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Hot off the Press:

What We Know
Now

Ashkan Javaheri, MD, CMD
Mercy Medical Group, Sacramento, CA

Quote of the Day

« “The situation is very fluid, and it changes hour to hour and day

to day. No one knows how long this pandemic will last and what
its ultimate toll on the health of the world’s population and
economy will be.”

* Dr. Heather D’Adamo’s article in JAGS

CALTCM May 11, 2020
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Epidemiology of Covid-19 in a Long-Term
Care Facility in King County, Washington

» From Feb 28 (first case)- March 18, 2020
« total of 167 confirmed cases of Covid-19 affecting 101 residents,
50 health care personnel, and 16 visitors
* Hospitalization rates for facility residents, visitors, and staff were
54.5%, 50.0%, and 6.0%, respectively
* As of March 18, the preliminary case fatality rate was 33.7% for
residents and 6.2% for visitors; no staff members had died.

CALFCM May 11, 2020

Epidemiology of Covid-19 in a Long-Term
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Take Home Message

* Long-term care facilities are vulnerable to respiratory disease
outbreak

« Staff should expect much better outcome

« Staff working in multiple facilities and transferring patients can
transmit the disease

« Early detection and preparedness can help preventing the
unwanted spread

CALTCM May 11, 2020
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JAMA | Original Investigation
Presenting Characteristics, Comorbidities, and Outcomes Among 5700
Patients Hospitalized With COVID-19 in the New York City Area

Saf

3nd the Nor

. 5700 patients (median age, 63 years).

+ The most common comorbidities were a/gertenswn (3026; 56.6%),
obesity (1737; 41.7%), and diabetes (18

« At triage, 30.7% of patients were febrile, 17.3% had a respiratory rate
greater than 24 breaths/minute, and 27.8% received supplemental oxygen.

 The rate of respiratory virus co-infection was 2.1%.

* 14.2% were treated ICU

* 12.2% received invasive mechanical ventilation,

* 3.2% needed dialysis

* 21% died

« As of April 4, 2020, for patlents requiring mechanical ventilation 3.3%
were discharged alive and 24.5% died

CALFCM May 11, 2020

Take Home Message

« Older patients with more comorbidities are at risk for worse
outcome

« Co-infection with other viral diseases are not common

* ONLY 3.3% of patients who required mechanical ventilation
leave the hospital alive

CALTCM

May 11
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EMERGING INFECTIOUS DISEASES'

Aerosol and Surface Distribution of Severe Acute Respiratory Syndrome Coronavirus 2
in Hospital Wards, Wuhan, China, 2020

itverweak positive/negativet  Rate of positiy, 5

EMERGING INFECTIOUS DISEASES

Aerosol and Surface Distribution of Severe Acute Respiratory Syndrome Coronavirus 2
in Hospital Wards, Wuhan, China, 2020
Table 2

Results of testing for SARS-Cov-2 in general werd,

shenshan Hospital, Wuhan, China, 2020+
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Take Home Message
* Floors are heavily contaminated
* The soles of medical staff shoes might function as carriers
* SARS-CoV-2 was widely distributed in the air and on object
surfaces in both the ICU and GW, implying a potentially high
infection risk for medical staff and other close contacts.
* ICU is worse than general ward
* SARS-CoV-2 aerosol distribution characteristics in the GW
indicate that the transmission distance of SARS-CoV-2 might be
4 m.
e n May 11, 2020 @M May 11, 2020
21 22
EMERGING INFECTIOUS DISEASES
COVID-19 Outbreak Associated with Air Conditioning in Restaurant, Guangzhou, Ta ke Home Message
China, 2020
Table 2
« Droplet transmission can be prompted by air-conditioned
”5 B ventilation and the direction of the airflow.
« To prevent spread of COVID-19 in restaurants increasing the
distance between tables and improving ventilation may help.
* Maybe safer to eat outside and keep your distance.
cALFoM ;,' 1 2020 CALTCM May 11, 2020
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nature medicine

rief Communication | Published: 29 Api 2020
Antibody responses to SARS-CoV-2 in
patients with COVID-19

« Antibody responses to SARS-CoV-2 in 285 patients with COVID-19.

« Within 19 days after symptom onset, 100% of patients tested positive for
antiviral immunoglobulin-G (IgG).

« Both IgG and IgM titers plateaued within 6 days after seroconversion.

« Serological testing may be helpful for the diagnosis of suspected patients
with negative RT-PCR results and for the identification of asymptomatic
infections.

CALFCM May 11, 2020

Take Home Message

« Serological testing can identify asymptomatic patients or
symptomatic patients with negative PCR

« Specificity >99% and sensitivity 96% identify past SARS-CoV-2
infection in people who were infected at least 1 to 3 weeks
previously.

« Antibody test results should not be used to diagnose someone
with an active SARS-CoV-2 infection

CALTCM May 11, 2020
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COVID-19 in Geriatrics and LTC:
ABCD’s of COVID-19

Original Article by Heather D’Adamo,
Thomas Yoshikawa, and Joe Ouslander

Lessons Learned: An Update
Heather D’Adamo, MD

ABCD'’s of COVID-19, then

« Awareness: symptoms
« Behavior: screening; absence of SARS-Cov2 testing;
« Containment: practices to disrupt the spread, PPE

« Decisions: open communication with local, state and federal
entities, advance care planning; create a clinical decision tree

CALTCM

May 11, 2020
COVID-19-Decision Management in the LTCF , Screening to test for COVID-19 in the LTCF
ABCD S Of CDC Recommendations on Who to Test for COVID-19
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New Framework

* CONTAINMENT
» Awareness

New Framework - ISOLATION

* CONTAINMENT IS CENTER
« In the absence of a treatment, when the stakes are high:
* ISOLATION is the name of the game and we should

* Behavior
* Decisions ISOLATE AGGRESSIVELY
G May 11, 2020 @i May 11, 2020
31 32
- .
Awareness /\ Behavior
/ « Continue with no visitors, no in-person meetings, no communal dining or
* Don’t wait for the fever: \ / activities; institute telehealth alternatives
* Prodrome g « Continue with screening residents and staff, but imagine that all are
A ¢ i d e’ infected. DO NOT BE REASSURED BY LACK OF SYMPTOMS
Symptomatic sprea . i « Educate staff on PPE:
* Isolate for any change of condition « N95 masks for those who might be exposed
« Surgical masks for those that might expose
« ISOLATE your staff from the residents
« invest in surgical masks for everyone.
« If known COVID unit: N95 are necessary
A = Algorithm for testing constantly changing (CDC was behind)
@ May 11, 2020 @M May 11, 2020
33 34
« PPE and testing should be put tovu-/ard this goal . Admission/Readmission criteria
* Ifyou halve l'm.e access to test‘mg. « Department of Health is often involved
* physically isolate for very little change; « Isolating/Testing new admissions?
« Everyone wears masks — maybe including the residents?
+ If you have limited access to testing: « COVID facilities
« Consider pooled testing, in consultation with your lab
« Staff testing may be more important than resident testing « Partner with local hospitals and health departments for PPE and
+ If you have unlimited testing: testing
« Test every 5-7 days
« Consider creating a COVID only unit « Be aware of all staff living arrangements. Help them avoid infection!
G May 11, 2020 @i May 11, 2020
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SUMMARY: Take Home Message

+ ISOLATION is the key

+ Imagine everyone in your staff is infected

* Testing and PPE should be used strategically, based on
availability

« Partner with staff, local hospitals, local, state, federal health
departments

» Support CALTCM

Cara e S COVID Treatment Update

President, CEO

CALTCM May 11, 2020 AR PRARMACARE May 11, 2020
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3 « Much of the following information is available at Epocrates COVID drug
therapy trial updates hitps://www.epocrates.com/e/quideline/03 19
=

CALECM May 11, 2020 CALTCM May 11, 2020
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No drug is currently FDA-
Antiviral approved to reat COVID-19
Drug Proposed MOA Drug Proposed MOA
ACEIs/ARBs
(eg, losartan, telmisartan, 5;::“;;’3‘ CpRATI L ES Ivermectin In vitro activity against SARS-CoV-2
ramipri e
Aovaquone Achviy agansl FOA-Gependenl RNA | Lgiavitonavr  nerforos w/ maturaton of ol parices by
e pemarases o (Kale) iiing pease ensymes
H H Interferes w/ host-regulated pathways involved in
Antivirals OPPtinhibitors (eg,  Blocks vraleny; reporedyblocks | Niazoxanide il replicaton rater tan 8 ius-argted
linagliptin) MERS-CoV entry receptor (DPP-4) (Alinia) mechanism; broad-spectrum in vitro activity
gt vanous iuses, icuding oronanuses
P— Binds 0 protease mpicated nvicl | Soimus Targets mTOR complx nvlved i rplcaton of
amotidne (Rapamune) various viruses, including coronaviruses
Favpravir oo converionof asinogen 1o pastin (iasmin
RN dapendent KA poyease (Lystoda, - raci i vea utaca rtan 0 ncrease
i) binding 0 cellular receptors)

Terminates viral replication by binding to

D oo 0 RNk depordent RNA pomarass; | rifonoi It fusion ofvral and colldar morbranes by
emdesivir (EAU) circumvents proofreading actvty by intercalating into membane lpids

Cronuclases

Tt v enty and epicaton v

invacelar akainizaton, inefres w

P [ trseeoane A
CALTCM May 11, 2020 CALTCM ™ impaired glycosylation; indirect
ay immunomodulatory effects
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No drug is currently FDA-
approved to treat COVID-19

Remdesivir

Proposed MOA: terminates viral replication by binding to RN RNA
proofreading activity by exonucleases

FDA approved use: Investigational - EUA issued May 1, 2020

Adult Dose':

+ For adults not requiring invasive mechanical ventilation and/or ECMO - single loading dose of 200 mg IV
over 30 to 120 minutes on Day 1 followed by once-daily maintenance doses of 100 mg IV over 30 to 120
minutes for 4 days (days 2 through 5). If a patient does not demonstrate clinical improvement, treatment
may be extended for up to 5 additional days (i.e., up to a total of 10 days).

Important AEs"
* " Increased liver transaminases

Studies

udies®, progress

: 2 suspendedtenninated
+ 1 complete

CALFCM ) = )

2. ClricalTrals gov i May 11, 2020

No drug is currently FDA-
approved to treat COVID-19

Remdesivir ... what we know

+ Remdesivir in Aduits With Severe COVID-19: A ised, Double-blind, Placebo-controlled, Multicentre Trial’

+ Terminated early due to low enrollment and control of epidemic in China; no difference in time to clinical
improvement or 28 day mortalty i pi w/ 10 daysfom s non- significant difference in time to clinical
improvement and 28-day mortal

. e oo e e groups; ADRs sirilar btwn groups (RDV 66%, placebo 64%); higher
DIC rates in RV (12%) vs placebo (5%)

+ Study considerations: underpowered due to low enrollment; imbalanced baseline characteristics despite
randomization; possible delay in tx start; questionable utiity of subgroup analyses

+ Compassionate Use of Remdesivir for Patients With Severe COVID-19:

- Prospectv, observational study: 53 hospitalzed ps modian 0.8 64y) w/ O: sat <94% on RA of receiving
©: suppor recaived RDV 200 mg IV x1 dose on day i then 100 mg caly  cays (mecian tme btwn sx and
a2 caye) 64% pts i invasive yertiatio, 2wl mimmal 1 10 O Support

+ 68% of pts had improved jory, 57% of pts w/ mech vent extubated, 13% of pts died; 60%
experienced ADRs (23% seﬂousg 23%of pts had elevated LFTs

Study considerations: non-comparative; selection and sampling bias; no prespecified endpoints; duration of flu

shorter than planned; significant proportion had mild dz; delayed tx initiation from sx onset

*+ Adaptive COVID-19 Treatment Trial®
+" Placebo controlled: hospitalized patients
+ Patients who received remdesivir had a 31% (11 days) faster time to recovery than placebo (15 days) (p<0.0001)
Restls also suggested a survival beneft with mortlity rate of 8% for remdesivir versus 11.6% for placebo

CALTCM 1. Wangy ot al. The Lancet. Apri 2, 2020. Wil b coaucalalac PSR

2 a3 oo NEM 1,202, i A A May 11, 2020
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No drug is currently FDA-
approved to treat COVID-19

Hydroxychloroquine / Chloroquine

+ Proposed MOA: inhibits viral entry and repucaucn via i
particles through impaired effects
FDA approved use: Investigational - iR asued Maren 30, 2020
Adult Dose':
* Adults > 50kg - 800 millgrams of hydroxychloroquine sulfate o the first day oftrestment and then 400
milligrams daily for four to seven days of total treatment based on clinical evaluatior

interferes w/ of viral

« Important AEs™:
+ QT intervalprolongaion, Use vith caution in pationts with cardiac disease, QT prolongation,  history of
ventricular potassium or mbalance, and during

with QT interval drugs such 25
drugs. Monitor the during treatment.
. s, peri and cardi may increase risk for arrythmia. Monitor for cardiac injury.
Savere hypaglycamia: HyGroxychloroguine Sulfats has been reportad tb decrease nsulin learance and
resistance. Loss of consciousness in patients with or without the use of antidiabetic medications has been

and some other

reported.
+ FDA Cautions Against Use Outside of the Hospital Setting or a Clinical Trial Due to Risk of Heart Rhythm
Studies?:

18210 orocega for hydrorychioroquine
« Bn process for chloroquin
* 3 complated for hyaroxychloroquine

Y7 EAU o oo, il LSS
CALTCM .

2 Clcarraisgov.
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No drug is currently FDA-
approved to treat COVID-19

Hydroxychloroquine ... some of what we know

+ Hydroxychloroguine in Patients With COVID-19: An Open-label Randomized, Controlled Trial®
+ Multicenter, open-label, RCT; 150 hcsp\tal\zed pts (mean age, 46y, 99% mild or moderate dz, 76% received other
antivirals) randormized 1:1 to SOC, or S s HCQ 1,200 daily X3 days, then 800 mg daily for total of 2-3wk

Based on dg Severty: 17 days mean tme bhwn &x orsel and randomizaton; tudy DIC early based on rosus from
pre-planned interim analysis

difference in primary endpoint of viral clearance (85% HCQ vs 81% SOC) or secondary endpoint of sx
\mprovement rate (67% HCQ vs 60% SOC); higher rate of ADRs in HCQ group (30% vs 9%)

Study considerations: not peer reviewed; randomized but open-label; most pts received other potential antivirals;
delayed tx initiation from sx onset; almost all pts had mild-moderate dz; higher HCQ dose and duration than other
studies

* Outcomes of Hydrorychloroquine Usage in Unied States Veterans Hospitalized Wih Covid-19:

udy; 36 ts (median age 69y) treated w/ HCQ (n=97), HCQ and AZ (n=113),

or supporive care omy (n= 158) 32% of supportive care pts received AZ wio HCQ sicker pts more likely to receive

HCQor HCQ + AZ
Unadjusted analysis: Death occurred in 28% of HCQ pts, 22% of HCQ + AZ pts, 11% of no-HCQ pts; mech vent
occurred in 13% of HCQ pts, 7% of HCQ + AZ pts, 14% of no HCQ pts
Analysis adjustad for baseling mbalances: higher isk of death in HOQ group vs s noHOQ (adjusted HR 261) but
no difference in HCQ + AZ vs no-HCQ; o difference in mech vent in HEGVe n HCQ + AZ vs no-HCQ
Stu wi propensity score amusmd analyss; x bias; cohort
characierstes impact sxtomal vaiiity;dosing and duraton ot provided; crug exposure based on ispensing

May
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No drug is currently FDA-
approved to treat COVID-19

Hydroxychloroquine more of what we know

« No Evidence of Clinical Efficacy of for COVID-19 Infection and Requiring
Oxygen: Results of a Study Using Routinely Collected Data m Emulate a Target Tl
. Obsemahonal cohort study: 181 hospitalized pts (median age 60y, 84 treated wi/in 48h after admission w/ HCQ 600
mg/day; 97 not treated) requiring O: by mask or NC; excl use of other drugs (TCZ, LPV/F, RDV) to treat COVID-19,
ICU care, non-invasive vent w/ positive airway pressure, or mech ve
lay median time btwn sx and admission; HCQ group had lower rates of comorbidities and received add'l abx incl
AZ (ZO%) no-HCQ group had higher rates of confusion at admission; 8 pts in no-HCQ group received HCQ >48h
after admission
No difference in primary outcome (ICU transfer or death by day 7): 21% in HCQ vs 22% in no-HCQ; similar rates of
ieath (HCQ 3%, no-HCQ 5%) and progression to ARDS (HCQ 28%, no-HCQ 24%); 8 HCQ pts had ECG changes
requiring D/C, 1 pt had heart block
Study considerations: not peer reviewed; non-randomized; weighted propensity score model; only incl pts w/ mild
dz; different protocols at study sites; possible selection bias

+ The QI Intervl in Patients With covmg Treated With Hydroxych\oroqume and Acihromyciy

stu pts (mean age, 63y) w/ confirmed SARS-CoV-2 treated w/
FIG0 phis AZ. comarticitiea incl GAD (1190 HTN (6524), GKD (79) DA (205, GOPD (8%), GHE (25): 7% on
amiodarone tx
Mean QTc interval increased from 435 msec at baseline to 463 msec; 30% pts had QTc prolonged by >40 msec;
11% pts developed QTc interval of >500 msec; no cases of torsade de pointes; acute renal failure only predictor of
maximal QTc >500 msec on multivariate analysis
Study considerations: non-comparative; small sample size; pts had other risk factors for QT prolongation besides
HCQ plus AZ tx; HCQ and AZ dosing not provided

CALFCM
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No drug is currently FDA-
approved to treat COVID-19

Hydroxychloroquine ... even more

Hydroxychloroquine and Azithromycin as a Treatment of COVID-19: Results of an Open-Label Non-randomized

Clinical Trial; full-text Int J Antimicrob Agents article

Clinical and Microbiological Effect of a Combination or Hydroxychloroquine and Azithromycin in 80 COVID-19 Patients

With at Least a Six-Day Follow-up: An Observational Study; fu+Il-text Travel Med Infect Dis article

No Evidence of Rapid Antiviral Clearance or Clinical Benefit With the Combination of Hydroxychloroquine and

Azithromycin in Patients with Severe COVID-19 Infection; full-text article

APilot Study of Hydroxychloroquine in Treatment of Patients With Common Coronavirus Disease-19 (COVID-19); full-

text J Zhejiang Univ article

Efficacy of Hyaroxycmomqmne in Patients With COVID-19: Results of a Randomized Clinical Trial; pre-

print medRxiv article

Risk of QT Interva\ Prolongation Associated With Use of With or Without C it

Azithromycin Among Hospitalized Patients Testing Positive for Coronavirus Disease 2019 (COVID-19); access JAMA

Cardiol article

== Assessment of QT Intervals in a Case Series of Patients With Coronavirus Disease 2019 (COVID-19) Infection
Treated With Hydroxychloroguine Alone or in Combination With Azithromycin in an Intensive Care Unit; access JAMA
Cardiol article

== Hydroxychloroquine Versus COVID-19: A Rapid Systematic Review and Meta-Analysis; pre-print medRxiv article

L Earty Hycroxychioroguine i Assodistad it an Inrosss of Survival in COVID-19 Patents: An Obsarvational Study.

ww.preprints 1

1+ 1 ++
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There is no supplement, herb or vitamin
approved tp treat or prevent COVID-19

Herbs

Speculated Benef

Has been suggested for COVID-19 ased o effects & cytokines,
though others raise theoretical concems about cylokme slorm potential

Traditionally used in Chinese medicine for immune boosting against cold/flu, now suggested w/ or w/o other herbs
for COVID-19, but standardization of regimens lacking

Astragalus

Herbs
Supplements
Vitamins

Has been suggested for COVID-19 prevention based on historical use in cold/fu sx relief
Cytokine storm debate. Some suggest OK for prevention, but should d/c @ COVID-19 sx onset, due to possible
immune inflammatory up-regulation; theory based on in vitro E purpurea study on finflammatory cytokine production
in human macrophages and other limited data

Echinacea

Has been suggested for COVID-19 t/prevention based on historical use in cold/flu sx relief
Cytokine storm debate. Some suggest OK for prevention, but should d/c @ COVID-19 sx onset, due to possible
immune inflammatory up-regulation; theory based on i vitro S nigra (Sambucol) study on tinflammatory cytokine
production in human monocytes®

Elderberry

@ May 11, 2020 oo May 11, 2020
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There is no supplement, herb or vitamin
There is no supplement, herb or vitamin

approved tp treat or prevent COVID-19
approved tp treat or prevent COVID-19

Supplements Vitamins & Minerals

it

A’lﬂVVlﬁ( hypothesis. Purported to | epithelial cell SA v in vitro data. +NAC Silver (w"olda') Colloidal silver (silver particles in liquid) isn't safe or effective for tx of any dz/condition, per
(HNAC? proposed as COVI . . oo ) FDA NCCIH
P e  free-radical fihter); antiinflammetory (eg,

o o] COVID d2); resp & e itamin C Reduces inflammatory response and production of reactive oxygen species via anti-inflammatory and
Antiviral hypothesis: Melatonin could indirectly affect ACE2 expression, which s involved in SARS-CoV-2 cell entry. antioxidant properties; supports host defenses and protects host cells against oxidative stress
Cytokine storm hypothesis: Observed | TNF-a, IL- in melatonin supplement users, anti-cxidant eflects proposed (o 1D deficiency prevalence in pts w/ factors assoc w/1COVID risk—older, obesiy, smoker, lung dz—as

Melatonin e e e e ced i . Though , well as winter, |sun, dark skin, certain atitudes, poor diet* vit D's role in immunity; non-COVID resp

: o o infen studies
Qﬁ";‘;‘e" ki £ s“"""" for : 2mg. Vitamin D Megadoses (og, 150,000 U D3 qd x3 days) (o prevent/x COVID-19 prumoted by some media
. influencers, based on vit D use as
s some media
- Cytokine storm debate. Some suggest vit D may cytokine storm i up-regulation linked to

Quinine Influencers hypothesize itmay be as valuable s these drugs against COVID-19
e e severe COVID-19; others suggest vit D could exacerbate i, if taken after sx onsef
AIIIIVIIIV hypotheses. 7'hennzed to mreﬂere w/ACE2. reoeplors that could | COVID-19 entry into cells, & as ionophore impairs replication of various virases, indl coronaviruses, by inhibiting RNA-dependent RNA

" action. In t viral load for other viruses. COVID-19 human clinical trial i a 3 =

Quercetin oo but roeldose ankmonn Zine polymerase; intracellular concentrations increased by HCQ and CQ

Immune boosting hypothesis. Has been suggested for COVID-1
ALTC) . CALTCM
CALTCM May 11, 2020 CALTCM May 11, 2020
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Hot off the Press: What We Know Now
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Other Medication Management Strategies

+ Evaluate medication regimen to reduce the number and length of medication administration
times

+ Discontinue medications that are no longer providing a beneficial effect
+ Change medications to options that can be given once or twice daily

+ Extended release

+ Longer half-life

+ ACE/ARB - Keep using in current patients
+ 4 new observational studies indicate no increase in contracting COVID-19 or difference in
disease process
+ STEROIDS - Avoid systemic use if possible.
. If use is required, ize il
worsening disease progression
+ Late stage COVID infections may require systemic steroids

risk of infection with COVID and potential

* NSAIDS - Keop uoing in curront patients
+ Per EMA and WHO no scientific evidence ishing a link between ibuprofen and
of COVID-19

CALFCM

May 11, 2020

Nebulizers

« Nebulizer use in COVID patients is controversial-2

+ No way to separate virus particles generated from patient versus nebulizer3
« Switch from nebulizer is only necessary when:

+ Patientis positive for COVID-19 or at high suspicion of COVID-19

« MDI with spacer (holding chamber) is available

+ Patient is cognitively and physically able to comply with MDI dosing requirements
« If nebulizer must be continued:

+ Full PPE must be worn during nebulization treatments

Consider switching to long-acting bronchodilators (once o twice daily) to reduce exposure time
and frequency

1Yo 1LY, Wong TW, Tam W, Chan AT, Los 4, o a1 NEngtbea
204380:1731-9

CALTCM LTI

o nfct
HenkthTachmoiogy Assasament 2010Vl 4: No, 46,
(AR
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BE PREPARED
SAVE A LIFE!

CALFCM

May 11, 2020
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? Upcoming Events:

May 18": Mental Health Awareness

CALTCM.org @CALTCM  #CALTCM

May 11, 2020

CALFCM

Save the Date for the following CALTCM events:

Leadership & Management in

Leadership &
Geriatrics: July 31 & August 1 Management

in Geriatrics

46t Annual Meeting:
2020 CALTCM Summit for
Excellence: October 8-10

-
CALTCM Summit for Excellence
Pacific Palms Resort, Cify SPIASEY, CA | 9020

+ Oct8-10

CALTCM

May 11, 2020
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