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Are we expecting too much?

1988

i_983 World
HIV discovery 1985 AIDS Day 1996
Commercial tests UNAIDS launch
available
1989
1987 Opportunistic infections
1982 AZT treatment guidelines
Blood and perinatal licensed 2002
1959 transmission confirmed 1993 ) WHO ART guidelines
Oldest known HIV+ 1985 AZT generics
blood sample (retrospectively) 1981 AZT 1996
CDC publishes in vitro HAART therapy
- élisgc?)eery first cas&\ a?vnty /

01/01/1959 31/12/2020

We stand nakedly in front of a pandemic as mortal as any pandemic there has ever been’
Halfdan Theodore Mahler, WHO Director General, Aug 1986
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Scope of presentation oo

Guidelines and guidance
Methodology, availability and quality

SARS-CoV-2 and COVID-19

Pathogenesis and immunity

Novel & fast evolving conditions
Effective and affordable choice of interventions

Way forward ...

Monitoring and evaluation
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Clinical guidelines o

745

Systematically developed statements to assist practitioner and patient decisions about appropriate health care for specific
clinical circumstances

Institute of Medicine. 1990. Clinical Practice Guidelines: Directions for a New Program. Washington, DC: The National Academies Press. https://doi.org/10.17226/1626.

Aim — to promote “best practices” that improve outcomes of treatment

— outcomes identified in clinical trials are reproducible in normal practice
— rapid and universal adoption of an effective treatment leads to optimal treatment for the whole population
— an option for improving the quality of care

Problems and limitations

— scientific evidence about what to recommend is often lacking, misleading, or misinterpreted

— recommendations are influenced by the opinions and clinical experience as well as composition of the guideline
development group

— patients' needs may not be the only priority in making recommendations
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Novel and fast evolving outbreaks e e

Research in emergencies

Why are randomized controlled trials so important?

Observational study Randomized trial
Observed effect = True effect + Selection effect Observed effect = True effect

Research vs. Care

Confidence interval
-~

Requires research integrated with care

Expended access e i T
Ethical principles need to guide the interventions ol Lo ‘-..,Hm_mi‘;-m':'fﬂ"
Aim to addresses uncertainty about the safety and efficacy of the interventions S |
Prioritization of candidate interventions I |
Choosing appropriate design and sample size - Puerall result

b — — _ lshgnificant towards
Standardized approach with broad outreach to address heterogeneity

[ F.
4 - B

intereertion

Favirs intervantion Favors contrsl
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Cognitive biases

Systematic pattern of deviation from norm or rationality in judgment

Example in COVID-19

LLL‘:‘\'Y\

Ambiguity (risk) Inclination to adopt off-label therapies when other strategies Prophylactic vs.
avers?ony (prone positioning, conservative fluid management) do not result  therapeutic

in rapid, observable improvements in clinical condition anticoagulation
Action Decision to use an unproven medication as part of treatment plan niEl@yElees e

(commission) bias  because... “doing something is better than doing nothing” AeEE,

Ribavirin
Easily recalled information incorrectly guides decision making ... Tocilizumab,
Availability bias “It’s a cytokine release syndrome!”” therefore Anakinra,
>>>> Prescribe anticytokine drugs Sarilumab

https://doi.org/10.1016/j.chest.2020.05.548
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Cognitive biases (...cont’'d) s

Systematic pattern of deviation from norm or rationality in judgment

ACE inhibitors,
ARBs, NASIDs

Framing effect Need to consider information independently (is medication A with
90% cure rate superior to medication B with 5% failure rate ??77?)

High vs. lower

, Realization that physicians can often be wrong, despite best PEEP, failure to
Overconfidence . . :
intentions consider lung
recruitability
Access to care —
: Fatalistic attitudes regarding outcomes while COVID-19 base elderly or
Representativeness : . 1 I :
bias rates, true prevalence of disease, residual morbidity and mortality individuals with
is still evolving underlying
conditions

https://doi.org/10.1016/j.chest.2020.05.548
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WHO clinical guidance - global o o
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3 Clinical Care for

: Severe Acute
Clinical management of COVID-19 : Respiratory Infection ' Toolkit COVID-19

Corticosteroids for COVID-19 . P y U g gl .
Interin guldunce o e s se of chest imaging in COVID-19
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https://www.who.int/emergencies/diseases/novel-coronavirus-2019/technical-guidance/patient-management

15-Oct-20 | Title of the presentation 9



BPEMEHHbIE
METOANHECKWE
PEKOMEHOALWW

MPODUNAKTUKA, AMATHOCTUKA
1 JIEMEHME HOBOW KOPOHABWPYCHOM

UH®EKLIMWX (COVID-19)

Bepcwn 7 (03.06.2020)

MUHHMCTEPCTBO
3APABOOXPAHEHMA
POCCHMHUCKOW ®EAEPALIAW

https://static-0.rosminzdrav.ru/system/attachments/attaches/000/050/584/original/03062020_%D0%9CR_COVID-19_v7.pdf

COVID-19 national guidance

CorIERREBIscaso 2019 (COVID-19)
Treatment Guidelines

How 1o Cite the COVID-19 Treatmen! Buidelines:
COVID-18 Treatmend
Health, Available at |

w8 2019 (COVID-18) Treatment Guidalines. National Institutes of
5.0ilgow. Accessed [inseri date]
pdales thi recommandations in thase guidelings as new infarmatian
e mosA recent vérsion of the guidelines can be ound on the

1 Streatmentguidelines nib g, -

e
The COVID-1% Treatrant Guidalines Panal ragulan
00 the management of COVID-19 becomes availad

COVID-19 Treatmend Guidelines website (ilips.

)

World Health
Organization

REGIONAL OFFICE FOR EUI’DPE

74

CLINICAL MANAGEMENT
PROTOCOL: COVID-19

Government of India
Ministry of Health and Family Welfare
Directorate General of Health Services
(EMR Division)

Version 3
13.06.20

https://www.covid 19treatmentguidelines.nih.gov/ https://www.mohfw.gov.in/pdf/ClinicalManagementProtocolforCOVID 19.pdf
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Examples of additional resources s
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Stindigor der fiir
am Rabart Koch-institut #
der letzten o

Andatung vom 09.10.2020 AWMF-Register-Nr. 113/001

Anpassung der Wmmmimiwm Mmmagulnm 2

Anwandung von Remdesivr und Erphnzung dor Hi

Anderung vom 06.08. 2020

passung e Empfehlungen zur intensivmedizinischen Therapie von
Aac 22.07.2020
g —— Patienten mit COVID-19

k zu Er , Diag tik und T pie von Andetung vem 16.07.2020 -Leitlinis
Patienten mit GOVID-19 avar Grati und D S$1-Leitlinie

Andenng 7.
Stand: 08.10.2020 mwﬂ. pass und

Stand 21.07.2020 (Version 3)

Andarung vom 04,07 2020

Erganzung des Informationan bar antirale Thasgisn (Remdesivin

Andenng vom 02 072020
Filr den STAKDS rboMot "
Torsten Fekt Woltgen Gugq::“va Katrin Hesm, Betting Kiug, Rmmmcwm Lilbber, Exphreriang dlar informiaficniic (e snflna Tracighin (L opiisi) Stefan Kluge'231%, Uwe Janssens'2'’, Tobias Welte*", Steffen Weber-Carstens1,
Michaala Niabank. Friscer PIaflin, Katja Retniuss, Stefan Schmiacel, Miram 5. Stagomann,
August Such, bsabed Trebosch, Timo Woll Anderung vom 24.06.2070 it Gereon Schilte’, Bernd Salzberger®, Petra Gastmeier®, Florian Langer’, Martin Wepler*,

Michael Westhoff’, Michael Pfeifer’, Florian Hoffmann?®, Bernd W. Béttiger™®, Gernot
Marx*%"° und Christian Karagiannidis'?*"®

Andening vom 18.00.2020

Andenung vom 10,08, 2020
Ergangung dor Informationen Dber antsirale Tharapien (Rekomaleszonon-Fasma)

Unler Mitwiricung vor: Andarung vom 20.05.2020
Deutsche fur P : N (DGR Federfuhrend:
Deutsche Geselischalt fir Infektiologie o V. (DGI) Andanung m.::f:"-‘“ "Deutsche Gesellschaft fir Internistische Intensivmedizin und Notfallmedizin (DGIIN); Berlin
Diiefchs e F eV (OP) “Deutsche Interdisziplindre Vereinigung fur Intensiv- und Notfallmedizin (DIV1), Berlin
i tar und ; (BiAM) Ainclanung vom 07 053020 .
Paut-Ehrich Institut (PEI)
i»c:‘mm 17.04.2020 : Unter Mitwirkung von:

;rmn i Mo -~ 3Deutsche Gesellschaft flir Pneumologie und Beatmungsmedizin (DGP), Berlin

o Fotan g worm 08.04.2020
f‘,“"' i e m“r:-: wan Hinweisen g Hinweisen 2y “Deutsche Gesellschaft fir Anasthesiologie und Intensivmedizin (DGAI), Nimberg

oute; swerw slaob ki e anirviralor Tharapie und N . Hartatal-
[ STAKOB - SDeutsche Gesellschaft fur Infektiologie (DGI), Minchen

“Deutsche Gesellschaft fir Hygiene und Mikrobiologie (DGHM), Minster
"Gesellschaft fur Thrombose und Hamostaseforschung (GTH), Kéin

“Deutsche Gesellschaft fiur Kinder- und Jugendmedizin (DGKJ), Berlin
N — “Deutscher Rat fir Wiederbelebung (German Resuscitation Council; GRC), Ulm
OARDS Netzwerk Deutschland, Berlin

https://www.rki.de/DE/Content/Kommissionen/Stakob/Stellungnahmen/Stellungnahme-Covid-19_Therapie Diagnose.pdf? _blob=publicationFile
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COVID-19 professional societies guidelines

European Society The ESC Congresses & Events Journals Guidelines Education Research
of Cardiology

IDSA

Guidelines  Public Health Clinical Practice Research Professional Development  Policy & Adw|

-  View all

Eurcpean Seciety of Cardiciogy + Education - COVID-IS and Cardiology

ESC Guidance for the Diagnosis and
Management of CV Disease during the COVID-
19 Pandemic

COVID-19 and
Cardiology

HAVE COVI|

CLINICAL QUE

nome
Last updated on 10 June 2020
DR CTEE orecricr coracimes on o T = &= e =D
America Guidelines on the Treatment
P and Management of Patients with
Exvcute summury st Baagens . COVID-19 1. Introduction
Metmads and Search Fests Pubdahed by ID5A. 41LT020 :E;:I;e-::l.:::"::mmnl Ievels; Rduasio

= Patients with cardiovascular (V) rish facten and eatablished cardiova:
COVID:15 Gukdaine, Part 2 oo Provenson > FI

1 when sultering lram COVID-N f.' .
: FIGO Statement Nzl

« Patients with cardiac ieyary i 18e comtest of COVIDTS have s intrees
21% April 2020

} s st

COVID- 19 Guidedne. Part 3: Diagnostics

mart
o 1k il Yok o s oo

The SARS-Cav.2 cauting COVIDNIS has reached pandemas levels since Mareh 20
of curative medical treatment, COVID-TS exerts an cpiecedented glotal impact
care delivery. Owing to the unexpecied need for large casacities of intensive ci
ability to provice respiratory upport and mechanical ventilation, temoorary red
of retources within haspitals Rave become necessary with relevant consequence
acdition, proteetive raatUres agat SARS Cov.2 gain particulss tignificance

i direct esatact with patients wuMlering from COVID-1D at well 43 for amsstster
without ilection, in veew of finite heafth care resources, health care providers of

Early Pregnancy Guidance

Background

* Comespanding duthor *=Methodaloget

UPDATE (82520

Recommendation i Tocilkumat vi
0 treatment for vevers COVID-19
preumana

)

UPDATE (8/22/20) Vers

» Fmvised recomm st oyt

Tt tratrmeni 4

Recommengation 7 Convalescert
planraa o #u Commealeicent plavma
e Rt sl ol Ffwis

https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/

consideration on hew 1o prioritize sccess to care for individual patients as well
while ot W Of note, assays to Seted
and symptomatic patients have |'||pnrkll|k Nemitations s torna of senuitivity and
complemenie by tests far antisodies to identify those that airwady have been |

SARS-CoV-2 not onfy causes viral pneumonia but has major implications for the|
risk factors including male sex, advanced age, diabetes, hypertension and obesi
estazished C and cereteovascular disesse have been identified a3 particulsrly

Obstetricians-gynecologists believe sirongly in providing the best advice and care to assist
women in the many choices they face as they plan a pregnancy. Timing pregnancy in order to
optimise woman's health before conception improves the likelihood of an optimal perinatal
outcome.

Investing in the health of women is an investment in the health of this and future generations.
Yet, COVID-19 has made planning for pregnancy even more challenging. Ideally, women are
counselled to take pre-conception folic acid for three months, make sure underlying medical
problems are well-controlled, and achieve an ideal body weight before attempting to conceive.

This means effective use of contraception allows women to time pregnancies. Despite such
recommendations, 50% of pregnancies are unplanned, or surprises. During COVID-19, easy
access to contraception has become a barrier in several regions. Women may be balancing
personal economic dilemmas, the concern of a biological clock, and the unknown impact of a
COVID-19 infection on pregnancy. Each woman makes a decision about conception that
reflects her personal needs and desires. Historically, the relationship between high mortality
events such as this pandemic and the prediction of future fertility is complicated. Events like
hurricanes, earthquakes and famines have been associated with decreased number of births
nine months later.

https://www.escardio.org/Education/COVID-19-and-Cardiology/ESC-COVID-19-Guidance/  https://www.figo.org/resources/covid-19-resources
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WHO COVID-19 care pathway oot

Version of 27 May 2020

Screen for
COVID-19

{Hospital

Acuity-
based triage

Clinical COVID-19 R?r'grise
assessment treatment St

Various facilities or home

Mild or low risk

{Pharmacies

moderate

’—[Hospitals ]

> High risk moderate,
severe and/or critical

Not a suspect/COVID-19 case

Non COVID-19 care pathway

28-May-20 | Title of the presentation
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COVID-19 meets influenza care pathway
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COVID-19 meets Influenza Treatment Pathways

Screened for COVID-19

Acuity-based triage

Hospital

e

Primary health care center

-

COVID-19 testing center

COVID-18 +

Sample
collection

COVID-19 -

Telemedicine hotline

-

—>1 Screened [~ —

Clinical Assessment

Separate rooms

Clinical Treatment

Test for
COVID-19 (if
not already

Require

hospitalization? Yes

done) and

COVID-19 (+) separate room / cohort

Influenza

|

if not

Cohort

Home Care or Long
Term Care Facility

COVID-19 () |g Pt
Influenza () [

Without With

isolation isolation

CQOVID-19 (+) and Influenza (+)
coinfection separate room / cohort

I

Influenza (+) separate room / cohort

Standard + Droplet + Contact Precautions

Airborne precautions for settings where aerosol generating procedures are performed

Discharged
from hospital

Non-COVID-19 / Non-Influenza ¥
treatment pathways including post-
discharge support (e.g. mental
health needs, rehabilitation)

COVID-19 or Influenza Treatment by

Primary Health Care

| ENSURE INFECTION PREVENTION AND CONTROL MEASURES ARE OBSERVED AT EVERY STEP IN THE PATHWAY
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Clinical management of an adult with mild COVID-19 e

No symptoms or mild upper respiratory tract symptoms or cough, new bout of myalgia or asthenia
No new shortness of breath or reduction in oxygen saturation

Epidemiological management until confirmed as COVID-19

Baseline assessment — (Is it a mild case?) address alternative diagnosis and underlying conditions
Determining setting of care

Ll

herapy

|

— Similar management to seasonal flu, advise to rest

— Antipyretics generally not required, but paracetamol or ibuprofen may be considered for symptomatic relief

— Do NOT prescribe:
Antibieties (unless there is evidence of concurrent community acquired (bacterial) pneumonia)
Dexamethasene or other certicostereids
Any other experimental treatments outside of clinical trial (eg. azithromyein, favipiravi,
hydroxychloreguine, inteferon, redemsivir, tocilizamab, etc)

— Continue with therapy for preexisting conditions
Inhaled and oral steroids for asthma or COPD similar to its use in viral exacerbation,
do not use nebuliser

15
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Therapy

— Continue with therapy for preexisting conditions
Conditions managed with immunosupressants — change or cease only with assessment of
treating physician
Diabetes and cardiovascular disease — continue ACE inhibitors/ARBs unless new
contraindication develops, continue use (no change of dose) of insulin, other diabetic
therapies or statins

Infection prevention and control measures for patients managed at home
Instruct patient and family members to watch for signs of deterioration
Deploy pulse oximetry devices if feasible

Monitor for symptoms persisting longer that 4 weeks

Ll

Escalation of care

— Transfer if patient develops symptoms or signs of moderate or severe COVID-19
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Corticosteroid treatment for severe and critical cases bissoell Cece:

(#

Recommendation 1)
Disease severity

- We recommend systemic corticosteroids rather than no
corticosteroids for the treatment of patients with

iii Population

This recommendation applies only

to people with these characteristics: v v v
Absence of signs $p02<90% Requires life severe and critical COVID-19 (strong recommendation,
of severe or ©on room air sustaining treatment . .
Patients with critical disease based on moderate certainty evidence)
Respiratory rate Acute respiratory
ng\t;li :jr?le: >30in adults distress syndrome .
Raisedri;pigatory Sepsis Recommendation 2)
te in chi . . .
:g:s"ofm:: Septic shock We suggest not to use corticosteroids in the treatment of
respiratory distress patients with non-severe COVID-19
(conditional recommendation, based on low certainty evidence)
Recommendation 2 Recommendation 1
515 Interventions compared
Usual Corticosteroids
supportive care Suggested regimen Acceptable alternative regimens

No Dexamethasone Hydrocortisone Methylprednisolone Predniscne
corticosteroids
as 10 me

Oral or intravenous Intravenous Intravenous Oral

Every 8 hours () Every 6 hours () Daily for https://www.who.int/publications/i/item/WHO-2019-nCoV-Corticosteroids-2020.1
https://app.magicapp.org/#/guideline/4446

aily for ) )
(1] - for 7-10 days ./ for 7-10 days /" 7-10 days




Global COVID-19. -
Clinical. Data Platform.

Contrlbute your COVID 19 hospltallzed patient data and
help inform the development of optimum clinical
management strategies

Email us at: covid clinplatform@who.int to request further information or login credentials.
Website: https://www.who.int/teams/health-care-readiness-clinical-unit/covid-19/data-

platform
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How to implement change in clinical management of novel and emerging infections?
Supportive care

— Apprise performance and ensure minimal standards of care are met
— Ensure equity in quality care delivery — utilize Hawthorne effect across the health care system
— Engage in advancing supportive care — search for better or more effective solutions

745

Refresh understanding of underlying concepts

Pathophysiology, patho- and immuno- genesis

Get abreast with therapeutics modes of action

Consider limits of diagnostic tests

Understand capacity and mode of operation of equipment used
Reconsider ethical principles

A

Novel conditions require novel solutions

— Avoid loosing time and resources generating poor quality evidence — massive research effort is needed
— Embrace paradigm that clinical medicine is based on well designed research

Governance

— Clinicians adequately represented in decision making of preparedness and response activities
— Avoid politicization and conflicting interests 19
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