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Understanding XLH’s Impact: Incorporating patient perspectives
to develop a comprehensive conceptual disease model (CDM) to

drive patient engagement and the generation of meaningful
patient experience data
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of XLH can guide the selection
of meaningful trial endpoints
and ensure a patient-centric BACKGROUND & AIMS
drug development
programme

X-linked hypophosphatemia (XLH) is a rare genetic disorder with

= . . 1
a prevalence of 3.9-5in 100,000 live births. -XLH affects nearly all body systems and has a

A mutation in the phosphate-regulating gene causes elevated significant impact on patients’ quality of life.
serum levels of fibroblast growth factor 23 (FGF23), limiting renal
phosphate re-absorption resulting in hypophosphatemia.’ ‘The draft CDM provides the foundation for a
XLH can cause musculoskeletal, neurological, auditory, and comprehensive clinical outcome assessment
dental complications, and can have a significant impact on strategy to drive further patient-centred research.
quality of life.
A 2018 study published a conceptual model summarizing Subsequent qualitative research, such as concept
concepts reported in interviews with patients with XLH in the elicitation interviews, will be conducted in the next
United States.>2 phase of research to gain further insight into the
Living with XLH affects -The study presented here aimed to develop an updated CDM to ?[()pl\jrlences of people with XLH and refine the
nearly every aspect of synthesize important concepts from the literature more broadly. ‘

life, for both patients
and their families.

METHODS

@ A targeted literature review (TLR) was conducted, prioritizing qualitative, patient experience data published since 2018.

*Due to the scarcity of recent qualitative studies, findings from gray literature, including market research insights, supplemented
scientific data.

Patient-reported signs, symptoms and impacts of XLH were extracted from the literature and synthesised in the revised CDM.

Adults with XLH report
significant impairments

RESULTS
on quality of life.

16 articles meeting eligibility criteria were included in the data extraction (Figure 1) Figure 1 PRISMA flow diagram for TLR
and informed the development of the draft XLH CDM (Figure 2).

Records identified through PubMed
& Google Scholar search

*The model summarizes published and unpublished literature, building on findings n=687 RSEEH du e R Ia
from the 2018 CDM2. e

*29 signs and 34 symptoms were reported
*Symptoms were often reported as progressive. e eSS gt

. . *Chronic pain was reported as the most burdensome symptom and occurs in several
Pain is reported as the most areas of the body. Full text review - articles assessed

Articl luded
for eligibility cles exclude

8 n=6
burde:s?:ne S%/I‘I“I;E)Ifﬁm for *XLH has widespread impacts on daily life, affecting emotional well-being, work, -
AGLIES WA . finances, physical functioning, relationships and sleep. The impacts of XLH also extend TR SR T T Ty
n=12 n=4

to the family.

*Grey literature and market research
Figure 2 Draft conceptual disease model of XLH signs, symptoms and impacts in adults

MODEL KEY:

* New concepts added by our study 5'_""!“ Ftﬂ ms
Multifaceted, multi-systemn, progressive, debilitating, and heterogeneous across individuals with XLH.

f Mentoned in 3 or more studies
(imcluding model by Theodore-Oklota

et al 2018 _Auditory I Musculoskeletal ¢ Pain [ Other
Described as most burdensome in 13 ® Hearing loss * ® Poor muscle function * ® Headatches = Acute pain * ® Sinus issues
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S — (Sensoy « Exhaustion* H S e
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® Maxillofacial cellulitis *
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® Tooth loss *

® Excessive dental cavities *

| Meurological | Impacts on patients Family Impacts
S e Most negative impact on daily lives is from chronic pain and problems with mobility. Impacts occur across lifetime and are progressive.
* Spinal stenasis
el el m Emotional/Psychological m ® Sadness/frustration that multiple generations
m = Downplaying pain leading to delays in = Anxiety * = Cost of care * = Balance have XLH *
* Malformation of joints treatment/ symptom management * = Anger ® Excessive and costly dental work * = Difficulties walking : Moral anguish E"'_ﬂ"-""d famiky F'li'f':r"inﬂ *
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Hracbures ¥ experience im XLH * ® Being stared at ¥ ® Megative impacts on professional = Difficulties standing for long pericds of
e e ® Disengagement with medical = Catastrophizing thoughts * interactions from hearing difficulties * time t M
» Calcifications system due to inexperienced clinicdans ® " Concerns/feelings about passing on XLH * ® Needing to give up worlk/work reduced " Difficulty bending » Impact on ‘normal’ family activities, e.q.,
» Cranipsynostosis * = Depression t hours * = Difficulty arising holidays *
= Enthesopathy * _ = Development of coping strategies (resilience, acceptance) * = Career options limited by mobility, pain, = Difficulty reaching things ® Children dealing with XLH challenges *
= Limb deformities ® Sleep disturbances due to pain t - Impa.tlence _ fE_'t'?UE * _ o . D!fﬁ-:ulty grlpp_lng ® Impact on non-affected siblings *
a Osteomalada + / soft (e.q.. waking in the night due to pain) = Meading care from family members * = Lirited professional activities * = Difficulty crossing legs
ol e wsalkrse = Megative impact on enjoyment of life * = Difficulty lying down
= Osteopenia Use of assistive devices and - F“r_nfh%mmi"g Inca iz * mm_ * Getting on a.”d ﬂﬂ:t!m . :
= Ostecporosis * adaptations " Feeling 'iulrFFerent' to |.:|ther5 o - ® Reduced ability to do shopping * " PFroblems I.|'|'.rl:l'| physical exertion
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spurs = Low self-confidence * children/deing things with children t = Reduced ra |.'|gE of motion (e.g., in hips)
s Short stature " Low self-esteemn * = Difficulty getting dressed = Sport/exercise
= Skeletal deformities * = Positive outlook = Clothing = Slow movement
a Bursitls = Self<consciousness = Doing laundry = Trouble with stairs
® Reduced psychological wellbeing * = Getting in and out of a car
m = Self-doubt * = Getting in and out of the bath or shower
= Obesity and metabalic * : ﬁﬁ ’ e LR = Difficulties in intimate relationships and
Hystircice o Warries abart the futuret - om0 O
* Renal complications = Worries about the wellbeing of affected children Siasniening L
= Hypertension * 4 ® Limited motivation to go out *
® Social isolation
= Reduced ability to participate in social
and athletic activities *
= Social activities
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