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Efficacy data: how to present them



Time to loss of virological response 
(TLOVR) 
• Composite end point proposed by the 

FDA in the past years 
• Includes 

• Virological failure (2 consecutive 
measurements above the detection 
limit) 

• Death=failure 
• Lost to follow up = failure 
• Switch/introduction of drugs 

(exceptions for OBR) 
• Could be added 

• CD4 
• Disease progression 

• Lost to follow up 
• Should they be included in a 

composite endpoint? 
• Censored 
• Failure 

Snapshot analysis
• Only used HIV-RNA data at the visit 

(window period) of interest
• Data should be presented in three 

groups:
• Virologic success when HIV RNA 

<50 cp/ml in window
• Virological failure when HIV RNA ≥ 

50 cp/ml in window
• No Virologic Data (Discontinued 

study/study drug due to AE or 
death, Discontinued study/study 
drug for Other Reasons,  On study 
but missing data in window)

https://www.fda.gov/drugs/guidancecomplianceregulatoryinformation/gu
idances/ucm355239.htm









Confidence Interval
A confidence interval is an estimated range of 
values in which all data (results) are likely to lie. 
For a given treatment effect measured in a trial 
on a sample of a population, the confidence 
interval can be calculated to give a 'best estimate' 
range of the treatment effect that will be seen in 
the whole population. The likelihood that the 
confidence interval will contain the value is called 
the confidence level. Traditionally, confidence 
levels are set at 95% or 99%. This means that 
researchers are 95% (or 99%) certain that the 
measured effect lies within the true range. For 
example, instead of estimating the mean age of a 
population as 15 years, researchers say that the 
mean age is between 14 and 16. This confidence 
interval contains the true value being estimated.







Clinical Trial analysis
Intention to Treat 
(ITT)

Intention-to-treat (ITT) is an analysis of the participants taking part in a clinical 
trial, based on the group to which they were initially assigned, and not on the 
treatment eventually received. It does not matter if they drop out, whether 
they fully adhere to the treatment, or even if they switch to an alternative 
treatment.
Intention-to-treat analyses are often used to assess the effectiveness of a new 
treatment because they are seen to reflect real life: not everyone adheres to 
the treatment they are given, and doctors often change treatments 
depending on how their patient’s condition changes.

Per Protocol (PP) An analysis that is restricted to the participants who fulfil the protocol in 
terms of the eligibility, interventions, and outcome assessment. This analysis 
restricts the comparison of the treatments outcomes to the participants who 
adhered perfectly to the clinical trial instructions as stipulated in the protocol, 
i.e. completed the full treatment. If done alone, this analysis leads to bias 
because it does not consider participants who did not follow the protocol 
completely for any reason.

Source: EUPATI Glossary 
https://www.eupati.eu/glossary/









Adverse Events
Adverse Event 
(AE)

Any untoward (not favourable) medical occurrence in a patient, or 
clinical trial participant receiving a medicine, and which 
does not necessarily have a causal relationship with this treatment.
Adverse events can therefore be: any unfavourable and unintended 
sign (e.g. an abnormal laboratory finding), symptom, or 
disease temporally associated with the use of a medicine, whether 
or not considered related to the medicine.

Adverse Drug 
Reaction (ADR)
or Drug-Related 
AE

A response to a medicinal product which is harmful and unintended. 
Response in this context means that a causal relationship between 
the medicinal product and an adverse event is at least a reasonable 
possibility. 
Adapted from the Guideline on good pharmacovigilance practices (GVP) Annex I -
Definitions (Rev 3) 2014. 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2013/0
5/WC500143294

Source: EUPATI Glossary 
https://www.eupati.eu/glossary/





Adverse Events Grading
Grade 1 Mild Asymptomatic or mild symptoms; clinical or 

diagnostic observations only; intervention not 
indicated. 

Grade 2 Moderate Minimal, local or noninvasive intervention 
indicated; limiting age-appropriate instrumental 
activities of daily living

Grade 3 Severe Hospitalization or prolongation of hospitalization 
indicated; disabling; limiting self care activities of 
daily living

Grade 4 Life-threatening or 
disabling

Urgent intervention indicated 

Grade 5 Death

https://ctep.cancer.gov/protocoldevelopmen
t/electronic_applications/ctc.htm






























