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COVID Deaths/100K SINCE 5/01/21 by % of Total Population 2-Dose Vaccinated
Death data via Johns Hopkins University, NY Times & WH COVID Response Team
Graph by Charles Gaba / ACASignups.net
Ratio of LEAST-Vaxxed
to MOST-Vaxxed Counties 3.41:1
as of 9/10/22
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i (Appx. 33.1 million U.S. residents apiece)

COVID-19 Therapeutics for Skilled

Nursing Facilities Populations
Presented by Jessica deJarnette, M.D. (CDPH)
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COVID-19 Therapeutics for Skilled Nursing
Facilities Populations

Presented by Jessica delarnette, M.D. (CDPH)
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Agenda

* Current COVID mortality and TX data in LTC populations

* Benefits of Paxlovid and other COVID TX use in LTC population

o Epidemiologic data and preventable deaths
o Clinical trial data

* Preparing for COVID TX use in fall and winter surges
* Best practices

e
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Benefits of COVID TX in LTC Population

Epidemiological Data and Preventable Deaths

O

3

COVID deaths disproportionately affect 65+

* 65+ only accounts for 10% of entire CA population

» Share of deaths > share of cases for 65+, even for vaccinated
and boosted

* Data is for February 2021 and after, which is after 65+ became
eligible for vaccinations in CA
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Deaths in SNFs Since March 2022 & Pct of Cases Treated with Paxlovid
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Benefits of COVID TX in LTC Population

Clinical Trial Data

1

9/12/22

LTC Residents and Severe Risk for COVID-19

Paxlovid and other COVID Tx are
recommended for people with “risk of
progressing to severe COVID-19”

LTC facility residents, by definition,
almost always fall in severe risk
category

Risk factors include older age, medical
conditions, or being
immunosuppressed

Note that even when vaccinated
and/or boosted, LTC residents are

generally on higher end of risk
continuum for other risk categories

IDSA Immunocompromised Populations

CDC Underlyin

Medical Conditions Associated with Hi

COVID-19 Risk Continuum

LOWER HIGHER
RISK RISK
e 50-69 >70

Medical Conditions

(e.g. diabetes, chronic 3+
kidney disease, obesity,
lung disease, pregnancy)

Full vaccination Full Partial

Vaccination Status Unvaccinated

plus boosting vaccination vaccination
Immunosuppression Corticosteroids Lymphodepletion (e.g_, anti-CD20%)
(illustrative therapies Biologics Antimetabolites Solidorgan transplant  Stem cell transplant
=% (e.g.. anti-tumor (e.g.. mycophenolate) AIDS Hematological
and conditions) Necrosis factor) e

Sociodemographic factors and non-phari ical inter ions affectexp e

Original illustration by Dr. William Werbel, adapted for the COVID-19 Real-Time Leaming Network

her Risk for Severe COVID-19: Information for Healthcare Professionals
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* Original NEJM Paxlovid clinical
trial: Reduction in hospitalization/death
strongest in 265

« Difference in proportion of patients w/

death or hospitalization from drug vs.
placebo was -13.93 (95% CI -20.07 to

-7.80)

* Small number of serious adverse
events related to drug (1 in 1,109)

Paxlovid has stronger benefits for older age groups

C Subgroup Analysis
Subgroup Nirmatrelvir+Ritonavir  Placebo
no. of events/total no.
Overall /1039 66/1046 —_—
Time since symptom onset !
=3 days 5/697 44/682 —
>3 days 3342 22/364 ——
Age L
<65 yr 7/908 46/909 | e, IR
265 yr 1131 20137 @ ]
Sex !
Male 4/520 41/540 —— '
Female 4/519 25/506 —_—
Body-mass index i
<25 1/209 9/207 —_——
2510 <30 3/458 28/466 ———
230 4/371 29373 —— !
Diabetes mellitus i
Yes 2/125 9/127 ——
No 6/913 57/919 —
Baseline SARS-CoV-2 serology status !
Negative 7/487 58/505 [y | !
Positive 1/540 8/528 4
Received or expected to receive Covid-19 !
monoclonal antibody treatment X
Yes 1/70 2/69 t—r—i
No 8/1039 66/1046 —

T T T T T
-24 20 -16 -12 -8

Difference from Placebo (95% Cl)
percentage points

-5.62 (-7.21 to -4.03)

5.81 (-7.78 to -3.84)
-5.23 (-7.91 to -2.55)

-4.35 (-5.91 to -2.79)

~13.93 (-20.07 to -7.80)

-6.93 (-9.32t0 -4.53)
-4.23 (-6.29t0 -2.17)

-3.88 (-6.83 to -0.94)
5.4 (7,75 to -3.13)
-6.85 (-9.82 t0 -3.87)

-5.51 (-1051 to -0.52)
-5.63 (~7.30 to -3.96)

-10.25 (-13.28 to -7.21)

-1.34 (-2.45 t0-0.23)

-1.51 (-6.40t0 3.37)
-5.62 (-7.21 to -4.03)

11

benefit

» Highly immune populations

 Large Israel studies in June and August:
Age one of the strongest predictors of

» Mean age of treated populations 67-68

Paxlovid has stronger benefits for older age groups

12

A Patients 265 Yr of Age i
0030 o treatment
B
E 0.015
o

-]

‘% & 0.010 Treatment

g 0.005 =

E SR

O J_,_:—'

0000 T T T T 1
0 7 14 21 35
Follow-up (days)
No. at Risk
No treatment 42,821 39,802 38,842 37,174 30,408
Treatment 2,483 2,475 2,370 2,117 1,498
Cumulative No.
of Events
No treatment 0 535 690 739 766
Treatment 0 7 9 10 11
14
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Game Changer: Paxlovid Reduces
Hospitalizations and Saves Lives

TeamA: Steve Allen,MD o Keith Jonnson
TeamB: Joff Trinkl,MD » Soumil Nariani » Brendan Joyce

« Joey Haddock

Nationwide EPIC Data: Paxlovid Rx and Hospitalizations/Deaths

Paxlovid Prescription Rate

Reduction in Hospitalization and Death Ratios In
Patients Prescribed Paxlovid

-35% -30% -25% -20% -15% -10% -5% 0%

8.0% m— A

2.1% g5 18-29
-3.7% 578" 30-44
[7.7% S 4564

I _ZO'G%W 65+ I

-2.8% " 0Comorbidities

-13.8% w 1 Comorbidity
=

-29.9%

050 w2+ Comorbidities I

-9.5% 5% & Black, Non-Hispanic
-6.9% 07% & Hispanic
5.8% "eee 1 Other, Non-His panic

-8.3% =75, = White, Non-Hispanic

-6.8% s femae

9.7% —— 1o

-1.5% =

M Redu ctio nin Hospitalization: Case Ratio With Paxlovid

B Redu ctionin Death:Case Ratio With Paxlovid

Remdesivir

* NEJM RCT, Outpatient Remdesivir. 87% reduction in risk of
hospitalization and death in all age groups.

* Benefit similar in >60

i " 5 LG | '
< Age =60 yr 1/83 (1.2) 9/87 (10.3) o——m———| >

Subgroup

Remdesivir

Placebo Hazard Ratio (95% Cl)

no. /total no. of patients (%)

https://www.nejm.org/doi/full/10.1056/NEJM0a2116846

Diabetes mellitus

Obesity
Hypertension
Ethnic group

Not Hispanic or Latinx
Hispanic or Latinx
Chronic lung disease

Cardiovascular or cerebrovascular disease 0/20

Current cancer

0.17 (0.04-0.76)
0.11 (0.01-0.86)
0.11 (0.01-0.84)
0.14 (0.03-0.63)
0.1 (0.01-0.88)
0.17 (0.04-0.76)

1/148 (0.7) 9
2/173 (1.2)  14/173 8.]) —e———
1/154 (0.6)  9/156 (5.8) o——m——
2/138 (1.4) 10130 (7.7) —e——m
2/146 (1.4)  8/158 (5.1) }
0/123 6/112 (5.4)
0/67 4/68 (5.9)

2/24 (8.3)
0/12 2/18 (11.1)

i {  0.26 (0.06-1.22)
T

T T T T
0.0 02 04 06 08

Remdesivir Better

Placebo Better
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Remdesivir in the very elderly

* Daily IV infusion x 3 d (some of these studies look at 5 days)

» Safe and effective in >80 year olds

o Remdesivir-induced liver dysfunction was the most frequent adverse
event, which occurred in 29 (36.3%) patients. There were no significant

differences between younger and older patients in the incidence of
remdesivir-induced liver dysfunction, renal dysfunction, and fatique.

 Feasible in SNF setting
o 124-bed SNF with outbreak late 2020
o 34 patients were treated
o Average age >80
o 17-fold reduction in risk of death

O

15

Molnupiravir

* Oral, 5 days, twice daily

» Can be used in patients with renal/hepatic impairment, or with
significant DDI's with Paxlovid

* Real world study in Hong Kong, Lancet, 8/24/22

o 1646 patients >65 hospitalized without O2 requirement treated with
Molnupiravir

o 43% risk reduction in disease progression

e

16
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Paxlovid Rebound Study #1

483 high-risk patients treated with Nirmatrelvir/Ritonavir for COVID-19
Patients treated with Paxlovid at Mayo Clinic February-April 2022
Two patients (0.4%) required hospitalization by day 30. Four patients (0.8%) experienced rebound of

symptoms, which were generally mild, at median of 9 days after treatment, and all resolved without additional
COVID-19-directed therapy.

Paxlovid Rebound Study #2

+13,644 patients age = 18 years who contracted COVID-19 between 1/1/2022-6/8/2022 and were treated
with Paxlovid (n =11,270) or with Molnupiravir (n =2,374) within 5 days of their COVID-19 infection.

*The 7-day and 30-day COVID-19 rebound rates after Paxlovid treatment were 3.53% and 5.40% for
COVID-19 infection, 2.31% and 5.87% for COVID-19 symptoms, and 0.44% and 0.77% for hospitalizations.

» The 7-day and 30-day COVID-19 rebound rates after Molnupiravir treatment were 5.86% and 8.59% for COVID-
19 infection, 3.75% and 8.21% for COVID-19 symptoms, and 0.84% and 1.39% for hospitalizations.

17

18

hospitalization and

Bottom Line: All LTC Residents Should Be Considered
for C19 Treatment

Evidence Takeaway Recommendation

* Clinical trial results * We have several * All SNF residents
« High COVID-19 interventions that can evaluated for COVID-19

decrease mortality risk treatment within 48
Treatments have hours of diagnosis

death rates in >65 increasing benefit in * Ready availability of
* Safe and effective older age approved agents: eg
medications Treatments are well- Paxlovid, Remdesivir,

tolerated Molnupiravir

Detailed side by side comparison of outpatient agents
NIH Treatment guidelines

9/12/22
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Preparing for Fall and Winter Surges
Exploring Next Steps

19

Steps SNFs Can Take Now to Prep for
TX Use in Winter Surge

» Perform renal and hepatic function tests and DDI analyses on all patients
to check for Paxlovid eligibility

* Create notes in each resident’s chart for which therapeutic they should
receive if sick with COVID

» Confirm supply of Paxlovid with LTC pharmacy supplier or in-house
pharmacy

* Review pharmaceutical dispensing regulations to investigate possibility of
dispensing Paxlovid in-house if no in-house pharmacy (i.e., often doctors
can dispense, refer to CDPH’s T2T Playbook for more information)

Test to Treat Playbook 23

20

10
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Steps Non-Medical LTCFs Can Take Now
to Prep for TX Use in Winter Surge

+ Identify pathway to get medications for residents if they get sick with COVID
o Is Telehealth an option? Are there infusion centers nearby?
o Make sure patients have up to date renal and hepatic function labs

o Which nearby pharmacies stock Paxlovid and other therapeutics?
= Can be found at HHS’s Therapeutics Locator

21

Other Best Practices
For Medical and Non-Medical Facilities

22

11
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Recognizing COVID-19 in Elderly or Nonverbal Patients
Signs of shortness of breath in
* Check patients for possible signs often to be aware nonverbal patients:
of changes

Lethargy or unusual tiredness
* Possible early signs of COVID include:

o Behavior changes like being more unsettled, expressing
new delusions, wandering more than normal,
eating/drinking less than usual, appearing sleepy

Panting or loud breathing

Sucking in (retraction) at base of throat or ribs
while inhaling

Belly breathing - seeing the stomach extended

o Physical symptoms like headache, warmer than usual or more than usual on inhale
chills, hoarse voice/sore throat, shortness of breathing, Stomach muscles tensing while trying to push
eye infections, runny nose, new/changed cough, nausea air out
or vomiting, unexplained diarrhea Longer time to exhale than inhale
* Non-standard COVID symptoms common in older Tripod stance (leaning over with hands on
adults: knees)

o Delirium, falls, fatigue, lethargy, low blood pressure, Bluish nail beds or lips

painful swallowing, fainting, diarrhea, abdominal pain
Change of mental status/confusion

23

9/12/22

Paxlovid Prescribing Details

24

27

12
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PAXLOVID Patient Eligibility Screening Checklist Tool
for Prescribers

PAXLOVID Patient Eligibility Screening Checklist Tool for Prescribers

Interaction Codes: g Drug Class [
buspirone Sedative/hypnotic fas
Antlconvulsavnt
rr Coadministration of this drug with Serinb ancerdng
Paxlovid should be avoided, dose st v st
. i Anti-infective
should be adjusted or held, or i
. . . . Sedative/hypnotic
special monitoring is necessary, refer clopidogrel Cardiovascular agert
clozapine Antipsychotic el
to Healthcare fact sheet for more EoE T Antlgod [E —
i nfo rm ati on dabigatran Anticoagulants e
i i Muscarinic receptor antagonist
dasabuvir Hepatitis C direct acting antiviral

Coadministration of this drug with
- Paxlovid is contraindicated, refer to

Healthcare fact sheet for more

information

Drug-Drug Interactions

* Drug-Drug Interactions Between Ritonavir-Boosted Nirmatrelvir
(Paxlovid) and Concomitant Medications

* Prescribers can reference drug-drug interaction tools
o DDI Checkers can help guide clinical decision-making: Liverpool DDI
Checker

o Other resources include NIH website, Ontario COVID-19 Science
Advisory Table with recommendations on specific DDIs, FDA EUA fact
sheet and checklist
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Paxlovid vs. Renal Paxlovid

PAXLOVID™
A matrehew tablets (Tonavs tablets
0 pachaged for or s une

s 30 Labiets = § binter Cardh

s € Latbet

O

Renal

PAXLOVID™

[ g RLB A

(mrmarrelve tablets raonave tablets

copachaged for oral use

Lach Carten contaim 20 tabiets in S biter cardy

Lach binter card (ontats 4 Lbieex
* 2 rermatrnbv tabiets (150 g mack)
2 (Ronav Latsiens (100 g ew N

150 mg; 100 mg Dose Pack

Morning Dose  Towe bord Latvkens ot Be wame Trow o
e o ang S potion of the binier (ard (et e ude
fvening Dose  lste ot LIOET # e e D om
e svenig done portion of the binter card (P sie)

ot ane sdes Lomaeers e Attex\ation, Rzl )

* Renal Paxlovid has half the amount of Nirmatrelvir (150 mg vs. 300 mg) component,

ritonavir is the same (100 mg)

» For use in moderate renal impairment (eGFR 230 to < 60 ml/min)
» Paxlovid not recommended in severe renal impairment (eGFR<30)

CDPH Therapeutics Test-to-Treat (T2T) Playbook 27
27
Paxlovid in —
oints
. Clinical and Lab Criteria
Hepatic 1 . &
. Encephalopathy None ild to moderate evere
(grade 1 or 2) (grade 3 or 4)
| m pa I rm e nt Ascites Nore Mild to moderate Severe
! (diuretic responsive) (diuretic refractory)
Mild and moderate Bilirubin (mg/dL) <2 23 >3
*« No dosage adjustment of Albumin (g/dL) >35 28-35 <28
PAXLOVID is needed for Prothrombin time
patients with either mild Sl = %2 ¥
International normalized ratio <1.7 1.7-2.3 >2.3

(Child-Pugh Class A) or
moderate (Child-Pugh Class
B) hepatic impairment.

Child-Turcotte-Pugh Class obtained by adding score for each parameter (total points)
Class A =5 to 6 points (least severe liver disease)

Class B = 7 to 9 points (moderately severe liver disease)
Class C = 10 to 15 points (most severe liver disease)

Severe
» No pharmacokinetic or safety data are available regarding the use of PF-07321332 or
ritonavir in trial participants with severe hepatic impairment (Child-Pugh Class C), therefore,

PAXLOVID is contraindicated in patients with severe hepatic impairment.

Paxlovid Patient Eligibility Screening Checklist

28
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Summary
Main Takeaways

9/12/22

O

29

Summary

» Epidemiological data for CA indicates that Paxlovid and other COVID Tx
could be used more widely, especially in older and LTCF populations
» Clinical trial data shows that Paxlovid has a clear benefit for older adults
o Data is still in early stages, but appears to indicate benefit gets stronger as patients
get older
* It is important to weigh risks and benefits of DDIs, renal/hepatic function,
side effects and symptom rebound with C19 therapeutics but should not

be a barrier to considering patients for treatment, even in
vaccinated/boosted persons

» LTCFs can take steps NOW to prepare for this winter’s surge

» Most impactful step is identifying which COVID therapeutic is right for
each patient and putting that information in their chart

e
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Thank you!
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