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[bookmark: _GoBack]Protocol Amendment Summary Form
	Protocol #: 
	Solidarity 

	Protocol Version #:
	Version 10 of 22 March 2020

	Protocol Title: 
	An international randomized trial of additional treatments for COVID-19 in hospitalized patients
who are all receiving the local standard of care

	Proposed Protocol Amendment #: 
	Version 15 Amendment 4 of 06 August 2020

	Type of amendment:
	[  ] Administrative  [√ ] Substantial 



	Other revisions required? 

	Case Report Form 
	[   ] Yes         [   ] No      [   ] Not Applicable

	Informed Consent 
	[√ ] Yes        [   ] No      [   ] Not Applicable

	Statistical Analysis Plan
	[   ] Yes         [   ] No      [   ] Not Applicable

	Study Manual
	[   ] Yes         [   ] No      [   ] Not Applicable

	Other (specify): 
	[   ] Yes         [   ] No      [   ] Not Applicable


[bookmark: OLE_LINK1]Amendment Rationale: 
This amendment incorporates both substantial and administrative changes requested by …., …. 
Proposed Changes: 
	PAGE/SECTION 
Current page and section number being changed 
	CURRENT 
Language currently in use in protocol 
	PROPOSED CHANGE 
Language proposed 
	JUSTIFICATION 
State specific reason for the change or refer to rationale 

	Synopsis page 4-5
	Background: In early 2020 there were no approved anti-viral treatments for COVID, and WHO expert groups advised that four re-purposed drugs, Remdesivir, Lopinavir (given with Ritonavir, to slow hepatic degradation), Interferon (β1a), and chloroquine or hydroxychloroquine should be evaluated in an international randomised trial.




















Randomisation:  
Adults (age ≥18 years) recently hospitalised, or already in hospital, with definite COVID and, in the view of the responsible doctor, no contra-indication to any of the study drugs will be randomly allocated between
· Local standard of care alone, 
OR local standard of care plus one of
· Remdesivir (daily infusion for 10 days) 
· Chloroquine or hydroxychloroquine (two oral loading doses, then orally twice daily for 10 days)
· Lopinavir with Ritonavir (orally twice daily for 14 days) 
· Lopinavir with Ritonavir (ditto) plus Interferon (daily injection for 6 days).





	In early 2020 there were no approved anti-viral treatments for COVID, and WHO expert groups advised that four re-purposed drugs, Remdesivir, Lopinavir (given with Ritonavir, to slow hepatic degradation), Interferon (β1a), and hydroxychloroquine should be evaluated in an international randomized trial. In addition, WHO  provided guidelines that local physicians may consider when COVID-19 is suspected on clinical management of severe acute respiratory infection. However, following an interim analyses, the interim results of HCQ vs standard of care and lopinavir/ritonavir vs standard of care from the Solidarity/Discovery trials, the Solidarity trial Executive Group decided to stop the HCQ and the Lopinavir/ritonavir arms on the 3rd of July, 2020 due to futility; leaving 3 arms, i.e., remdesivir, Interferon (β1a), and standard of care. 

[bookmark: _Hlk48133421]On the 6th of August 2020, due to a review of the rationale and clinical evidence, the Executive Group of the Steering Committee of the Solidarity trial recommended that a new arm should be opened in the Solidarity trial, to evaluate the clinical efficacy of Acalabrutinib.


Randomisation:  
Adults (age ≥18 years) recently hospitalised, or already in hospital, with definite COVID and, in the view of the responsible doctor, no contra-indication to any of the study drugs will be randomly allocated between
· Local standard of care alone, 
OR local standard of care plus one of
· Remdesivir (daily infusion for 10 days) 
· Acalabrutinib (orally twice daily for 10 days) 
·  Interferon β1a(daily injection for 6 days).

	As at the time of drafting the version 10 of the protocol,  the decision was to evaluate  4 therapeutic agents i.e., chloroquine/ hydroxychloroquine, Remdesivir, interferon and Lopinavir/ritonavir. However, after interim analysis HCQ and Lpr/rtr were stopped due to futility and an acalabrutinib arm has now been added. 


	Overview of study procedures within hospitals
 page 7






































Study population: inclusion, exclusion, and recruitment


Page 7-8
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Regulatory, ethical, and study oversight considerations
Page 13




























































	Procedures within collaborating hospitals
Within each country, the national coordinator invites selected hospitals to join and helps them get ethical approval and supplies of the study drugs (SOP-1). Once an invited hospital has ethical approval and its pharmacy has some or all of the study drugs, patient entry can begin.








2.Consent The study website www.who.int/COVIDcore has printable patient information in local languages, inviting consent to join the study. If laboratory confirmation is not yet available, the information required for consent can be provided to the patient in preparation for when laboratory results do emerge. 









3. Patient details Enter the following information onto www.who/COVIDcore   


5. Drug availability, and random allocation 
- List which of the 5 study drugs are currently available in this hospital (5 yes/no answers, although chloroquine is asked about only if hydroxychloroquine is not available)









A patient is not eligible for the trial if believed by their physician to have a significant contra-indication to any one of the study drugs (eg, serious chronic liver or heart disease or pregnancy)





[bookmark: _Toc35794551][bookmark: _Toc535912853]Study products and study drug regimens
Four potential anti-viral agents, Remdesivir, Chloroquine/Hydroxychloroquine, Lopinavir (given with Ritonavir, to slow hepatic degradation) and Interferon (β1a) are to be evaluated (see SOPs-4 to 7b).



Drug discontinuation and patient withdrawal
The study drug administration must be stopped if the team suspects any serious unexpected drug-related reaction that is life-threatening.
Patients are free to withdraw from study treatment at any time, but could still remain in the study, with in-hospital outcome reported to the study at death or discharge. 
Patients are also free to withdraw from the whole study at any time without any consequence and would continue to be offered the local standard of care (but not be reported on














Adverse reaction reporting








Schedule of assessments
RANDOMIZATION 
Enter into www.who.int/COVIDcore patient identity, concomitant conditions, and severity of disease 


REPORTING OUTCOMES
Enter into www.who.int/COVIDcore  in-hospital treatment (study drug, ventilation, duration of stay) and, if died in hospital, cause of death

















































[bookmark: _Toc32494734][bookmark: _Toc33456702][bookmark: _Toc34609172][bookmark: _Toc35258233][bookmark: _Toc35258453][bookmark: _Toc35794562]Informed Consent Process
Eligible patients will receive a concise description of the study, verbally and in writing. If they wish to join, they must sign their consent electronically beforehand. An electronic image of their signature is retained, but the patient retains the hard copy of the information and consent (SOP 2).




































[bookmark: _Toc35258236][bookmark: _Toc35258456][bookmark: _Toc35794565]




Monitoring protocol compliance
Monitoring to ensure that trial patients are protected, and the reported trial data are timely and complete will be conducted mainly by central data checks, not by site visits (which are avoided, partly to limit spread). Monitoring will be implemented in compliance with international regulations

































[bookmark: _Toc35258240][bookmark: _Toc35258460][bookmark: _Toc35794569]Data sharing 
After the trial has ended and its results have been reported, anonymized data sharing will occur as per the Policy Statement on Data Sharing by the World Health Organization.



[bookmark: _Toc35258241][bookmark: _Toc35258461][bookmark: _Toc35794570]
Publications
This international collaboration is coordinated through the World Health Organization, which is also a sponsor of the trial. Any wholly reliable interim findings will be disseminated rapidly by the WHO. There will be group authorship recognizing the contribution of all national and local investigators and guided by the International Committee of Medical Journal Editors (ICMJE) recommendations.





	Within each country, the national coordinator invites selected hospitals to join and helps them get ethical approval and supplies of the study drugs (SOP-1). The hospitals seeing the greatest number of COVID 19 cases in each country will be selected for the trial. The selection will be done by the public health authority of the country. It is expected these health hospitals will be public health facilities where majority of the citizens would have easy access. Once an invited hospital has ethical approval and its pharmacy has some or all of the study drugs, patient entry can begin. 



2.Consent The study website https://data.castoredc.com/studies has printable patient information in local languages, inviting consent to join the study. If laboratory confirmation is not yet available, the information required for consent can be provided to the patient in preparation for when laboratory results do emerge. 
Once the information has been explained, obtaining consent takes only a few minutes, as the signature process is easy. An electronic image of the signature page is kept, and printed information and original consent stays with the patient, isolated from study staff.     



3. Patient details Enter the following information onto https://data.castoredc.com/studies


5. Drug availability, and random allocation 
- List which of the 3 study drugs are currently available in this hospital.











A patient is not eligible for the trial if believed by their physician to have a significant contra-indication to any one of the study drugs. See section on contraindications.





Study products and study drug regimens
Three potential anti-viral agents/immunomodulators: Remdesivir, Acalabrunitib, and Interferon (β1a) are to be evaluated (see SOPs-4 to 7b).



Drug discontinuation and patient withdrawal
1. The study drug should be stopped if the treating physician considers this is in the patients’ best interest including but not limited to life threatening events
2. The study drug administration must be stopped if the team suspects any serious unexpected drug-related reaction that is life-threatening, with in-hospital outcome reported to the study at death or discharge.
3. Patients are free to withdraw from study treatment at any time, but could still remain in the study, with in-hospital outcome reported to the study at death or discharge. 
4. Patients are also free to withdraw from the whole study at any time without any consequence and would continue to be offered the local standard of care (but not be reported on). 


Adverse reaction reporting
A subset of countries (at least 4 countries to date), will also collect detailed information on adverse events and Serious Adverse Events. Serious Adverse Events must be reported within 24 hours through the study website. Where countries collect more extensive adverse reaction data, those datasets will be included in the Solidarity trial dataset.

Schedule of assessments
RANDOMIZATION 
Enter into https://data.castoredc.com/
patient identity, concomitant conditions, and severity of disease

REPORTING OUTCOMES
Enter into https://data.castoredc.com/
in-hospital treatment (study drug, ventilation, duration of stay) and, if died in hospital, cause of death



Drug specific contraindications
Remdesivir is contraindicated in subjects with previously demonstrated hypersensitivity to any of the components of the products and in subjects who develop resistance to any of the components.

Acalabrutinib
No specific contraindications

Interferon Beta 1a

Hypersensitivity to natural or recombinant interferon beta1a or any of the other ingredients. There is limited data on pregnancy and breastfeeding.
If these conditions are recorded on the baseline case report form, patients will be ineligible for randomization to that arm of the study. Note: This study is being conducted within hospitals. Therefore use of medication will be subject to standard medication reviews (typically within 48 hours of enrolment) and clinical assessments (including appropriate blood tests) which will guide modifications to both the study treatment and use of concomitant medication (e.g. in the case of potential drug interactions). The doctor may decide whether it is appropriate to stop such medications temporarily to allow the patient to complete the course of their assigned intervention. Although all available data on use in pregnancy are reassuring, since the effect of some of the treatments on unborn babies is uncertain, female participants who are not already pregnant will be advised that they should not get pregnant within 3 months of the completion of trial treatment(s).



If a local ethics committee rejects the amendments made to the approved core protocol, central support provided by WHO, including the supply of drugs, according to the originally-approved protocol must continue.




Informed Consent Process
Eligible patients will receive a concise description of the study, verbally and in writing. If they wish to join, they must sign their consent beforehand. As indicated in the eCRF, the consent process will take place as per national ethical guidelines, and what is acceptable in the country including whether or not it is acceptable to obtain deferred informed consent. 
When obtaining informed consent, informed consent must be documented by a signed and dated written consent form. As indicated in the eCRF, the signature page photograph will be uploaded in the trial platform using a secure application – GCP compliant- that immediately encrypts and safely store the data.
Methods other than a face-to-face consent interview may be acceptable if those methods allow for an adequate exchange of information and documentation, and a method to ensure that the signer of the consent form is the person who plans to enroll as a subject in the clinical investigation or is the legally authorized representative of the subject. 
Only if acceptable in the country, deferred consent will involve randomization at the investigator's discretion according to criteria that have been explicit during national ethical approval of the protocol, followed by the request for patient's (deferred subject consent) or representative's (deferred proxy consent) informed consent in a later phase. There should be a proxy independent party that would determine whether the patient is incapable or lacks capacity to provide informed consent. If the patient previously declined to consent then deferred consent is not applicable and will not be pursued. Extemporized oral translations/interpretations of the consent form will be avoided
Where deferred consent is not acceptable, patients unable to give consent and without a surrogate will not be included in the study. 
An electronic image of their signature is retained, but the patient retains the hard copy of the information and consent (SOP 2).

Monitoring protocol compliance
Monitoring to ensure that trial patients are protected, and the reported trial data are timely and complete will be conducted mainly by central data checks, not by site visits (which are avoided, partly to limit spread). Monitoring will be implemented in compliance with international regulations. 

The Clinical Trial Unit of the University of Bern  will conduct the monitoring at Global level. The following information forms part of the Global monitors SOPS, we are sharing for information
Clinical Data Monitoring (CDM)
This will include completeness checks for all forms. 
Furthermore, the monitors have identified data points for which plausibility checks would be possible. 
· Patient details
· Date of admission to this hospital: check plausibility (must be prior to the current date and in 2020)
· Randomization:
· Reconfirm none of the study medications are contraindicated: must be ‘not contraindicated’
· Treatments in hospital:
· Study drugs given: check if according to randomization result
· Date started DRUG: check plausibility (must be after date of admission)
· Date stopped DRUG: check plausibility (must be before date of discharge / date of death)
· Outcomes in hospital
Date of death or discharge: check plausibility (must be after date of admission



Data sharing 
[bookmark: _Hlk48145057]Data ownership remains with each investigator and country. The data will be used for the analysis as described in the protocol. After the trial has ended and its results have been reported, anonymized data sharing will occur and their data will be provided to each team of investigators as per the Policy Statement on Data Sharing by the World Health Organization.
Publications
This international collaboration is coordinated through the World Health Organization, which is also a sponsor of the trial. Any wholly reliable interim findings will be disseminated rapidly by the WHO. There will be group authorship recognizing the contribution of all national and local investigators and guided by the International Committee of Medical Journal Editors (ICMJE) recommendations. Any wholly reliable interim findings on mortality will be disseminated rapidly by the WHO and will be published in the names of the collaborators.


	Emphasis added to highlight the role of the national coordinator. Also, it is stressed that COVID 19 patient turnover should be a critical factor in the selection of the hospital. It is expected that these facilities will be public health facilities which guarantees access to all, thereby ensuring equity.




The website has now been updated and the link to the relevant trial document now accessible.













Since only remdesivir, interferon and acalabrutinib are now being evaluated, chloroquine and Lopinavir/ritonavir have been expunged.








Section on contraindications has been updated.







These are the 3 agents now being evaluated in the Solidarity trial









Criteria for discontinuing study medication and withdrawal from the clinical trial has now been updated to provide better guidance and clarity. 















While the protocol was designed to collect mainly SUSARs, some countries have decided to also collect detailed information on SAEs. This fact is now reflected in the protocol.




Weblinks now appropriately updated.














Drug-specific contraindications now added for the 3 therapeutic agents.


















































Additional clarification is now provided on the consenting process, especially with regards to the circumstances surrounding the possible enrolment of the critically-ill patients that are unable to give consent and the peculiarity of the informed consent in countries e.g. deferred consent. 
Emphasis added on the fact that subjects must sign their consent as appropriate. Also, further information is provided about the consenting process.















































More information is now provided on the central data monitoring process.












An elaboration of the data sharing/governance of the study.







Further clarifications provided on the plans for disseminating the outcome of interim analysis on mortality. 
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