphe)
and resume clopidogrel 2 days sfter compieting
minmatrebiriribonsir,

Held and restan 7 days afler complating ninmatrelvieiniiona:

H an anmohylc s nesded, use orazeapam, oxarepam, or
temanspan S usual dossd.

Held cobimetini and start nimmatrehiririnnar 24 hours.
afer the last cobametindd doss. Restart cobimetinib 2 days
after compieting nemainetvin'ritnnavir.

Lo nisteation i conbrasndicated in pahents weth rensl
anyor hapatic Impalmment

I patients with ool renaiMenalic tunclion, coichicing
iy e administersd 8 A owered dese if practicat
+ Treatment of gout Nanes: 0.6 x | dose, then 0.3 mg
(34 Lablet) | hiour laber. Rspeat dose no sarier than
Jdays.

* Prevention of gout flares:
al if eriginafly on 0.8 mg twice daify: decrease to
0.3 mg once daily;
b} If eriginaily on 0_3 g fwice daily, decreass in
0.3 mg once every 2 days.

+ Treatment of Farrillal Meditermantin lever: Masamum
0.6 g (o7 0.3 mg twice dailyl.
I all Cages, reswma Lsual colchicing dose 2 days after
completing nrmatrabat FRonavs,

Reduce cyciosponne fotal daily dose by 80% and start
mirmaltrevierbmnae 1.2 hours aMe the st
eyclesporing dose. Continue & seduted dose ihrosghout
rirmahreti ribonave (Merag.

Resturming s ant in Mufothaaiy M the sl dose
of nimatrebviriritonavie shoud be guided by therapeutic
drug monitoning and in conjunciion with the patent's
transplant prowider.

Comments

o minsiration wil deCredse (e anliglaelel
effect of clopidageel

Clopidogrel active melabolite ALUC decreased
By 51 b B when sdminkstered with réons

Due o prolonged berzodiazepine hatifs,
comBTIniEIEEGN & Mol recommendad

Degisions 1o Pold or Gose-afust shauld b=
maade in conjuection with the patiend's
it

Cobimetinih AUC increazsed 6. 7-foid when
admiresiered with kefoconazche.

Drug imtevaction could lead bo potentially
N Oatanang, Tal SOWR S,

Check cyclesporine concentrabions 1 o 2 days

Afted EhE Ll Dok ol S sk RN,

= W msbtherapsic: increase Cycospornine
doss. Corricoer mesumption of twice daily
aong

= I Eherapautic: conbings with curment
Eyckaporee Jise

= | sspaslherapeulic: reduce o Fold
currerd cyclusporine dose.

Wl Cases, Tepeat cychspoding leved in 210 4

days and conlinue Lo dose-adast scoordrgly.

Nirmatrelvir/ritonavir (Paxlovid): What Prescribers and Pharmacists need to Know, February 23, 2022




Contraindicated: Do not use Paxlovid®

* Anticonvulsants

PDES5 Inhibitors for Pulmonary HTN Cancer Agents

e Carbamazepine * Sildenafil - Apalutamide (Erleada)
* Phenobarbital * Tadalafil . Enzalutamide

) P-heny'tom * Vardenafi « Neratinib (Nerlynx)

* Pimozide

Endothelin Receptor antagonist

. Primidone « Venetoclax (Venclexta)

* Bosentan .. .
- Anti-arrhythmics . Herbale « Anti-infectives for TB
. ° « Rifampin
Amiodarone e St John’s Wort ! P |
* Dronedarone Psvchotrobi - Rifapentin
. * Psychotropics .
* Flecainide y p « Calcineurin inhibitors
* Propafenone * Clozapine Cvcl : I
. Quinidine « Lurasidone « Cyclosporine,Tacrolimus
* Pimozide « mTOR kinase inhibitors

* Anti-anginal

. « Sirolimus, Everolimus
* Ranolazine

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf
Nirmatrelvir/ritonavir (Paxlovid): What Prescribers and Pharmacists need to Know, February 23, 2022



https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf

Contraindicated: Do not use Paxlovid®
UNLESS drug can be safely held/replaced

* Alpha blocker * Lipid Lowering Drugs
e Alflusozin * Lomitapide
* Lovastatin

) ) * Simvastatin
* Gastroprokinetic

ISaprice * Benzodiazepines
] * Midazolam
* Anti-gout * Triazolam
* Colchicine
o * Anticoagulants
* Ergot derivatives * Rivaroxaban
* Dihydroergotamine * Ticagrelor

* Ergotamine
* Methylergonovine

Health Canada. c2021 [updated 2022 Jan 17]. Paxlovid [product monograph]. https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf
Nirmatrelvir/ritonavir (Paxlovid): What Prescribers and Pharmacists need to Know, February 23, 2022



https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf

Paxlovid® Summary

* Pharmacology: SARS-Cov-2 protease inhibitor + ‘booster’
* Indication: Mild patients, within 5 days of symptom onset
* Dosing reduction for moderate renal impairment

* Avoid in severe renal or hepatic impairment

e Obtain a ‘Best Possible Medication History’ (include OTC meds,
herbals)

e Screen for the ‘high risk contraindicated’ drugs



Mechanism

Indication
When to start

Dose

Renal Dose

Hepatic

Warnings

Adverse Reactions

Pregnancy

Clinical Data

Molnhupiravir Comparison

Protease inhibitor + ‘booster’

Nucleoside Analogue

Adults, Mild-moderate COVID-19, wt > 40kg Adults, Mild-moderate COVID-19, no wt

Within 5 days of symptom onset Within 5 days of symptom onset
300mg/100 mg every 12 hour x 5 days 800 mg every 12 hours x 5 days
(3 tabs per dose) (4 tabs per dose)

Adjust eGFR 30-59mL/min N/A

Avoid eGFR <30ml/min

Avoid Child-Pugh Class C N/A

Beware drug interactions
Hepatotoxicity

Embryo-fetal toxicity
Bone and cartilage toxicity

HIV-1 drug resistance in patients with HIV-1

infection

Dysguesia, diarrhea, hypertension, myalgia  Diarrhea, nausea, dizziness

No human data

EPIC-HR

Not recommended

MOVe-OUT
Molnupiravir FDA EUA. https://www.fda.gov/media/155054/download
Bernal AJ. et al. N Engl J Med 2022; 386:509-520. February 10, 2022 (e-pub Dec 2021), DOI: 10.1056/NEJMo0a2116044



Who should receive COVID
specific treatment?



STEP 1 » Determine the risk of disease progression.

» Higher risk individuals are those who have a 25% risk of hospitalization if they develop COVID-19. Standard risk individuals are those who have a <5% of hospitalization.
+ Indigenous people, Black people, and members of other racialized communities may be at increased risk of disease progression due to disparate rates of comorbidity, increased barriers to vaccination, and social determinants of
health. They should be considered priority populations for access to COVID-19 drugs and therapeutics.

AGE NUMBER OF VACCINE DOSES

(years) L erzdess | sdes ]

RISK FACTORS

0 doses

> 2
<20' Higher risk if 23 risk factors’ Standard risk? Standard risk* : Ohesltv {BMI220ke/m’)
+ Diabetes
20to 39 Higher risk if 23 risk factors Higher risk if 23 risk factors Standard risk * Heart disease, hypertension, congestive heart failure
* Chronic respiratory disease, including cystic fibrosis
40 to 69 Higher risk if 21 risk factors Higher risk if 23 risk factors Standard risk * Cerebral palsy
* Intellectual disability
270 Higher risk Higher risk if 21 risk factors Higher risk if 23 risk factors o Sickle cell disease
Immunocompromised? Higher risk: Therapeutics should always be recommended for immunocompromised individuals not expected to mount an adequate immune : mO:era:e orsevEre TIdnEJdISeaSE (eG E’:‘::[; mt/mm)
individuals of any age response to COVID-19 vaccination or SARS-CoV-2 infection due to their underlying immune status, regardless of age or vaccine status.*? cl:ssel-t:i:grcisr?}:i:s)wer isease (e.g., Child Pug
Pregnancy Higher risk® Standard risk Standard risk

1. Evidence for the safety and efficacy of sotrovimab and nirmatrelvir/ritonavir (Paxlovid) in children <18 years of age is limited. While early evidence on risk factors for moderate and severe COVID-19 in children is emerging, the ability to reliably predict disease progression in children

M-Idl I" P ti t remains very limited, and the frequency of progression is rare. While not routinely recommended in children <18 years of age, the use of these agents may be considered in exceptional circumstances (e.g., severe immunocompromise and/or muitiple risk factors, clinical progression)
naly aaents on a case-by-case basis. Multidisciplinary consultation with Infectious Diseases (or Pediatric Infectious Diseases) and the team primarily responsible for the child’s care is recommended to review the individual consideration of these medications.
2. Examples of immunocompromised or immunosuppressed individuals include receipt of treatment for solid tumors and hematologic malignancies (including individuals with lymphoid malignancies who are being monitored without active treatment), receipt of solid-organ transplant
Datients Wheid & : and taking immunosuppressive therapy, receipt of chimeric antigen receptor (CAR)-T-cell or hematopoietic stem cell transplant (within 2 years of ion or taking 1therapy), moderate or severe primary immunodeficiency (e.g., DiGeorge syndrome,
AL WA T oL teqiare new Wiskott-Aldrich syndrame, common variable immunodeficiency, Good’s syndrome, hyper IgE syndrome), advanced or untreated HIV infection, active treatment with high-dose corticosteroids (i.e., 220 mg prednisone or equivalent per day when administered for 22 weeks), alkylating
or additional supplemental oxygen agents, anti b lant-related i ive drugs, cancer ct p agents classified as severely immunosuppressive, tumor-necrosis factor (TNF) blackers, and other biologic agents that are i or dulatory. These i
from their baseline status should have a reasonable expectation for 1-year survival prior to SARS-CoV-2 infection.

3. Therapeutics should always be recommended for pregnant individuals who have received zero vaccine doses

STEP 2 p Based on the risk level, refer to the corresponding recommendation statements below.

This guidance applies to mildly ill RISK LEVEL RECOMMENDATIONS
i in any setting, incl

the community, hospital a >
(including nosocomial cases), and
congregate care settings.

It is recommended that higher risk patients receive one of nirmatrelvir/ritonavir (Paxlovid), sotrovimab, or remdesivir. The choice of drug depends on availability, contraindications, and
ease of administration. These individuals should have a reasonable expectation for 1-year survival prior to SARS-CoV-2 infection.

. _— @ Nirmatrelvir/ritonavir (Paxlovid) at a dose of 300 mg nirmatrelvir (two 150 mg tablets) with 100 mg ritonavir (one 100 mg tablet), with all three tablets taken together orally twice daily for 5 days,
Itis recom_mended th_at e_l'g‘b'“W is recommended for these patients if they present within 5 days of symptom onset.
for outpatient therapies include ¢ In patients with moderate renal impairment (eGFR 230 to <60 mL/min), the dose should be reduced to 150 mg nirmatrelvir (one 150 mg tablet) and 100 mg ritonavir (one 100 mg tablet)

patients who test positive for
SARS-CoV-2 on either PCR

or a healthcare-professional
administered RAT or ID now.

taken together twice daily for 5 days. Paxlovid is not recommended in patients with severe renal impairment (eGFR <30 mL/min).
+ Specialized pharmacist consultation is important to mitigate any significant drug-drug interactions with other drugs.
HIGHER RISK OF * Paxlovid should be preferentially deployed in regions and to populations where administration is a barrier to intravenous medication.

SEVERE DISEASE @ Sotrovimab 500 mg IV x 1 dose is recommended for these patients if they present within 7 days of symptom onset.

* Previous SARS-CoV-2 infection and vaccination status do not need to be considered. Serologic testing is not recommended.
Individuals who

have a 25% risk of @ Remdesivir 200 mg IV on day 1, then 100 mg IV daily for 2 days is recommended for these patients if they present within 7 days of symptom onset.
hospitalization or are
immunocompromised P If the above drugs are unavailable or contraindicated:

FEluvoxamine may be considered for patients with mild COVID-19 iliness presenting within 7 days of symptom onset. The recommended starting dose is 50 mg PO daily, titrated up to
100 mg PO twice daily for a total of 15 days. Pharmacist consultation and outpatient provider follow-up is important to avoid any significant adverse drug interactions with fluvoxamine.
This recommendation balances the very low certainty evidence of benefit for preventing hospitalization with the need for management options for mild illness with a reasonable safety
profile during a surge in COVID-19 cases due to the Omicron variant.

Budesonide 800 mcg inhaled twice daily for 14 days may be considered for these patients. This recommendation is based on very low certainty evidence of reduction in duration of
symptoms, and the need for outpatient treatment options with a reasonable safety profile during an anticipated spike in COVID-19 cases due to the Omicron variant. Budesonide may
have a role as an additional therapy in patients already on other therapies who have respiratory symptoms.

@ Reassurance and information for self-monitoring of symptoms (including self-monitoring of oxygen saturation) are recommended.

STANDARD RISK Fluvoxamine 50 mg PO daily titrated up to 100 mg PO twice daily for a total of 15 days may be considered for these patients if they present within 7 days of symptom onset. See fluvoxamine

o dati for higher risk mildly ill patients. 1 1
ﬁ’i‘ggﬁg?pmfi;ﬁfﬂ recomme'n atvonstatfement orllg ervrls mildly ill patients. ' } . ‘ . - v Onta rIO SC|ence Ta ble. U pdatEd .

Budesonide 800 mcg inhaled twice daily for 14 days may be considered for these patients. See budesonide recommendation statement for higher risk mildly ill patients.

B The following therapies are not recommended for these patients: sotrovimab, nirmatrelvir/ritonavir (Paxlovid), and remdesivir. F e b 2 3 2 O 2 2

 There is currently insufficient evidence to make a recommendation around aspirin or anticoagulation for mildly ill patients.

B The following therapies are not recommended for mildly ill patients: dexamethasone, tocilizumab, sarilumab, and baricitinib.

Ontario COVID-19 Drugs and Biologics Clinical Practice Guidelines Working Group: Therapeutic Management of Adult Patients with COVID-19 Version 10.0 | Updated February 23, 2022 | https://doi.org/10.47326/0csat.cpg.2022.10.0 | Design by Tiffany Kan PharmD | Page 2 of 2

https://covid19-sciencetable.ca/wp-content/uploads/2022/02/Clinical-Practice-Guidelines_Update_20220223.pdf



Question 1:

* s my patient at high risk of end ending up in hospital?
* High = >5% Risk
* Indigenous people, Black people, and members of other racialized communities may be at
increased risk of disease progression due to disparate rates of comorbidity, increased barriers to

vaccination, and social determinants of health. They should be considered priority populations for
access to COVID-19 drugs and therapeutics.

STEP 1 » Determine the risk of disease progression.

e Higher risk individuals are those who have a 25% risk of hospitalization if they develop COVID-19. Standard risk individuals are those who have a <5% of hospitalization.

* |ndigenous people, Black people, and members of other racialized communities may be at increased risk of disease progression due to disparate rates of comorbidity, increased barriers to vaccination, and social determinants of
health. They should be considered priority populations for access to COVID-19 drugs and therapeutics.

RISK FACTORS

NUMBER OF VACCINE DOSES

Obesity (BMI 230 :
<20’ Higher risk if 23 risk factors* Standard risk’ Standard risk’ S Rt v kg/m?)
* Diabetes
20to 39 Higher risk if 23 risk factors Higher risk if >3 risk factors Standard risk * Heart disease, hypertension, congestive heart failure
* Chronic respiratory disease, including cystic fibrosis
40 to 69 Higher risk if 21 risk factors Higher risk if 23 risk factors Standard risk e Cerebral palsy
. : g " . * Intellectual disability
270 Higher risk Higher risk if 21 risk factors Higher risk if 23 risk factors e Sickle cell disease
Immunocompromised® Higher risk: Therapeutics should always be recommended for immunocompromised individuals not expected to mount an adequate immune : mogerate o 1|(.|dne(\j/‘d|5ease (eGi::i‘T:[;mh/mm]
individuals of any age response to COVID-19 vaccination or SARS-CoV-2 infection due to their underlying immune status, regardless of age or vaccine status.*? Cl:sseBraosgrciSr?l\:zrs?s}wer SRS COIEL P
Pregnancy Higher risk® Standard risk Standard risk

Ontario Science Table. Updated. Feb.23, 2022



Significant Immunodeficiency

* Malignancy - with receipt of treatment for solid tumors and hematologic malignancies (including
individuals with lymphoid malignancies who are being monitored without active treatment),

* Solid-organ transplant and taking immunosuppressive therapy,

e chimeric antigen receptor (CAR)-T-cell or hematopoietic stem cell transplant (within 2 years of
transplantation or taking immunosuppression therapy),

* Moderate or severe primary immunodeficiency (e.g., DiGeorge syndrome, Wiskott-Aldrich
syndrome, common variable immunodeficiency, Good’s syndrome, hyper IgE syndrome),

 Advanced or untreated HIV infection,

* Active treatment with high-dose corticosteroids (i.e., 220 mg prednisone or equivalent per day
when administered for 22 weeks), Alkylating agents, antimetabolites, transplant-related
immunosuppressive drugs,

* Cancer chemotherapeutic agents classified as severely immunosuppressive,

* Tumor-necrosis factor (TNF) blockers, and other biologic agents that are immunosuppressive or
Immunomodulatory.




STEP 2 p Based on the risk level, refer to the corresponding recommendation statements below.

RISK LEVEL RECOMMENDATIONS

P It is recommended that higher risk patients receive one of nirmatrelvir/ritonavir (Paxlovid), sotrovimab, or remdesivir. The choice of drug depends on availability, contraindications, and
ease of administration. These individuals should have a reasonable expectation for 1-year survival prior to SARS-CoV-2 infection.

@ Nirmatrelvir/ritonavir (Paxlovid) at a dose of 300 mg nirmatrelvir (two 150 mg tablets) with 100 mg ritonavir (one 100 mg tablet), with all three tablets taken together orally twice daily for 5 days,
is recommended for these patients if they present within 5 days of symptom onset.
5 Da S ¢ In patients with moderate renal impairment (eGFR 230 to <60 mL/min), the dose should be reduced to 150 mg nirmatrelvir (one 150 mg tablet) and 100 mg ritonavir (one 100 mg tablet)
y taken together twice daily for 5 days. Paxlovid is not recommended in patients with severe renal impairment (eGFR <30 mL/min).
s Specialized pharmacist consultation is important to mitigate any significant drug-drug interactions with other drugs.
HIGHER P'cv ~r » Paxlovid should be preferentially deployed in regions and to populations where administration is a barrier to intravenous medication.
SEVERE [ 7 Days @ Sotrovimab 500 mg IV x 1 dose is recommended for these patients if they present within 7 days of symptom onset.
P * Previous SARS-CoV-2 infection and vaccination status do not need to be considered. Serologic testing is not recommended.
ndi

have a 25% risk of @ Remdesivir 200 mg IV on day 1, then 100 mg IV daily for 2 days is recommended for these patients if they present within 7 days of symptom onset.
hospitalization or are
immunocompromised P If the above drugs are unavailable or contraindicated:

Eluvoxamine may be considered for patients with mild COVID-19 illness presenting within 7 days of symptom onset. The recommended starting dose is 50 mg PO daily, titrated up to
100 mg PO twice daily for a total of 15 days. Pharmacist consultation and outpatient provider follow-up is important to avoid any significant adverse drug interactions with fluvoxamine.
This recommendation balances the very low certainty evidence of benefit for preventing hospitalization with the need for management options for mild illness with a reasonable safety
profile during a surge in COVID-19 cases due to the Omicron variant.

Budesonide 800 mcg inhaled twice daily for 14 days may be considered for these patients. This recommendation is based on very low certainty evidence of reduction in duration of
symptoms, and the need for outpatient treatment options with a reasonable safety profile during an anticipated spike in COVID-19 cases due to the Omicron variant. Budesonide may
have a role as an additional therapy in patients already on other therapies who have respiratory symptoms.

@ Reassurance and information for self-monitoring of symptoms (including self-monitoring of oxygen saturation) are recommended.

STANDARD RISK Fluvoxamine 50 mg PO daily titrated up to 100 mg PO twice daily for a total of 15 days may be considered for these patients if they present within 7 days of symptom onset. See fluvoxamine

Individuals with <5% recommendation statement for higher risk mildly ill patients.

risk of hospitalization Budesonide 800 mcg inhaled twice daily for 14 days may be considered for these patients. See budesonide recommendation statement for higher risk mildly ill patients.

B The following therapies are not recommended for these patients: sotrovimab, nirmatrelvir/ritonavir (Paxlovid), and remdesivir.

Ontario Science Table. Updated. Feb.23, 2022



In Summary

* High Risk of Hospitalization (Member of a priority community, Age
>70 unvaccinated, Immunodeficiency)

* Within 5 days and High Risk with NO major DI concerns => Nirmatrelvir/r

* Within 7 days and High Risk, Does not meet Criteria for Nirmatrelvir/r

e — Sotrovimab

* Until Mar. 31, 2022 - LUC3 (Via LHSC 4-OPD)
* If Transplant Patient = Transplant ID (Via LHSC 4-OPD)



Considerations When Prescribing COVID-19 Therapeutics

W iy Vi Vi v -

-;Ease' of delivery 0 | v X XXX Ve
. Drug Interactions i L o v/ v J/ - e
~ Safety during pregnancy . w" 0 o Ve XXX F
Authorized in childreh(ﬁlZ) | _MM ~ vV JIASE XX -

supply/Access [N

authorized for children under age of 12 years (3.5 to 40 kg)

 *Remdesivir approved for children >age 12 years and >40 keg;

DSA COVID-19 Clinician Call. Access January 18, 2022.

" Slide Credit: Keith Hamilton, Nina Maguire -
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How to get COVID-19 Antiviral Therapy for your Patients

Dr. Gordon Schacter
London Middlesex Pandemic Clinical Lead

March 1, 2022




5€

Communicate

Proactively engage
with patients who
are at higher risk of
severe disease

Prioritize Assess Refer Follow up
Make every effort to connect with Assess patient and Refer the patientto a Follow up with the
patients at higher risk of severe determine treatment monoclonal therapy patient as appropriate.
disease who have developed course. Test patient in clinic to receive Processes for follow-up
symptoms of COVID-19 within 24 office or direct the sotrovimab or a clinical within clinical
hours of the patient seeking support patient to appropriate assessment centre assessment centres and

location to receive a test  associated with a site monoclonal therapy
OR that distributes clinics will vary.
Paxlovid
Direct

Direct patient to a clinical assessment
centre to receive an assessment, test,
diagnosis, and disposition (including
referral to a monoclonal therapy clinic
or for treatment with Paxlovid if

appropriate) ‘+, London Middlesex k

:%t- Primary Care Alliance a



Step 1: Communica‘te ﬂ::‘- Iﬁflr:;rr':r r‘;::::l:fl‘?;nce

.
I.:_.

- Proactively engage with patients who are considered at higher risk of severe disease.

- Consider engaging with patients:
- During appointments (both you and your office staff)
- Patient email blast

- Via targeted email or telephone (after identifying patients at higher risk for severe disease via
EMR search)

- By updating the practice’s website or online booking portal
- By office Social Media accounts
- Educational Handouts

* Tool:I think I have COVID.When should I call my doctor?
(https://dfcm.utoronto.ca/sites/default/files/assets/files/Q2 When to Call FINAL.pdf)

« This resource from the Department of Community and Family Medicine at the University of
Toronto and the Ontario College of Family Physicians provides plain-language instructions
on when patients should call their primary care provider, including specific instructions for

patients at higher risk.
‘ I

- Additional resources to help the public make sense of the latest guidance around
COVID/Omicron are available at www.ConfusedAboutCovid.ca.

\.

57 Middlesex London OHT



https://dfcm.utoronto.ca/sites/default/files/assets/files/Q2_When_to_Call_FINAL.pdf
http://www.confusedaboutcovid.ca/

Step 2: Prioritize %! London Middlesex
::"!::- Primary Care Alliance

- Awareness of the prioritization matrix
« You and your office staff

- Timely access to care vital (< 24 hours)

- Tool: Script to support staff in identifying patients who may be
eligible for outpatient treatment

- A script to support staff in identifying patients who may be eligible for
outpatient treatment is available at the link below. Patients flagged as
potentially eligible should be seen by their Family Physician/NP or

other PCP within 24 hours or directed to a COVID-19 clinical
assessment centre.

« https://quorum.hqgontario.ca/Portals/0/Project%20Resources/Script%
ZOfor%ZOprlmarv%ZOcare%ZODractlce%ZOstaff%ZO %202022-01-

31.pdf

3

58 Middlesex London OHT

N


https://quorum.hqontario.ca/Portals/0/Project%20Resources/Script%20for%20primary%20care%20practice%20staff%20-%202022-01-31.pdf

Step 3: ASSGSS __!:;:: London Middlesex

::.::::".-':-'_. Primary Care Alliance

Virtual or In Person Assessment (within 24 hours)

Severe symptoms? — Emergency Department

Patient eligibility and contraindications
- Renal and Hepatic Status assessment

Positive COVID-19 Test

- The preferred order of COVID-19 testing options to ensure test results are

available as quickly as possible is as follows:

- ID NOW or other rapid molecular test administered by a health care
professional

- A rapid antigen test administered by a health care professional, with
concurrent lab-based PCR if the rapid antigen test is negative *

- A lab-based PCR test

* Rapid Antiﬁen Tests can be ordered for free for your office ].o&r going to
the Ontario Health West / HMMS order site. hitps://hmmscovidlY.ca

\.
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https://hmmscovid19.ca/

Step 4: Refer “#: London Middlesex

o el 5 '
:; =:%: Primary Care Alliance

+ 3 Clinical Pathways for referral

60 Middlesex London OHT




Clinical Pathway H1: “¥: London Middlesex

:%t- Primary Care Alliance

FP/NP or PCP in
person assessment &
testing

Referral to LHSC Pharmacy for
antiviral prescription using
Antiviral Referral Form

LHSC
Pharmacy
Meds Review

Medication
couriered to
patient

61 Middlesex London OHT




Clinical Pathway H2: “¥: London Middlesex

:%':'.'5 Primary Care Alliance

FP/NP or PCP virtual or
In person assessment

Referral to CAC for IDNow testing + lab tests
(Creatinine/GFR) ONLY using CAC Referral
Form

ID Now /Lab Results sent
to referring provider

FP/NP or PCP sends Referral to LHSC
Pharmacy for antiviral prescription using
Antiviral Referral Form

LHSC Pharmacy
Meds Review

Medication

couriered to
62 Middlesex London OHT patient




Clinical Pathway #3: ¥: London Middlesex

:%t- Primary Care Alliance

FP/NP or PCP
assessment

Referral to CAC for assessment,
testing and antiviral assessment
using CAC Referral Form

LHSC
Pharmacy
Meds Review

Medication
couriered to
patient

63 Middlesex London OHT




Paxlovid Prescription Form

64 Middlesex London OHT

\
' London Health Sciences Centre

Paxlovid™ Prescription

Please fax completed form to: North Tower Prescription Centre (Fax: (519)685-8135)

Prescriber Information Patient Information
First Name Last Name First Name Last Name Sex (at birth) DOB
L Male L[] Female
Address Address Health Card No. Version
City Postal Code City Postal Code
Telephone Fax Telephone Preferred Language
O EN (1 Other
Inclusion criteria: must meet criteria to proceed with treatment
Date of positive COVID test: Date of onset (must be <5 days):

Higher Risk of Severe Disease
O Unvaccinated:

[0 Age 40-69 and at least
[J Age 70 or greater

O Vaccinated with 1 or 2 doses
[0 Age 20-69 and at least

[ Vaccinated with 3 doses
[J Age 70 or greater with

[0 Immunocompromised or immunosuppressed (see below)

[0 Age 39 or below and at least 3 risk factors

[J Age 70 or greater and at least 1 risk factor

1 risk factor

3 risk factors

at least 3 risk factors

rates of comorbidity, increased vaccination barriers, and social determinants of heal
Risk Factors: (Check all that applies)
[ Obesity (BMI 230 kg/m?)
[ Diabetes
O Heart disease, hypertension, congestive heart failure
[ Chronic respiratory disease, including cystic fibrosis
O Cerebral palsy
O Intellectual disability
O Sickle cell disease
O Moderate or severe kidney disease (eGFR <60 ml/min)
[ Moderate or severe liver disease (e.g. Child-Pugh Class B or C)
* Evidence for <18 years of age is limited. Multidisciplinary consultation
with infectious diseases and primary care is recommended

Indigenous persons (First Nations, Inuit, or Métis), Black persons, and of other

may be at high risk of disease progression due to disparate
and should be considered priority populations for access to COVID-19 therapeutics.
Immunocompromise Factors: (Check all that applies)

O Solid organ or bone marrow transplant (*)
O CAR T-cell therapy

O Anti-CD 20 agent
[ Alkylating agents, anti-metabolites (*) © Depler::iﬂngi on absolute
O Advanced or untreated HIV contraindications

0O Congenital immunodeficiency
O Anti-TNF blockers or other biologic agents (*)

O Taking chronic oral corticosteroid (greater than 20mg/d prednisone equivalent
for > 2 weeks)

Note: These individuals should have a reasonable expectation for 1-year
survival prior to SARS-COV-2 infection

Paxlovid™ Assessment:

0 Attach current medication, herbal, OTC list

Patient Stats & Laboratory Values (Refer to CAC if more than 3 months)

O Patient’s home pharmacy

[ Home pharmacy phone number

O Allergies O NKA

Existing liver impaiment: £ YES [0 NO [0 UNKNOWN

Height (cm) Weight (Kg)
SCr (umol/L) eGFR [ml/min)

(giL) (optional) (umolft) (optional)
INR (optional) Ascites severity

If known, what is the Child-Pugh class?
Existing renal impairment: O YES O NO O UNKNOWN
Is the patient pregnant? (1 YES [0 NO [ N/A

*Please refer to science table for more information: ntips://covig19
sciencetable.ca/sciencebrief/nirmatrelvir-ritonavir-paxovid-what-prescribers-and-pharmacists-need-to-

know/

Note pharmacist will review eligibility, assess drug interactions and confirm
dosing prior to releasing the medication. Any recommended changes to the
therapeutic regimen will be communicated back to the prescriber.

Medication Order

Standard Dose (eGFR >60mi/min)

once in the evening for 5 days

Reduced Dose (eGFR >30-59ml/min)

[0 Paxlovid (Nirmatrelvir 150mg and Ritonavir 100mg): Take 1 pink tablet
once in the evening for 5 days

0O Paxlovid (Nirmatrelvir 150mg and Ritonavir 100mg): Take 2 pink tablets of nirmatrelvir and 1 white tablet of ritonavir once in the morning and

of nirmatrelvir and 1 white tablet of ritonavir once in the moring and

By prescribing this medication, the referring provider assumes responsibility for all follow up.

Physician/NP Registration Number

Signature Date

London Middlesex
Primary Care Alliance




Paxlovid Prescription Form ¥: London Middlesex

:-.f::'.-';_. Primary Care Alliance

\
' London Health Sciences Centre Paxlovid™ Prescription
Please fax completed form to: North Tower Prescription Centre (Fax: (519)685-8135)
Prescriber Information Patient Information
First Name Last Name First Name Last Name Sex (at birth) DOB
O Male O Female
Address Address Health Card No. Version
City Postal Code City Postal Code
Telephone Fax Telephone Preferred Language
O EN O Other

Inclusion criteria: must meet criteria to proceed with treatment
Date of positive COVID test: Date of symptom onset (must be <5 days):
Higher Risk of Severe Disease
[ Immunocompromised or immunosuppressed (see below)
] Unvaccinated:

[J Age 39 or below and at least 3 risk factors

[J Age 40-69 and at least 1 risk factor

1 Age 70 or greater
] Vaccinated with 1 or 2 doses

[J Age 20-69 and at least 3 risk factors

[J Age 70 or greater and at least 1 risk factor
[] Vaccinated with 3 doses

1 Age 70 or greater with at least 3 risk factors

Indigenous persons (First Nations, Inuit, or Métis), Black persons, and members of other racialized communities may be at high risk of disease progression due to disparate

rates of comorbidity, incr 1 vaccination barriers, and social determinants of health, and should be considered priority populations for to COVID-19 therapeutics.
Risk Factors: (Check all that applies) Immunocoempromise Factors: (Check all that applies)

[ Obesity (BMI 230 kg/im?) O Solid organ or bone marrow transplant (*)

[ Diabetes [ CAR T-cell therapy

[0 Heart disease, hypertension, congestive heart failure O Anti-CD 20 agent

O Chronic respiratory disease, including cystic fibrosis [ Alkylating agents, anti-metabolites (*) (*) Depending on absolute
1 Cerebral palsy 0 Advanced or untreated HIV contraindications

O Intellectual disability

O Congenital immunodeficiency
[ Sickle cell disease

O Anti-TNF blockers or other biologic agents {*)

[0 Moderate or severe kidney disease (eGFR <60 ml/min) O Taking chroni | corticosteroid ter than 20ma/d bredni ivalent
[0 Moderate or severe liver disease (e.g. Child-Pugh Class B or C) for }azlnw%eksr?mc oral corticosteroid (greater than 20mg/d prednisone equivalen

65 Middlesex * Evidence for <18 years of age is limited. Multidisciplinary consultation Note: These individuals should have a reasonable expectation for 1-year
with infectious diseases and primary care is recommended survival prior to SARS-COV-2 infection




Paxlovid Prescription Form

-#%. London Middlesex
‘w2 Primary Care Alliance

| s w o wowmm s serw mer wes A mme e e W R |

Paxlovid™ Assessment:

[0 Attach current medication, herbal, OTC list Patient Stats & Laboratory Values (Refer to CAC if more than 3 months)

[J Patient’s home pharmacy Height (cm) Weight (Kg)

O Home_ pharmacy phone number SCr (umol/L) eGFR (ml/min)

O Allergies 0 NKA Albumin (g/L) (optionsl) Bilirubin (umol/L) (cptional)

Existing liver impairment: (1 YES [0 NO O UNKNOWN INR (optional) Ascites severity

If known, what is the Child-Pugh class?

Existing renal impairment: O YES [0 NO O UNKNOWN Note pharmacist will review eligibility, assess drug interactions and confirm
Is the patient pregnant? (0 YES [0 NO O N/A dosing prior to releasing the medication. Any recommended changes to the
*Please refer to science table for more information: niips://covidis therapeutic regimen will be communicated back to the prescriber.
sciencetable ca/sciencebrief/nirmatre vir-ritonavir-padovid-what-prescribers-and-phar macists-nesd-to-

know/

Medication Order
Standard Dose (eGFR >60ml/min)
O Paxlovid (Nirmatrelvir 150mg and Ritonavir 100mg): Take 2 pink tablets of nirmatrelvir and 1 white tablet of ritonavir once in the morning and

once in the evening for 5 days
Reduced Dose (eGFR >30-59ml/min)

O Paxlovid (Nirmatrelvir 150mg and Ritonavir 100mg): Take 1 pink tablet of nirmatrelvir and 1 white tablet of ritonavir once in the morning and
once in the evening for 5 days

By prescribing this medication, the referring provider assumes responsibility for all follow up.

Physician/NP Registration Number Signature Date

Paxlowid™ Preschption Form - Verslon 4
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CAC Referral Form

V.
' London Health Sciences Centre  Carling Heights Covid-19 Clinical Assessment
Centre Paxlovid™ Referral Form

Please Fax Completed Form to: North Tower Prescription Centre (Fax: 519-685-8135)

Prescriber Information Patient Information

First Name Last Name First Name Last Name Sex (at birth) DOB
Enter Name Enter Name Enter Name Enter Name O Male OFemale | Enter DOB
Address Address Health Card No. Version
Enter Address Enter Address Enter HC No. Enter Version
City Postal Code City Postal Code PIN #
Enter City Enter Postal Code Enter City Enter Postal Code

Telephone Fax Telephone Preferred Language

Enter Telephone Enter Fax Enter Telephone O EN O Other prease specify

Note: These individuals should have a reasonable
expectation for 1-year survival prior to SARS-COV-2
infection

this should be managed by a multidisciplinary team with
expertise in the management of pregnancy.

*Depending on absolute contraindications

Indigenous persons (Flrst Nations, Inuit, or Mells) Black persons, and members of other racialized communities may be at high risk of dise:
progression due to disp rates of 1 barriers, and social determinants of health, and should be conside
priority populations for access to COVID-19 therapeulms

itonavir may be in pregnant or lactating patients on an individual basis if the benefits of treatment outweigh the poter
risks. Patients should be advised not to breastfeed for the duration of treatment and four days afterwards, during which time breast milk shc
be pumped and discarded.

Inclusion criteria: must meet criteria to proceed with treatment

Nirmatrelvir / Ri ir Eligibility A

Date of positive COVID test: Click or tap to enter a date. Type
Date of symptom onset (must be s5 days): Click or tap to enter a date.
Higher Risk of Severe Disease

o .

of Test: [ Provider Administered RAT CJ PCR 0 10 Now O Pending [ Not done
Note: Standard risk patients do not qualify for Paxlovid™

O Unvaccinated:

due to their underlying immune status,

[ Age 39 or below and at least 3 risk factors

[0 Age 40-69 and at least 1 risk factor

[ Age 70 or greater
O Vaccinated with 1 or 2 doses

[ Age 20-69 and at least 3 risk factors

O Age 70 or greater and at least 1 risk factor
O Vaccinated with 3 doses

[0 Age 70 or greater with at least 3 risk factors

Therapeutics should always be recommended for immunocompromised individuals not expected to mount an adequate response to COVID-19 vaccination or SARS-CoV-2 infection

ori (see below)

regardless of age or vaceine status

Immunocompromised Fa heck all that aj
[ Receipt of solid-organ transplant and taking
immunosuppressive therapy (*)
O Treatment for solid tumors and hematologic malignancies
(including individuals with lymphoid malignancies who are being
‘monitored without active treatment) OR
[ Receipt of chimeric antigen receptor (CAR) T-cell or
hematopoietic stem cell transplant (within 2 years of

fon or taking i ion therapy)
[ Alkylating agents, antimetabolites (*)
O Transplant-related immunosuppressive drugs
O Cancer chemotherapeutic agents classified as severely
immunosuppressive
I HIV (must be on antiretroviral therapy)
O Moderate or severe primary immunodeficiency (e.g. Common
Variable Immunodeficiency, DiGeorge Syndrome, Good's
Syndrome, Hyper-IgE Syndrome, Wiskott-Aldrich Syndrome)
D Anti-TNF blockers or other biologic agents that are

or immt

O Taking chronic oral corticosteroid (220 mg prednisone or
i per day when inis for 22 weeks)

Risk Factors: (check all that applies)

O Obesity (BMI 30 kg/m2)

O Diabetes

[ Heart disease, hypertension, congestive heart failure

[ Chronic respiratory disease, including cystic fibrosis

[ Cerebral palsy

O Intellectual disability of any severity

O Sickle cell disease

1 Moderate or severe kidney disease (e€GFR <60 mL/min)
0 Moderate or severe liver disease (e.g. Child-Pugh Class B or C
cirthosis)

[ Receiving other active cancer treatment not included in
immunocompromised list

*Evidence for <18 years of age is limited. Multidisciplinary
consultation with infectious diseases and primary care is
recommended

There is a lack of data on nirmatrelvir/ritonavir use in pregnant
patients, if you feel your patient would benefit from treatment,

1|Page

[0 Attach current medications (from past 14 days), herbal,
nutraceuticals, and OTC list

[ Patient's home pharmacy Enter Pharmacy name

O Home pharmacy phone number Enter Pharmacy phone number
O Allergies Enter Allergies Here [ NKA

Existing liver impairment: CJ YES [J NO [J UNKNOWN

If known, Child-Pugh Class? (IClass A (] Class B (IClass C
Existing renal impairment: O YES O NO O UNKNOWN

*Please refer to science table for more information on

Patient Stats & Laboratory Values
(Refer to CAC if >6 months or acute iliness]
Height (cm) Enfer Height

Weight (Kg) Enter Weight

SCr (umol/L) Enfer SCr Value @GFR (ml/min) Enter eGFR
Albumin (g/L) Enter lavel (optional) | Bilirubin (umolft)Level (optional)

INR Enter INR (optional) ALT (UiL)

Platelet Count (x10%/L) Beta hCG (if of child-bearing

age

Aqsc)itas severity Choose Grade

Encephalopathy Choose Grade

hitps://e e cajsciencebriel/nirmatrelvir-ritonavir:

paxlovid-what prescribers-and-phar:

Note pharmacist will review eligibility, assess drug interactions an

Purpose for Referral:

Please Select All the Apply:

O 1. Assessment and Management by the Carling Heights Covid-19 Clinical Assessment Centre Nurse Practitioner
o By referring this patient and if medication is prescribed, the referring provider for all foll ip based on
any discharge instructions from the Carling Heights COVID-19 Clinical Assessment Centre

00 2.]D NOW Test

Referring provider would like to be notified of ID NOW results via:
O Fax:
O Office Phone Number:
O Alternative Phone Number:

O 3. Blood Work Reguired:
0 scr
0O eGFR
O Albumin
O Bilirubin
OALT
O INR
ocec
[ Beta hCG

It is the responsibility of the referring provider to follow up on any and all abnormal blood results

confirm dosing prior to ing the Any
changes to the therapeutic regimen will be communicated back to th
Sl prescriber.

Scan the QR code for
Nirmatrelvir/Ritonavir

Failure to provide this information will delay timely assessmer
product monograph

for therapy.

O 1 ach ledge | have revi

d the Ontario Science Table COVID-19 advisory for Ontario drug interactions

O I have attached the most up to date medication record for the above-named patient

Signature of referring provider:

Date: Click or tap to enter a date.

(if any one criterion is met, patient does NOT qualify for therapy. Do not refer for prescription)

On dialysis or eGFR less than 30 mL/min

Requires medications to be crushed or split

Has had a severe hypersensitivity reaction to nirmatrelvir,
ritonavir, or excipients
[[] Has an oxygen saturation less then 92% on room air

Greater than 5 days of symptoms

Unwilling to take COVID therapy

Has severe hepatic impairment (Child-Pugh Class C
cirrhosis or greater)
[] Living with HIV and not on antiretroviral medication

In order to mitigate the many potential drug interactions, a comprehensive and updated medication list must be
provided for review prior to initiating nirmatrelvir/ritonavir. This review will be completed by pharmacy to determine
eligibility.

Enter Number Click to enter a date.

Physician/NP Name and Registration # Signature Date

67 Middlesex London OHT
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CAC Referral Form

68 Middlesex London OHT

Purpose for Referral:

Please Select All the Apply:

o By referring this patient and if medication is prescribed, the referring provider assumes responsibility for all follow-up based on
any discharge instructions from the Carling Heights COVID-19 Clinical Assessment Centre

0 2. 1D NOW Test

Referring provider would like to be notified of ID NOW resuilts via:
O Fax:

1 Office Phone Number:
1 Alternative Phone Number:

0 3. Blood Work Required:
0 sCr
0 eGFR
0 Albumin
1 Bilirubin
O ALT
O INR
0 CBC
(1 Beta hCG

It is the responsibility of the referring provider to follow up on any and all abnormal blood results

(if any one criterion is met, patient does NOT qualify for therapy. Do not refer for prescription)

On dialysis or eGFR less than 30 mL/min Greater than 5 days of symptoms

Requires medications to be crushed or split Unwilling to take COVID therapy

Has had a severe hypersensitivity reaction to nirmatrelvir, Has severe hepatic impairment (Child-Pugh Class C
ritonavir, or excipients cirrhosis or greater)

[] Has an oxygen saturation less then 92% on room air [] Living with HIV and net on antiretroviral medication

In order to mitigate the many potential drug interactions, a comprehensive and updated medication list must be
provided for review prior to initiating nirmatrelvir/ritonavir. This review will be completed by pharmacy to determine
eligibility.

Enter Number Click to enter a date.

Physician/NP Name and Registration # Signature Date




Step 5: FO].].OW up . i London Middlesex

::!i:- Primary Care Alliance

- For Antiviral Therapy, patients will need close monitoring for drug
interactions and side effects.

- Follow-up may include:
+ Ongoing monitoring (e.g., via COVID@Home, or Home and Community
Care Support Services Remote Patient Monitoring)

 Virtual or in person follow up (https://hfam.ca/clinical-pathways-and-
evidence/covid/assessment-diagnosis-and-management-of-covid/)

69 Middlesex London OHT



https://hfam.ca/clinical-pathways-and-evidence/covid/assessment-diagnosis-and-management-of-covid/

© MIDDLESEX :';.: ondaon M esex
'\ LONDON ﬂ::- IF_’rirr:jar',r rg;::lhlliance
[

Ontario Health Team "

Thank youl

For more information, please contact gschacter@me.com

www.mloht.ca
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