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support outcome evaluation for inclusion as a secondary endpoint in a clinical
BaCkg round trial of a product’s efficacy in Long-COVID.
A targeted literature search was conducted to assess the availability of Long

. . . The objective of this review was to identify and potentially re-purpose an
COVID symptom diaries. In consultation with the EMA, one was needed to

existing symptom diary for a trial start for 2022.

Methods

A search of both PubMed and ePROVIDE was conducted in January 2021
covering a period of approximately 1 year from the onset of the SARS-CoV-2

ePROVIDE is a proprietary commercially-available database that references
over 5,600 validated and published Clinical Outcomes Assessments.

pandemic in the US. PubMed is a search engine accessing primarily the The following key words were used: LONG COVID-19, symptom diary, symptom
MEDLINE database of references and is maintained by the US National Library ~ Instrument and searches were limited to the past two years.
of Medicine.
Results
Figure 1 — Daily Symptom Severity Figure 2 — Sleep and ADL impact

 Only 2 published Long COVID symptom diaries
were identified.
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(brain fog)

e How tired were you in the past 24 hours, whilst being awake, on a
scale from 0-10 (O not at all — 10 Extremely tired)?

 The only publicly available instrument for COVID
was the CDC’s acute COVID symptom
questionnaire. We therefore conceptually extended
and supplemented that instrument with additional
symptoms of Long COVID as published in peer-
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Shortness of breath (difficulty breathing)

Cough

ILow energy or tiredness (fatigue)

e How would you rate the quality of your sleep in the past 24 hours
on a scale from 0-10 (0 Extremely bad — Extremely good)?

Muscle or body aches and pain

Difficulty Sleeping (insomnia)

IDizziness
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Feeling hot or feverish

10. |[Nausea (feeling sick) 2 1 2 z : e Have you seen your doctor yesterday? YES NO
reviewed epidemiological cohort studies. I If yes?
] ] ] o 12.  [Pins and needles 0 1 2 3 4 HOW dO you feeltoday?
¢ Themat|C qual|tat|ve analyseS were Ut|l|zed tO 13- [Loss of smell 0 : . 3 ! Same as yesterday Better than yesterday Worse than yesterday
develOp the new content for' Long COVlD 1: ZZ:;MW z 1 2 Z j e Were your daily symptoms influenced by the activity?
16: Earache 0 ) ) 3 4 No they remained the same Yes they improved Yes they worsened
symptoms and response scales were amended to e e S —
better fit the disease. o 2 5
* Results from the literature review were combined R R

and compared against a recently published

qua“tatlve Interview StUdy with patlents recovering > In bold are the items of the acute COVID diary these were supplemented with findings of prevalence of symptoms in other studies

from COVID-19 (Rofail et al, 2021) to evaluate from our own systematic review in 2021 for ACUTE Covid Diaries belwo. ltems such as runny nose or long time fever were not
conceptual overlap among diaries and patient- reported in Long Covid and were hence eliminated and replaced with long term effects such as depressive feelings, problem with

reported concepts.

concentration and brain fog.

Graph showing most widely captured acute symptoms and least captured symptoms on various
acute COVID scales
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> Such methods are acceptable for secondary endpoints in phase Il, which can then
be used to further validate the symptom diary.
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