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BACKGROUND

Pediatric Patient-Reported Outcomes Assessment Table 3. Key Psychometric Properties for HRQOL Measures Evaluated for EB

Content Validity Established | Validity
for EB Established for EB®

Reliability
Established for EB®

¢ |ldentifying the age or developmental stage at which children can
reliably and reproducibly report their health status is challenging.

Evidence of Responsiveness to Change in EB Studies

Tabolli et al., 2009
* Health status was worse in patients with large skin involvement

e Patients with EB reported statistically lower physical scale scores compared
with the general population

* Patients with EB reported only slightly lower mental health scores compared
with the general population

Not evaluated Not evaluated Not evaluated

— Children as young as 3 years of age have reported reliable assessment SF-36
of concrete concepts such as pain."? However, research supports a more
conservative estimate of 9 or 10 years of age for children reporting on
subjective concepts like behavior.®

* No established guidelines exist for age cutoffs for self-reporting.The
Critical Path Institute (C-Path) recommends that specific age boundaries

) . EQ-5D Not evaluated Not evaluated Not evaluated Tabolli et al., 2009™
should be determined, in part, by how abstract or concrete the reported :
concept is and further suggests the following cutoffs®: EQ-5DY Not evaluated Not evaluated Not evaluated Tabolli et al., 2009
- Age 7 years is often cited as the lower bound of the age range for self- DLal Not evaluated Not evaluated Not evaluated Horn and Tidman, 2002
reporting. * Potential floor effects for patients with more severe EB on items that they may
never have been able to do
- In patients aged 7 to 11 years, mixed validity and reliability results have « DLQI distinguished between different subtypes of EB
been observed, such that a combination of self- and observer-reporting Maraari et al.. 2010
may be best. J No'clear correla_tion between DLQI score and EB severity, possibly due to
~ In patients aged 11 years and older, psychometric testing has limited sample 3|ze14
demonstrated that self-reporting is generally acceptable. Venuqopalle.t al. 2010 _
) ) ) ) . * No significant change between week 0 and week 4 (1 patient)
* Consideration of age alone is generally inadequate. Interindividual
e e, . - .. : 10
variability in comprehension and willingness/motivation to respond ([Ecgktaa:nd Not evaluated Not evaluated Not evaluated Horn and Tidman, 2002 _
slee sheulld be sssessadl Cartoon e CDLAQI (text version) distinguished between different subtypes of EB
verttn Lara-Corrales et al., 2012°

Epidermolysis Bullosa— A Rare Disease

e Epidermolysis bullosa (EB) is a family of genetic skin fragility disorders,
clinically characterized by blistering of the skin in response to friction or
minor trauma.®

e Widespread, recurrent wounds in patients with generalized EB caused
by skin blistering can lead to disfigurement, disability, and premature
death in early adulthood, mainly from a particularly aggressive form of
cutaneous squamous cell carcinoma.®

* EB is extremely rare, with an estimated prevalence (all subtypes) of 0.10
to 0.60 cases per 10,000 population in the European Union. In the
United States, 1 out of every 50,000 live births is affected by EB.’

* There is no cure for EB.The current standard of care for EB is
supportive; palliative wound care consists of changing dressings and
monitoring the wound site for excessive exudate and/or infection.

Health-Related Quality-of-Life Issues in Epidermolysis Bullosa

e Published literature highlights the following important health-related
quality-of-life (HRQOL) issues specific to patients with EB525:

— Limitations in physical functioning (e.g., impact of pain or itch on
sleeping, eating, writing, bathing/showering, moving around inside and
outside the house, shopping, playing sports)

-~ Emotional, social, and psychological effects (e.g., frustration,
embarrassment, anxiety, depression, teasing/staring, relationships with
friends and family)

* No significant difference in CDLQI scores between treatment and placebo
groups (version not specified)

DQOLS Not evaluated Not evaluated

Not evaluated

e Evidence of responsiveness not reported

Skindex-29 | Not evaluated Not evaluated

Not evaluated

Tabolli et al. 2009™

e Patients with higher perceived disease severity had significantly higher scores
on all scales

* No significant difference among the various types and subtypes of EB, but
patients with JEB consistently had the highest scores

QOLEB Frew et al., 2009® Frew et al., 2009®

Frew et al., 2009?

Qualitative interviews for item | Construct validity for 17-item version:
generation: e 0.=092

* 26 patients (15 adults aged | Discriminant validity:
> 18 years, 11 chll(ljren) * Ability to discriminate between
* 33 unaffected family different subtypes of EB
members _ * R<0.5(P<0.01)for all subtypes
* 11 health professionals Convergent validity for 17-item version;
* 70 total correlations with:
e DLAI: R=0.774
 Stanford Health Assessment
Questionnaire for Mobility: R=0.78

e HADS: R=0.57 for anxiety, R = 0.58 for
depression

Test-retest reliability for

25-item version;

e Spearman’s R=0.843
(P<0.01)

Internal consistency for
17-item version:

e a=092(P<0.01)

Venugopal et al. 2010™
* No significant change in QOLEB scores between week 0 and week 4

HADS = Hospital Anxiety and Depression Scale; JEB = junctional epidermolysis bullosa.
? Including known-groups and construct (convergent, divergent) validity.
b Including test-retest and internal consistency reliability.
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