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 Welcome and introduction

* Recruitment update + projections
* Frequently Asked Questions (FAQS)
* What's next?
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« Gut microbial dysbiosis has been linked with increased immune activation and various inflammatory
markers — and may be a risk factor for serious non-AIDS events

Background

» To date, many studies into the gut microbiome of people with HIV are limited by
« Sample size
* Alack of control for key confounders (particularly diet and sexual practice)
» Lack of association with hard clinical endpoints
» Cross sectional study designs

* In order to inform future interventional strategies, larger, well characterised cohorts with adequate
follow-up are needed

The EuroSIDA / MISTRAL protocol was therefore designed in order to address this need
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Study Design

» Observational study

« Aim to recruit up to 1,000 participants from established EuroSIDA sites.

» Participants can be existing EuroSIDA participants or new persons followed at a EuroSIDA site

» Blood and stool collection and MISTRAL questionnaire will occur at baseline and one follow-up visit

» Follow-up clinical data collection will occur during yearly EuroSIDA data collection (Oct-Dec) for all
MISTRAL participants — hoping to find funding to continue FU post-MISTRAL

» Asides from the additional sample collection and questionnaire, all other data collection and study
procedures are the same as EuroSIDA
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Primary objective

» To strengthen and evaluate the understanding of the association between the gut
microbiome composition and the risk of developing serious AIDS and non-AIDS events
(SNAESs), including cardiovascular events

Secondary objectives

» To evaluate the associations between the gut microbiome composition and function and
pathologic increases in inflammation and coagulation mediators in PLWH

» To develop a risk score which makes use of information in the gut microbiome as well as
other risk factors separately for the different endpoints.
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« 21 open sites, from 11 countries o T e
* 19 sites have recruited at least one participant e it
» 450 enrollments, 259 of which are non-EuroSIDA

participants
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Recruitment
projections

Cummulative enrolment

1250

« Our original aim was to complete recruitment of
1,000 persons by December of this year to ensure
adequate time for collection of follow-up sample for 100
1,000 participants within the EU reporting period

1000

+  We would like to complete enrolment by first quarter 75 750

2024 — but this requires recruitment to increase to
100 per month

50 500

» This new closing date will open the possibility of
second samples being collected outside the
Horizon2020 reporting period, which we hope to 25
support, but we will likely close new enrolments by
mid 2024

Participants enrolled
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* If we need to close new enrolments prior to full - 5
enrolment, this will reduce power for associations @,
with clinical events %
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« FAQS on our website.

Vs
C h | p é About us - Research - Clinical programs - Resources - Collaborations -

Health, Immunity and Infections

Research »Studies 3MISTRAL >Frequently asked questions (FAQ)

b FREQUENTLY ASKED QUESTIONS (FAQ)

Below please find answers to some frequently asked questions. If you have any questions, do not hesitate to send them
to mistral.rigshospitalet@regionh.dk

m I ST RA L Q: If there is no INR recorded, and no mention of end stage liver disease, can the patient be included in the study?

A If the patient doesn’t have ascites and encephalopathy, and INR is missing, calculate the worst case scenario based on the bilirubin
About MISTRAL and albumin levels alone. Even if both albumin and INR are missing, the CP score cannot be worse than 9 (CP class B) if bilirubin is

normal and there is no ascites or encephalopathy
Study documents »

Samples » Q: Is it possible to have some flexibility on the exclusion criteria of ‘Child Pugh C end stage liver disease’?

MISTRAL Newsletters A: The exclusion criteria is written in the protocolr so we are limited by that. But you can use the most recent bilirubin, albumin and INR
i results. If there is no mention of ascites or hepatic encephalopathy or end-stage liver disease (or decompensated liver disease) in the

Frequently asked questions (FAQ) patient chart, there is no need for a clinician to examine the patient for ascites and encephalopathy.

Contact

Q: Does the creatinine clearance measurement have to be taken within the last 3 months?
A Previously, this was a requirement in REDCap, however this has now been changed to the last measurement taken.

Q: Is it important to collect information about the particpants” weight?
A Weight should be available because it is required to calculate e GFR which is one of the inclusion criteria
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Frequently Asked Questions (FAQSs) %}WSTRAL

Most frequent issues

E.Q.

Q: Should the study staff or the patient complete the questionnaire?
A: The questionnaire should be completed by the study staff.

Q: A participant consents and takes the stool sample collection kit home with them, when do they have to
return?

A: The participant must return to the clinic with their stool sample within 48 hours of defecation. This should occur
as early as possible to the consent, to ensure eligibility criteria are still met at the time of sample collection.
However, we allow up to 3 months from date of consent for the participant to collect the stool and return the
sample to the clinic.

Q: Do the sample labels match, in any way, with the participants’ PID numbers?

A: No, you should use one set of labels per participant per visit in the order that you receive the samples. The
labels will then be linked to the correct participant and visit when they are scanned into REDCap. You will also
need to record which label IDs belong to which patient on the site List of Stored Samples. For more information
see slides 43-48 in the Training slides.
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« Continue to support participant enrolment

» Plan for the first round of studies using the clinical samples

» The success of this study relies heavily on both site staff and participant interest and engagement
 We plan regular newsletters and investigator meetings to keep everyone updated

« Scientific manuscripts completed as part of this study will be made available to all through the CHIP
and MISTRAL website

»  We predict there will be a number of publications resulting from the samples and data collected as
part of this protocol — as is standard in EuroSIDA, each manuscript will include MISTRAL site
investigators as part of the writing group and each manuscript will acknowledge all site staff and
participants for their contribution

* Investigators are also able to submit proposals to utilise these samples and data — in line with
standard EuroSIDA and MISTRAL policies
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