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Breaking News_

-~

OMICRON -~
The Omicron CCVID-19 variant was first

reported in South Africa on 24'November 2021.

GCOVID-19

The Coronavirus pandemic is sweeping across the world.
Coronavirus is very Fast to evolve against the human
body, several variants of the corona virus appear such as:
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Perspectiva Global Reportagens Humanas
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Organizacdao Mundial da Saude declara novo coronavirus
uma pandemia G

11 Margo 2020 | Satide

v

Margarida Ferreira
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Decisao foi anunciada pelo diretor-geral da OMS, Tedros Ghebreyesus, em Genebra; mundo
ja tem mais de 118 mil infecgoes com 4.291 mortes, a maioria na China, onde a doenga
surgiu; covid-19 esta presente agora em 114 paises; é a primeira vez que uma pandemia é
decretada devido a um coronavirus.
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Solidarity clinical trial for COVID- X +
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UPDATE: Solidarity Trial reports interim results
¢ Global research on coronavirus

disease (COVID-19) Solidarity is an international clinical trial to help find an effective treatment for COVID-13
launched by the World Health Organization and partners. It is one of the largest internatio
«Solidarity” clinical trial for COVID-19 randomized trials for COVID-19 treatments, enrolling almost 12 000 patients in 500 hospital
sites in over 30 countries

The Solidarity Trial is evaluating the effect of drugs on 3 important outcomes in COVID-19
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Em resposta a emergéncia de saude publica

EXCLUSIVO CORONAVIRUS

Hospitais portugueses avaliam
medicamentos para a covid-19 em ensaio
da OMS

Objectivo do ensaio Solidarity Plus é perceber se farmacos ja aprovados podem ser
usados para tratar os efeitos do coronavirus no organismo. Poderao participar
doentes internados com covid-19 maiores de 18 anos.

Ensaio clinico aleatorizado de
fase Ill, pragmatico de
plataforma adaptativa para
testar a Segurang¢a e a Eficacia
de opg¢Oes terapéuticas em
doentes adultos hospitalizados

por COVID-19

O enzaio clinico sera realizado com doentes internados, ndo necessariaments em astado grave

Portugal € um dos 52 paises onde vai decorrer o ensaio clinico Solidarity Plus da
Organizacao Mundial da Satide (OMS), em que vai ser testado o potencial de trés
medicamentos ja existentes como tratamentos para a covid-19. “Estamos neste
momento a aguardar a chegada dos medicamentos a nossa farmacia, devem estar a
chegar hoje ou amanha, para podermos iniciar o ensaio”, explicou o director de
Infecciologia do Hospital Curry Cabral, em Lisboa, Fernando Maltez, coordenador do
estudo em Portugal.
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Solidarity:

—

» Med.Exp.
SOCdo CIC +

1. Remdesg(sem AIM em PT e globalmente)

2. Lopinavir/Ritonavir

3. Interfer 1a) (+ Lopinavir, até 4 de jul)

4. Hidroxic“oquina (ou Cloroquina)

&3

vs. SOC (braco de controlo)

n XXyl

Bracos de tratamento descontinuados em 2020: hidroxicloroquina- 19 jun, lopinavir- 4 jul, interferao- 16 out
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The NEW ENGLAND
JOURNAL of MEDICINE

Remdesivir and three other drugs for hospitalised patients @"'g @

SPECIALTIES ~ TOPICS » MULTIMEDIA CURRENT ISSUE » LEARNING/CME » AUTHOR CENTER PUBLICATIONS s Q with COUI D.19: ﬁ nal rESu Its ﬂf thE WH O SDI idarity

Fxin =  randomised trial and updated meta-analyses

Repurposed Antiviral Drugs for Covid-19 — Interim 40 Sty Tl onscrthon® m
WHO Solidarity Trial Results Summary

Background The Solidarity trial among COVID-19 inpatients has previously reported interim mortality analyses for  Lancet 2022: 399: 1941-53

Author: WHO Solidarity Trial Consortium™  Author Info & Affiliations
four repurposed antiviral drugs. Lopinavir, hydroxychloroquine, and interferon (IFN)-Pla were discontinued for  puslished online

Published December 2,2020 | N Engl | Med 2021;384:497-511 | DOI: 10.1056/NE]M0a2023184 | VOL. 384 NO. 6 futility but randomisation to remdesivir continued. Here, we report the final results of Solidarity and meta-analyses of  May 2 2002
mortality in all relevant trials to date. hitps:/ldol org 10.1016/
S0140-6736[ 22005150

14.221 doentes 2000

hospitalizados 52 paises 600 hospitais

, investigadores
aleatorizados 8
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Solidarity Solidarity PLUS

%}rﬁgﬂﬂl”ﬁﬁﬁ',} Health Topics v Countries v Newsroom v Emergencies v

WHO's Solidarity clinical Med.Exp.
trial enters a new phase
with three new candidate 1.Artesunato

drugs 2.Imatinib
3.Infliximab

Solidarity PLUS trial for promising drugs will roll out
in 52 countries, an unprecedented global
collaboration for COVID-19 R&D

11 August 2021 | News release |Reading time: 2 min (622 words) VS. SOC (bra go de CO“thIO)

The World Health Organization (WHO) has announced the next phase in its Solidarity
trial: Solidarity PLUS will enroll hospitalized patients to test three new drugs in
hospitalized COVID-19 patients.
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Contexto

eEmergéncia de saude publica

eDistanciamento social
elsolamento e medidas de
contencao da propagacao do
virus

eElevada mortalidade
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eEquipas em ambiente de
elevada pressao, sobrecarga
assistencial e exaustao

eDisrupcao na prestacao de
cuidados
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Evolucao do nimero de camas de agudos (adultos): jan de 2020 a dez 2022
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mar 2020 a dez 2022

dios de internamento
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G = d Ec d H KMeios alternativos de recolha dos eConsentimento verbal na presenca cb
eStaO e na pa n em Ia eventos adversos, tais como: telefone, testemunha imparcial
telemedicina eParticipante e testemunha assinam e
datam em formularios separados
*Em casos de incapacidade do
participante dar consentimento devido
a severidade da situagdo clinica ou
menores, podera o representante legal
dar consentir
*Em situagdes agudas de emergéncia
médica, em que o Cl ndo pode ser
obtido por parte do participante ou
. representante legal, o consentimento
GUIDANCE ON THE MANAGEMENT OF CLINICAL TRIALS \ Consentimento pode ser obtido mais tarde se permitido

DURING THE COVID-19 (CORONAVIRUS) PANDEMIC informado pela legislagdo local /

EUROPEAN MEDICINES AGENCY | | M [ k
s8¢ N CE DICINES 1 LT

Heads of Medicines Agencios

Version 4

04/02/2021

Key changes from v3 (27-04-2020): remote source data verification

Monitorizacéo

e N

ePossibilidade de armazenamento e
administracdo em casa do participante

eFornecimento em maior quantidade ao
participante

eStock de seguranca

eTransferéncia dos participantes para
outro centro em caso de rutura de stock

eEntrega na casa do participante

eMonitorizagdo centralizada e revisao
dos dados centralmente

eAtividades adicionais de monitorizagdo
“off-site”: telefone, video, e-mails,etc
eVerificagdo remota dos documentos
fonte

Commission européanna Europess Commissie, 1040 Broxalles Brussel, BELGIQUEBELGE - Tel +32 22091111
(Ofice: F101 08082 - Tel direct line +31 129-83630 \
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Simplificacao e desmaterializacao- contexto pandémico e sobrecarga assistencial

Sistema de randomizacao e de registo de 5. RANDOMIZE - Randomization
dados da OMS: @ castor tumber Cunto p—

51 Available treatment strategios:

Artesumate

Envio de email de Castor ECD para registo e - e irissns Ot
acesso dos elementos da Equipa a Plataforma -

53 If "Any of the study medicati [ i ?'Is equal
to "Yes' answer this question:
Check contraindicated medications

FOrmagéO remota para tOda a Eq u | pa nOS Warning shown if fleld's value is equal to No: WARNING

Contraindicated medications will be removed from the "Study

procedimentos do ensaio- delegation logs O b icncy i scombeti

54 Reconfirm the selected study medications are Contraindicated

Desmaterializac&o do Investigador Master File . p—

In the view of the doctor, are any of the study medications contraindicated? For example because of patient

P I"O Ce d i m e nto p ara a O bte n géo d O C I d O characteristics, chronic liver or heart disease, or a known allergy.
TO RANDOMIZE THE PATIENT, PROCEED TO THE RANDOMIZATION SECTION TO THE LEFT, SEE IMAGE

participante

532 If ‘Check contraindicated medications:" is equal to "'OK"*

Gestao dos ME: AICIB >>> OMS >>> ARS >>> e
Centro de ensaio

Monitorizagao externa remota pela OMS s
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Procedimentos normalizados- SOP

Cumprimento das Boas Praticas Clinicas/ Protecao dos doentes/ Geracdo de evidéncia suportada em dados crediveis

SOLIDARITY PLUS - version 1.0

SOLIDARITY TRIAL PLUS T R&DBIuepnnt

Standard Operafing Procedures ¥ SOLIDARITY TRIAL PLUS R&DElueprlnt
Standard Operafing Procedurez Report Protocol Deviation Form
Contents
SOLIDARITY TRIAL PLUS Step Note To File
World Health Organization SOP-1 APPROVAL OF HOSFITALS TO JOIM THE TRIAL AMD ACCESS TRIAL DRUGS ..o 3 ,:.“.,.. :... =
SOP-2 ACCESS TO GLOBAL ENROLMENT AND RANDOMIZATION CENTER ..o - rom
SOP-3 INFORMED COMSENT FORM... .5 s rotocaliD
SOP-4 PHARMACY MANUAL FOR ARTESUMATE... .0 “ et
SOP-5 PHARMACY MANMUAL FOR IMATIMIS . .11 s Descrpton of maus
An international randomised trial of additional COP-E PHARMACY MANUAL FOR INFLIXIMAE 49
ireatments for C?‘.”DJ 9 in hospitalised patients SOP-7 REFORTING OF MAIN OUTCOMES WHILE A PATIENT IS 1IN HOSPITAL .. 18
who are all receiving the local standard of care . P
SOP-8 REFORTING SAES AMND SUSARS. .o AT
SOP-9 REFORTING OF PROTOCOL DEVIATIONS AND VIOLATIONS ... 10
Standard Operating Procedures and APPEMDIX 1. GLOBAL DATA AND SAFETY MOMITORING COMMITTEE ... 20 - ——
Appendixes AFPEMDIX 2. SOLIDARITY TRIAL GOVERMAMCE oo e 21
AFPEMDIX 3. PROTOCOL AMEMDMEMT HISTORY ... 22
] Neame (signed by)
Version 1.0 o Date fsigned o
April 5, 2021
This SCPs are confidential to frial investigators. | should not be disclosed to others
without permission from the WHO, except to seek the consent of collaborators or
participants.
1
Al C I 3 EE?EQ‘D;“ Margarida Ferreira SENAE%ME) .
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Registo dos dados adaptado ao contexto pandémico e assistencial

Garantia de rastreabilidade, seguranca dos dados, protecao e confidencialidade dos dados pessoais

e-CRF:
STUDY DRUGS
CONFIRM ELEGILIBILITY
CONFIRM INFORMED CONSENT
PATIENT DETAILS
RANDOMIZE
MEDICATION ALLOCATION & DOSING
TRATMENTS IN HOSPITAL

OUTCOMES IN HOSPITAL

Margarida Ferreira
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Study design

Study forms

Participants

Repeating data

Surveys

Statistics

9= Audit trail

Export

Users & roles

Settings

7] o https://who.castoredc.com/studies/gbADxcJmuDcrQop)nQCkTZ/audit-trail

Familiarise Yourself With Castor ¢ Not Live (v.0.01)

Audit Trail

Date

13 May 2024 10:11:03
13 May 2024 09:39:23
13 May 2024 09:38:25
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24
13 May 2024 09:38:24

13 May 202409:38:24

Username

Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:
Margarida Ferreira (margarida.ferreira@chlc.min-s:

Margarida Ferreira (margarida.ferreira@chlc.min-s:

Unidade Local de Saude de Sao José, Lisboa, Portugal; Centro Clinico Académico de Lisboa, Lisboa, Portugal

User role

Participant ID

Event ty
Study op
Audit tre
Study op
Form cre
Form cre
Form cre
Form cre
Form cre
Form cre
Form cre
Visit cre;
Visit cre;

Field cre
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Consentimento Informado do participante

Medidas de minimizac¢ao: European Medicines Agency, “Guidance on the Management of Clinical Trials during the COVID-
19 (CORONAVIRUS) Pandemic”, Version 4, 04/02/2021

PARTE I Certificado de consentimento

Participantes iletrados colocam a sua :

. ~ - . ya Hospital : Cldade:
impressao digital no formulario de CI e — ek
testemunha imparcial presente tem de assinar Poricipante: Testomunha ekada (500
e datar | porticipanie é ilefrado):

Eu li g informacdo ou leram-me g Eu teslemunho que o lolhato
informativo fol Bdo com precko

No caso do participante estar isolado, a
testemunha letrada assina e data apos
consentimento oral do participante e este -

assina/data assim que possivel apos saida do poricpornese esudo. | Contmo que o paricante deu
Isolamento —

| Primeiro & Olfimo nome I Primeire & Oifimo nome
| Assinatura | Assinatura
| Data Data

\\
/
\H/r'

| Impressdo digital

4 [5& igirado *) P

paficipanies Beirodos COoCom @ Sud impressdo Adigital e umd festemunha lefroda
[
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Consentimento Informado do participante
Seguranca, protecdo e confidencialidade dos dados pessoais (ENCRIPTACAO)

World Health ENTER NEW PATINT R s A 3 oo
@ Organization 3.Confirm consent ’ Follow instructions as 4. The uploading process will be indicated (4.1 and 4.2) and once it is
S VP R TS P Ve Y _ completed, you will receive a confirmation (4.3).
Record $01-0002
Frogress @ PPy A shectione mmage of the sigrature page = hept and prnted information and origiesd consert stays with the pafest isolated from stady sta™
—
- I Corsert confirmectt ¥ Patient tgrad Content 2age PROLO apted . Conﬁnu. m - o > - C{\
m s et o wormabopv: as feq?:ired 3
Pa—
8 2 Deteof corsert [‘;.;.;‘ x5 1 v File IC example.pdf upioaded
. successfully.
. Wher obtainedt please ughond sbotogaph uing st the upkond cption below or the GR cade Step 1 of 2: Upload file N
- e - 100% of your file uploaded... )
. ® 13 UnkoadInormed conent shoto As lm:'uctod. m:: possible to SgeP 2{°II2- Er:fr\:Pzt ?gdncsto:eﬂle D)
Cortrm eipbi llplo. nformed nsent lease wait while we are encrypting and storing your file... This
= AT o photograph using :‘I'::I’lh. m generally takes less than a minute.
upload option below or the QR
Carfem consent RE atrt t code to upload from mobile phone
L Jo:aa AR do - b. Scan QR code to upload from mobile phone:
AA @ data.castoredc.com ¢ AA & data castoredc.com ¢
e — 5= informed Consent 1. With the camera opened, point your mobile phone towards the QR code.
Once it is scanned, you will be able to add the photo by clicking on ‘browse’
® 1 UPLOAD INFORMED CONSENT: {'3}

image jpg [2.88 M8) o

® 2 ATTENTION oF -
REMOVE FILES FROM YOUR DEVICE o i
THE FILE(S) YOU ARE UPLOADING CONTAIN -
SENSITIVE DATA IF YOU STORED THEM ON YOUR
DEVICE MAKE SURE TO DELETE THEM AFTER &
UPLOADING
e m——l @
KD Yes
° No Are you sure you compieted all questions? Aler chckang Yes
ASWETS Aanymore

Yoo No

v Q
EoEE

. . o
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Circuito do Medicamento Experimental

Definicao de circuito do ME formularios de registo no centro de ensaio de acordo com a SOP da OMS e BPC

CENTRO HOSPITALAR
RSITARIO DE LISBOA
Hospitzl de CurryCabm\ I )
Servipos Famacdufcos LT
CIRCUITO DO MEDICAMENTO EXPERIMENTAL s fS— Investigational Product (IP) Destruction Form
Ensaio Clinico Solidarity Plus
. - Country / Site: Portugal / ARSLVT
1-  Recegao do s medicaentos do estudo (ME) serdio entregues  nos  Servigos . .
Medicamentn Farmacéuticos — arza de Ensaios Clinicos, pele Promotor ao Farmacutico Master |ﬂUeSlIgﬂtl0l’Iﬂ| Product Inventory LOgl Infliximab 100 mg Vial
Experimental m:spo.n:a\—cl pelo Ensaio Clinico ou o Farmacéutico dasignzdo para o Name IP Imatinib 400 mg Unit || Tablet
SUEIAE: PROTOCOL: ESPONSOR: INVESTIGATOR MAME: SITE NUMBER: Artesunate 60 mg vial
2. Armazenamento Todo o ME recepeionade é armazemado nos Servigos Farmacéuticos — aren SITE ADDRESS: Hoapital de Gy Cabiral INVESTIGATIONAL PRODUCT: (JTHER: Temperature — - ————
de Ensaios Clinieos até & dispensa. 0 acesso ac medicamento experimental Ruiz lvone Sivan & starage requirement for 1P is Principal Investigator Name Dra Nadine Ribeiro
armazerado so pode ser feito pelo Farmacéutico Respoasdvel ou por clemento 1050124 Liskes -
d(slgl_mdn pasa o substimir. O Investigador pode aceder a0 medicamento \. Record of IP sent for destruction
experimental armazenado, apenas paa contralo da execugde do Protocalo.
o IP Riacalpt Information IF Condition IF DI 2l The ible person | ist or desi ) should in the fable below the IP to be
3-  Prescripdo A prescriciio dos ME é da respansabilidade exchusiva do Médico Tnvestizador o ~e Comments destrwed In compliance with ICH-GCP {RZ) and the sponsor's procedures, a full recenciliation
ouea-Irvestigador ¢ serd realizada em folha de srescrigio models do centro [ Exiryith | harbar | Mecsbad | “Bairk [y e [y [T — should be done prier to destruction. Products should not be destroyed before written authorization
de ensaio. L e PV, ([T P - Mg p— il | gy |t peiven | kel from the Sponsor.
4- Dispensa do A di do ME & bilidade do Farmacéutico responsavel ou do Reazon g'r Dgs;mcﬁon
camentn Farmacéutico designado para o substituir, cumprindo as normas legais em X,0(2)
Experimental vigor,
Devemn ser mantidos registos das doses dispensadas, |
5= fior A aragio ¢ administagio do ME sera efeuada pelos Enfarmeins do |
o ¢ preparags G P e
stragio do | esudo. Lrilglmmah 100ma | 330415 04/11/2023 | mxx E
mentn
Experimental i
matinib 400mg LC4361 31/12/2022 | mxx E
6- Devolugdes ¢ O farmacéutico responsivel ouo F cutico designado para o substituir ¢ tablet
inutilizagdes do respoma»t] sela contabilizacdio da medicaglio no centro wravis do
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Desafios logisticos e operacionais
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O VALOR DOS ENSAIOS CLINICOS PRAGMATICOS COLABORATIVOS

Avaliar em simultaneo varios tratamentos ao abrigo do mesmo Protocolo clinico
Recrutar globalmente milhares de doentes

Gerar evidéncia robusta dos beneficios e riscos de intervencoes terapéuticas
Demonstrar o valor do novo modelo metodoldgico

Informacao de suporte a decisao clinica e politica

Responder de forma robusta e rapida aos desafios impostos pela pandemia
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O VALOR DOS ENSAIOS CLINICOS PRAGMATICOS COLABORATIVOS- con’t

The time is now: role of pragmatic clinical
trials in guiding response to global
pandemics

Aws Almufleh'?@ and Jacob Joseph'*

Conclusion
It has been over 50years since epidemiologists Daniel
Schwartz and Joseph Lellouch described the emerging role
of pragmatic clinical trials and their value in generating
evidence readily applicable to real-world clinical settings
[13]. Perhaps a “silver lining” of the COVID-19 pandemic
is that it magnified the need for such trials and will push
the scientific community closer to widespread adoption of
PCTs. The rapid spread of COVID-19 is a reminder that
we need a commensurately swift response in generating
high-quality clinical evidence with rapid implementation.
Pragmatic clinical trials are well-positioned to be at the
foretront of this coordinated response.

BMC 22:229, 2021

Integrating Research into Community Practice

— Toward Increased Diversity in Clinical Trials
Janet Woodcock, M.D., Richardae Araojo, Pharm.D., Twyla Thompson, Pharm.D., and Gary A. Puckrein, Ph.D.

The time has come for stake-
holders in the clinical research
ecosystem — the biomedical in-
dustry, policymakers, govern-
ment agencies, contract research
organizations, and patient advo-
cates — to support the develop-
ment and long-term sustain-
ability of an infrastructure that
unites clinical research with
clinical care.

N ENGL J MED 385: 15, October 7, 2021
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Muito obrigado pela vossa atencao.
Thank you for your time.
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