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— |t was a strange illness — the editorial
Early Transmission Dynamics in Wuhan, China, in NEJM revealed as mUCh (March 26,

of Novel Coronavirus—Infected Pneumonia 2020, N Engl J Med 2020; 382:1268-1269 DOI:
Qun Li, M.Med., Xuhua Guan, Ph.D., Peng Wu, Ph.D., Xiaoye Wang, M.P.H., Lei Zhou, M.Med., 10-1056/N EjMe2002387)

* Even the WHO - reported a strange

e Earliest report was a documentation of disease — pneumonia of unknown cause

the first 425 cases (march 26, 2020, N Engl J Med ffacting 44 in Wuhan chi
2020; 382:1199-1207, DOI: 10.1056/NEJMo0a2001316) affecting 44 in Wuhan china) _
(https://www.who.int/csr/don/05-january-2020-pneumonia-

A corona virus of-unkown-cause-china/en/)
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Total and daily confirmed COVID-19 cases, World

The number of confirmed cases is lower than the number of total cases. The main reason for this is limited testing.

2.5 million Total confirmed cases
The World Health
N Organization on
2 million yesterday
22/04/2020 warned
that the coronavirus
1.5 million . . .
crisis will not end
any time soon, with
B many countries only
1 million

in the early stages of
the fight, as the
global death toll
500,000
surpassed 180,000.
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Source: European CDC - Situation Update Worldwide — Last updated 22nd April, 11:30 (London time)  OurWorldIinData.org/coronavirus « CC BY

The period beginning mid March 2020 has seen a sharp rise in cases worldwide as local
community transmission took over from imported cases



Our World
in Data

Total confirmed COVID-19 cases: how rapidly are they increasing?
= Africa

The number of confirmed COVID-19 cases is lower than the number of total cases. The main reason for this is

limited testing.
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Source: European CDC — Situation Update Worldwide — Last updated 22nd April, 11:30 (London time)
To bring the pandemic to an end, every country has to bring the curve of daily cases down to zero.



Count

200

About 60% of all cases worldwide are male

Deaths by age and sex
n = 663

400

Sex of case

MALE
200 FEMALE
UNKNOWN

100

25-34 35.44 45.5 60-64 70-79

-‘Age Groug

B0+
Source: XMART submissions

Note: Most death reports are from EURO Member States

Female: 253 (38.1%)
Male: 499 (60.2 %)



Daily confirmed COVID-19 cases and deaths, World

The confirmed counts shown here are lower than the total counts. The main reason for this is limited testing and
challenges in the attribution of the cause of death.

Daily confirmed cases
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Source: European CDC - Situation Update Worldwide — Last updated 22nd April, 11:30 (London time)  OurWorldInData.org/coronavirus « CC BY

Actual total death toll
from COVID-19 is likely
to be higher— this is due
to limited testing and
problems in the
attribution of the cause
of death; the difference
between reported
confirmed deaths and
total deaths varies by
country

Besides, how COVID-19
deaths are recorded
may differ between
countries (e.g. some
countries may only
count hospital deaths,
whilst others have
started to include
deaths in homes).



Case fatality rate of the ongoing COVID-19 pandemic

The Case Fatality Rate (CFR) is the ratio between confirmed deaths and confirmed cases.
During an outbreak of a pandemic the CFR is a poor measure of the mortality risk of the disease. We explain this in
detail at OurWorldInData.org/Coronavirus

Italy
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World
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Source: European CDC - Situation Update Worldwide — Last updated 22nd April, 11:30 (London time)  OurWorldInData.org/coronavirus « CC BY
Note: Only countries with more than 100 confirmed cases are included.

The case fatality rate is the number of confirmed deaths divided by the number of confirmed cases.
The trajectory for each country begins on the day when that country had 5 confirmed deaths.



Coronavirus: case fatality rates by age Our World

Case fatality rate (CFR) is calculated by dividing the total number of confirmed deaths due to COVID-19 by the number of confirmed cases.
Two of the main limitations to keep in mind when interpreting the CFR:
(1) many cases within the population are unconfirmed due to a lack of testing.
(2) some individuals who are infected will eventually die from the disease, but are still alive at time of recording.
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Data sources: Chinese Center for Disease Control and Prevention (CDC); Spanish Ministry of Health; Korea Centers for Disease Control and Prevention (KCDC).

Onder G, Rezza G, Brusaferro 5. Case-Fatality Rate and Characteristics of Patients Dying in Relation to COVID-19 in Italy. JAMA.

OurWorldinData.org — Research and data to make progress against the world’s largest problems. Licensed under CC-BY by the authors Hannah Ritchie and Max Roser.

Children and young people below 30 years of age have largely been spared



How fast the severity of the new coronavirus
infection progresses

Well no
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symptoms of breath
after nset of Hospital ARDS Icu
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:> Critical
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C. Huang et al Lancet 2020



Radiological changes in COVID -19

» 81 patients admitted Dec 20, 2019 -Jan 23, 2020, 42 (52%) men and 39 (48%) women, and the
mean age was 49-5 years

* COVID-19 pneumonia manifests with chest CT imaging abnormalities, even in asymptomatic
patients,

* With rapid evolution from focal unilateral to diffuse bilateral ground-glass opacities that
progresses to or co-exists with consolidations within 1-3 weeks.

* Combining assessment of imaging features with clinical and laboratory findings could facilitate
early diagnosis of COVID-19 pneumonia.

Articles l
Lancet Infect Dis 2020;
20: 425-34
Fublished Online Radiological findings from 81 patients with COVID-19 @+§ ()
Febmwary 24 2020 ek

hittps://dhoi.ong/ 10 1016/ pneumonia in Wuhan, China: a descriptive study

514?3-3D99I?ﬂj}3u35-q Heshui Shi*, Xiaoyu Han®, Nanchuan [iang®, Yukun Cao, Osamah Alwalid, Jin Gu, Yanging Fant, Chuansheng Zhengt



(A) Day 3 after symptom onset:
multifocal consolidations
affecting the bilateral,
subpleural lung parenchyma.

(B) Day 7: the lesions had
increased in extent and the
density became
heterogeneous, with internal
bronchovascular bundle
thickening.

(C) Day 11: previous
opacifications being
dissipated into ground-glass
opacities and irregular linear
opacities.

(D) Day 18: further resolution of
the lesions. The patient was
discharged from hospital 2
days after the final scan.



 Lung abnormalities during the early course of COVID-19
infection usually are peripheral focal or multifocal ground-
glass opacities affecting both lungs in approximately 50%-
75% of patients.

*As the disease progresses, crazy paving and consolidation
become the dominant CT findings, peaking around 9-13
days followed by slow clearing at approximately 1 month
and beyond.




KENYA updates by 23/04/2020

Covid-19 in Kenya ‘STAR

. Tested _ 15’124 First case was reported on March 13, 2020
@ Confirmed Cases @ Active Cases New Cases
° Confirmed — 303 {55% are @ New Deaths @ New Recoveries
imported} 35 350
e Deaths — 14 (10 males) . Y00

* Recovered — 83 (27%)
e Active cases — 206

25 250

20 200
* CFR 4.6% (Global 6.3%) , L
* Top affected counties
* Nairobi v o
* Mombasa 5 50
 Kilifi
* Mandera io 8 .

e Kiambu =
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PROPORTION (%)

Fever

Distribution of symptoms

Only 42% of cases are symptomatic

55%
48%
20%
|Iii|

Cough

Difficulty in Sore throat
breathing

n= 91

16%

Others Headache

SYMPTOMS

2%

Running Sneezing
nose

General
body
malaise

Chest pain



AGE (YEARS)

o0+ Years

30-39

15-29

Below 15

Age and sex distribution of the cases

Male [58%) Female (42%)

10 (5%) .IEIE%]

3 (1%) Ila (1%)



Case Fatality — distribution by age and sex

1

Below 15 15-29 30-59 60+ Years

M Female W Male



COVID-19 and HIV



Our World

Coronavirus: early-stage case [alalily rales ur e
by underlying health condition in China inDatz

Case fatality rate (CFR) is calculated by dividing the total number of deaths from a disease by the number of confirmed cases.
Data is based on early-stage analysis of the COVID-19 outbreak in China in the period up to February 11, 2020.

10.5%—‘

Cardiovascular
disease

7.3%

Diabetes
, _ 10.5% of people with a cardiovascular disease
Chronic I"eSDC;_Fa’EOFY who were diagnosed with COVID-19 died.
ISease

Hypertension

Cancer

Individuals with underlying health conditions

No health condition 0.9%
are more vulnerable than those without.

Data source: Novel Coranavirus Pneumonia Emergency Response Epidemiclogy Team. Vital surveillances: the epidemiological characteristics of an outbreak of 2019 novel coronavirus

diseases (COVID-19)—China, 2020. China CDC Weekly.
OurWorldinData.org - Research and data to make progress against the world's largest problems. Licensed under CC-BY by the authors.

High case fatality has been observed among people with comorbidities



COVID-19 and HIV w;«"\f, World Health

| . .
N ngér" Organization

- Patients with severe immunodeficiency usually have high risk of
complications with any infectious disease

« Six reports of HIV-CoVs co-infections
(HIV/SARS - Wong, 2004; HIV/MERS - Salahoub, 2015; HIV/COVID19 -
Zhu, 2020; Guo, 2020; Joob, 2020)

- Mild moderate CoV disease despite severe immunodeficiency — all
cases recovered

»  PLHIV low CD4 & COVID similar outcomes to non-PLHIV (Guo, 2020)

« Defective cellular immunity in HIV infection could paradoxically be a
protective factor?

« Potential therapeutic role of HIV protease inhibitors?
« Lack of SARS in AIDS patients hospitalized together (Chan, 2003)

« None of 19 PLHIV hospitalized at the same ward with SARS patients in
a hospital in China got infected, despite many HCWs caring both groups
got SARS-CoV - due to Protective effect of ARVs?

Slide adopted from talk by Meg Doherty April 037 2020 talk
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Efficacy and safety of ARVs for the treatment and prevention LBl
of SARS, MERS or COVID-19 S s AR5, MR 0 OV 13 i st

arth S0l | hopm ool orge v oo Lo

Use of ARV as treatment for CoV infections

« 22 observational studies on the use of ARV drugs (most studies using LPV/r as treatment).

+ 20 studies reporting treatment outcomes, 3 studies with SARS, 6 studies with MERS,11 studies with

COvVID-19

« (Of 227 patients given LPV/r, 2 deaths were reported by 22 obs studies. Timing, duration and dose of
treatment varied, and several studies provided co-interventions
The certainty of the evidence is low across all 3 diseases: Small sample size , only two studies provided
comparative outcomes (one using historical controls) and none were randomized.
» 1 RCT: patients with severe COVID-19 receive LPV/r (400mg/100mg twice a day) vs SoC for 14 days: 28 day

mortality was numerically lower in the LPV/r group (14/99) compared to the control group (25/100) but this
difference was not statistically significant.

Use of ARV as Prevention (PEP) for CoV infections

» 2 studies reported a possible protective effect of LPV/r as post-exposure prophylaxis (SARS and MERS). The
certainty of the evidence was very low due to uncertainty and limited sample size.

25 registered trials planning to assess the safety and efficacy of ARVs for the treatment of coronavirus infection (23
for the treatment of COVID-19).

« 19 asse55|ng LPV/T, 1 assessing upboosted LPV, 1 assessing ritonavir, 1 darunavir and cobicistat, j}\assessing

World Health

Sbi:d.enadopted from talk by Meg Doherty April 037 2020 talk & Organization



LPV/r in patients with severe COVID-19 (R) Yoo veaith

[ ORIGINAL ARTICLY ll

A Trial of Lopinavir—Ritonavir in Adults
Hospitalized with Severe Covid-19 v Key findings;
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Trial found no benefit of giving LPV/r in COVID-19 on clinical improvement
or mortality in seriously ill patients with COVID-19 compared to standard of care alone.



How does COVID-19 affect people living with HIV?

* No definite answer yet

* There is no evidence to suggest increased risk of infection and increased
severity of illness for PLHIV%unIess they are immunosuppressed +/- co-
infections or co-morbidities).

* PLHIV and not on ART or not virally suppressed may be ISS with a low
CD4 count hence vulnerable to opportunistic infections and more
severe COVID illnesses.

e Suppressed PLHIV on HAART with normal CD4 will be affected by
COVID-19 in a similar way to a person not living with HIV

* Based on other coronavirus-caused disease outbreaks such as SARS (caused b
SARS-CoV-1) and MERS (caused by MERS-CoV), where only a few cases of mil
disease among people living with HIV were reported.



How does COVID-19 affect people living with HIV?

* There is no evidence that PrEP prevents a PLHIV from getting COVID-
19 or that it will help them recover quicker if one uses PrEP.

* People exposed to HIV should get tested and seek medical advice as
soon as possible.
* Need to increase HIV self-testing services

* Older people (>60) and people with other comorbidities (
cardiovascular disease, diabetes, chronic respiratory disease and
hypertension) tend to develop serious COVID-19 illness compared
with others.

* Those living with HIV and are older and/or have other comorbidities must keep
taking their prescribed chronic medication.



How does COVID-19 affect people living with HIV?

* No evidence yet on how COVID-19 impacts people co-infected with
HIV and TB

* People living with HIV who are also living with TB or who are TB survivors
often have lung damage.

* Lung damage may predispose them to serious COVID-19 illness.

* They should pay particular attention to guidance on infection control
practices, such as pyhsical distancing.

* High TB burden countries will need to protect people living with TB and TB
survivors from SARS-CoV-2 exposure (SARS-CoV-2 is the virus that causes the
coronavirus disease COVID-19), to differentiate between those with
respiratory illness caused by TB vs COVID-19, which would require different
clinical management.



How does COVID-19 affect people living with HIV?

 People living with HIV who are on treatment should ensure that they
have at least 30 days of ARVs with them and, where possible, 3 to 6

months supply of ARVs.

 Before the COVID-19 outbreak, WHO already recommended that clinically
stable adults, children, adolescents and pregnant and breastfeeding women,
as well as members of key populations (meh who have sex with men, people

who inject drugs, sex workers and transgender people), could benefit from

multi-month prescriptions and refills.

« Goal is to reduce the frequency of visits to clinical settings and thus exposure.

« Community based services to bridge the gap

« Maintain care especially if treatment interruption especially due to lockdowns and
disruptions to clinic schedules during the COVID-19 outbreak.



WHO recommendations supporting DSD for clinically stable
clients du ring COVID-19 (advise MMD & avoid group meetings)

S

HEN
3-6 monthly ART refills
3-6 monthly clinic visits
WHERE
* ART maintenance at community level
WHO

Trained non-physicians/nurses/midwives can
initiate and maintain ART

Trained/supervised lay providers can
distribute ART

Trained/supervised CHWSs can dispense ART
between clinic visits

Country uptake of clinic visit frequency

Fuery 3 months Every 6 meoths Every 12 mvoanthg

o Clinic uisits o AT refils

L ]
Number of countries




How does COVID-19 affect people living with HIV?

* There is insufficient data to assess the effectiveness of any type of
antiretroviral for treating COVID-19.

* Recent NEJM LPV/r - was not associated with clinical improvement or mortality in
seriously ill patients with COVID-19 compared to standard of care alone.

* The question of whether earlier treatment or different combinations of
antiretrovirals and other drugs could have clinical benefit is an important one that
requires further study.

* A Journal of the International AIDS Society (JIAS) recent syst review on the clinical
outcomes of using ARVs drugs for the prevention and treatment of coronaviruses -
No benefit yet

e SOLIDARITY trial is a multi-arm, multi-country trial of existing drugs already on the
market to treat other diseases to assess if there is any reduced morbidity or
mortality from COVID-19.

e Currently four treatments are included: (1) remdesivir, (2) lopinavir and ritonavir, (3) lopinavir
and ritonavir plus interferon beta, and (4) chloroquine.

* This combined effort will allow comparison of data and speed up the trials overall.



How does COVID-19 affect people living with HIV?

* How will routine care and services and HIV response be affected?

* Funding may in the short-term be diverted to COVID While funding, researchers and
healthcare workers are being diverted to work on COVID-19,

e Essential health services must remain available to PLHIV

* Mitigation efforts -

* services should be offered via telemedicine, multi-month refills of chronic medications, HIV
self-testing services.

* The use of telemedicine for initial symptom screening and triage and psychosocial support
may by critical to facilitate physical distancing and infection control without impacting the
standard of care.

» Effect on health product supply chains, including logistics and shipping (esp with
reduced travel).
* The Global Fund is working closely with suppliers and partners to assess the impact on core

health product supplies and provide recommendations for implementing partners on how to
manage that impact.



How does COVID-19 affect people living with HIV?

* What about AIDS 20207

* The the 23rd International AIDS Conference (AIDS 2020), to be held on 6-10 July 2020,
will become the first virtual edition of the International AIDS Conference.

* Decision was informed by advice from the WHO, UNAIDS, leading global and local
health authorities, and people living with HIV around the globe.

* There is not yet sufficient data on whether people living with HIV are more susceptible
to COVID-19 or more likely to develop severe disease.

* Therefore, we have a special obligation to reduce any potential risk to the HIV community.

* Furthermore, many of those who were planning to attend are now working on the front
lines in the response to COVID-19 around the world.

* We have a responsibility to not put any of these individuals — or their home communities — at
risk, nor redirect their efforts at a critical time in the response to the pandemic.

* More information can be found at AIDS2020.org. .



What is the advice for people living with HIV related to COVID-19?

* Take the same precautions as the general population and adhere to their
specific government recommendations.

Regular hand-washing with soap and water for at least 20 seconds.

Cover your mouth and nose with a tissue, your sleeve or your elbow (not your
hands) when you cough or sneeze.

Put any used tissues into the bin immediately.

Avoid touching eyes, nose or mouth with unwashed hands.

Stay away from work, school, public spaces and other people if you become sick.



What is the advice for people living with HIV related to
COVID-19?

* Continue to take your HIV treatment regularly, as prescribed

* People living with HIV who know their status and are not yet on antiretroviral
treatment should start treatment without delay.

* People living with HIV who are on treatment should ensure that they have at
least 30 days of ARVs with them and, where possible, a 3 to 6 month supply of
ARVs.

* People living with HIV should stay socially connected with networks and
communities using technology where possible and address any stress or
anxiety with friends and your healthcare provider.



Treatment options for PLHIV who get COVID-19

*  Follow current national interim COVID-19 guidelines

Empiric treatment of bacterial pneumonia
& supportive care

Empiric antibiotics- suspected bacterial pneumonia (within 1 hour in outpatient)
» Below 5 years- Amoxicillin DT, IV antibiotics(penicillin and gentamicin)

= Above 5 years- Amoxicillin-clavulanic PLUS erythromycin or azithromycin
Safety of NSAIDS — Paracetamol has been used for management of fevern

Ensure adequate feeds.
= Oral- Preferred route
= NGT — unable to feed/ severely ill patients

» [VF- Vomiting everything or unarousable coma.

Steroids - not indicated



Treatment options for PLHIV who get COVID-19

Follow current national interim COVID-19 guidelines

Medical treatment

Lopinavir- Ritonavir- No role
Tocilizumab and Remdesevir- Clinical trials ongoing.
Zinc
- Impairs the replication of RNA viruses (SARS virus and Influenza virus)

Shown to reduce incidence and duration of flu illnesses.
Australian trial ongoing- Role of IV Zinc in COVID 19

Chloroquine/ Hydroxychloroquinine- Antimalarial.

Alters the cell Ph, which can interfere with the ability of viruses to
escape into the host cell and start replicating.

Activity against SARS-COV1 and SARS-COV2.
Known safety profiles.

Main concerns is cardiotoxicity (QT prolongation), hepatic and
nephrotoxicity.

Dosage: no consensus on optimal dosing- no RCTs yet.
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