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Methods: 31 patients with PG, 35 patients with PSO and 26 HS were included. 
Immunohistochemical methods were used to evaluate the expression of JAK1, 
JAK2, JAK3, Tyrosine Kinase 2 (TYK2), STAT1, STAT3, STAT4, STAT5, and 
STAT6. In the dermis the staining intensity was recorded as ‘positive’ or ‘negative. 
The epidermal part is divided into cytoplasmatic and nuclear parts and staining 
intensity recorded by semi-quantitively as follows: negative, mildly positive, mod-
erately positive and strongly positive.
Results: In total, there were 92 biopsies. Dermal staining was significant for all 
the JAK/STAT proteins for patients with PG and PSO when compared to HS. 
On the other hand, there were no differences in the staining patterns of PG and 
PSO. For the investigation of cytoplasmic parts of epidermis JAK1, STAT3, and 
STAT4 were highly expressed in the PG and PSO, STAT6, and TYK2 were only 
significantly overexpressed in psoriasis. JAK3 was overexpressed in healthy skin, 
PG and psoriasis. The assessment of the nuclear part of epidermis TYK2 and 
STAT3 were highly expressed in the PG and PSO. JAK1 was overexpressed 
in PG versus PSO in cytoplasmic parts of the epidermis (p<0.001). TYK2 and 
STAT6 were highly expressed in the PSO versus PG in cytoplasmic parts of the 
epidermis (p = 0.024, p<0.001). In the investigation of nuclear parts of epidermis 
STAT1, STAT6 were highly expressed in the PSO versus PG. The summary of the 
findings is given in Table 1.
Conclusion: In this study, the JAK/STAT inflammatory pathway is significantly 
activated in PG patients which is adding up new information to the current lit-
erature. Considering the unmet need in PG targeting of this pathway could be 
beneficial for the treatment of refractory PG.
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Background: X-Linked Hypophosphataemia (XLH) is a rare, progressive, lifelong, 
hereditary phosphate wasting disorder characterised by a pathological increase in 
fibroblast growth factor 23 concentration/activity.1 Despite XLH being increasingly 
recognised as a chronic progressive disease, there are few data documenting its 
natural history or the impact of treatment and other medical interventions on patient 
outcomes.2 The multicentre, international, XLH patient registry was established to 
address this lack of information in XLH to help inform future clinical practice.
Objectives: To report data from the first interim analysis of the International XLH 
Registry (NCT03193476), focusing on baseline characteristics of adults (aged 
≥18 years [y]).
Methods: The International XLH Registry was initiated August 2017 to collect 
information on the natural history of XLH and will run for 10 years, aiming to 
recruit 1,200 people with XLH. Subjects diagnosed with XLH were enrolled from 
81 sites in 16 countries (Last Patient In: 30/11/2020; Database Lock: 29/03/2021). 
Parameters collected at baseline included demographics, medical/treatment his-
tory, and clinical presentation.
Results: In total, 217 adults were eligible for inclusion in this analysis (18–<30y, 
n=56; 30–<50y, n=96; ≥50y, n=65); and 150 (69.1%) were female. Mean (SD) age 
was 41.9y (15.5y); median 41.1y. Mean height was 155.8 cm (n=79); mean weight, 
70.0 kg (n=96); mean BMI 26.5 kg/m2 (n=48). Most subjects resided in the UK 
(50.7%, n=110) and in France (18.9%, n=41). Treatment data were available for 
118 subjects: conventional therapy (phosphate salts and active vitamin D), 83.9% 
(99/118); burosumab, 11.0% (13/118); no treatment recorded 5.1% (6/118). Of 163 
subjects with available data, a genetic test result was recorded for 68 (41.7%), of 
whom 62 (91.2%) had a confirmed PHEX mutation. Data on XLH family history 
were available for 187 subjects; 56/140 (40.0%) reported their biological mother 
was affected; and 22/141 (15.6%) reported their biological father was affected. The 
mean time to diagnosis from first symptoms was longer in older vs younger adults: 
18–<30y, 25 months (mo) (n=21); 30–<50y, 21mo (n=21); ≥50y, 112mo (n=13).
Retrospective XLH clinical data were available at study entry for 110 adult sub-
jects. Among these subjects, joint conditions were reported by 36.4% (40/110), 
with osteoarthritis of the knees (60%), hips (42.5%), and shoulders (22.5%) the 
most frequently affected. Skeletal abnormalities were noted for 71.8% (79/110) 
of subjects; most common conditions were genu varum 53.2% (42/79), genu 
valgum 26.6% (21/79), and enthesopathy 21.5% (17/79). Historical fracture data 
(“yes/no”) were available for 111 subjects; 41 were reported to have had a frac-
ture. Femur fracture was reported for 22 subjects, and hip fractures for 5 subjects.
Details of historical orthopaedic surgery were reported for 99 adults; osteotomy 
was reported for 89 subjects, and hip replacements reported in 14 subjects.

Conclusion: The demographics and baseline characteristics of subjects in the 
International XLH Registry are as expected for adults with XLH. The shorter time 
to diagnosis in younger vs older adults may indicate improved recognition and 
diagnosis of XLH in recent years. The analysis of this young population treated 
with conventional therapy highlights the frequency of musculoskeletal involve-
ment (osteoarthritis, enthesopathies, etc). The information collected within this 
rare-disease registry during these 10 years provides an exciting opportunity to 
integrate large-scale real-world evidence into clinical practice, with the aim of 
improving the care and quality of life of people living with this debilitating disease.
REFERENCES: 
[1] Haffner D, et al. Nat Rev Nephrol 2019;15(7):435–455.
[2] Padidela R, et al. Orphanet J Rare Dis. 2020; 15:172.
Acknowledgements: The authors acknowledge the contribution of all members 
of the International XLH Registry Steering Committee.
Disclosure of Interests: Karine Briot Speakers bureau: Speakers bureau from 
KKI, Amgen, UCB, Alexion, Jonathan Liu Employee of: Employed by Kyowa Kirin 
International, Angela Williams Employee of: Employed by Kyowa Kirin Interna-
tional, Sue Wood Employee of: Employed by Kyowa Kirin International.
DOI: 10.1136/annrheumdis-2022-eular.751

OP0049 FURTHER CHARACTERIZATION OF CLINICAL 
AND LABORATORY FEATURES OCCURRING IN 
VEXAS SYNDROME IN A LARGE-SCALE ANALYSIS 
OF MULTICENTER CASE-SERIES OF 116 FRENCH 
PATIENTS

S. Georgin-Lavialle1, B. Terrier2, K. Olivier3, A. Mekinian4, on behalf of fench 
vexas group. 1tenon, internal medicine, Paris, France; 2cochin, internal medicine, 
Paris, France; 2cochin, internal medicine, Paris, France; 4saint antoine, internal 
medicine, Paris, France

Background: A new autoinflammatory syndrome related to somatic mutations of 
UBA1 was recently described and called VEXAS syndrome.
Objectives: To describe clinical characteristics, laboratory findings and out-
comes of VEXAS syndrome.
Methods: Case-series. Patients referred to a French multicenter registry between 
November 2020 and May 2021.
116 patients with VEXAS syndrome. Frequency and median of parameters and 
vital status, from diagnosis to the end of the follow-up.
Results: Main clinical features were skin lesions (83.5%), non-infectious 
fever (63.6%), weight loss (62%), lung involvement (49.6%), ocular symptoms 
(38.8%), relapsing chondritis (36.4%), venous thrombosis (34.7%), lymph nodes 
(33.9%), and arthralgia (27.3%). Hematological disease was present in 58 cases 
(50%), considered as myelodysplastic syndrome (MDS, n= 58) and monoclonal 
gammapathy of unknown significance (n=12).UBA1 mutations included p.M41T 
(44.8%), p.M41V (30.2%), p.M41L (18.1%), and splice mutations (6.9%). After 
a median follow-up of 3.0 years, 18 patients died (15.5%), from infectious origin 
(n=9) and MDS progression (n=3). Unsupervised analysis identified 3 clusters: 
cluster 1 (47%) with mild-to-moderate disease; cluster 2 (16%) with underlying 
MDS and higher mortality rates; cluster 3 (37%) with constitutional manifesta-
tions, higher C-reactive protein levels and less frequent chondritis. Five-year 
probability of survival was 84.2% in cluster 1, 50.5 % in cluster 2, and 89.6% in 
cluster 3. UBA1 p.Met41Leu mutation was associated with a better prognosis.
Conclusion: VEXAS syndrome displays a large spectrum of organ manifesta-
tions and shows different clinical and prognostic profiles. It also raises a potential 
impact of the identified UBA1 mutation.
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Background: Patients with chronic inflammatory arthritis (e.g. rheumatoid 
arthritis; RA) or inflammatory exacerbations of chronic degenerative joint dis-
eases (e.g. osteoarthritis; OA) suffer from recurrent pain, restricted function 
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and reduction of daily activities. The current standard of intraarticular (i.a.) 
therapy is the injection of steroids, which can increase risk of infection, car-
tilage degenerations, and other well-known systemic side effects. A novel 
approach without such complications could be the activation of peripheral 
opioid receptors, e.g. by i.a. application of small, systemically inactive doses 
of morphine.
Objectives: The aim of this randomized placebo-and active drug controlled 
double blind trial was to investigate reduction of pain in chronic knee arthritis 
patients following i.a. injections of morphine, a standard steroid (triamcinolone), 
or placebo. The primary hypothesis was that i.a. morphine results in significantly 
lower pain scores than placebo. The primary outcome parameter was reduction 
of the Visual Analogue Scale (VAS) pain at day 7.
Methods: Adult patients with chronic knee arthritis because of osteoarthritis 
(OA) or inflammatory arthritis (IA, rheumatoid arthritis, psoriatic arthritis, spon-
dyloarthritis, oligoarthritis or monarthritis) and a high level of pain (VAS pain ≥ 
4 out of 10) at baseline received a single dose of either morphine 3 mg i.a., or 
triamcinolone 40 mg i.a., or placebo (NaCl 0.9%) i.a., Patients were monitored 
closely throughout the entire study period with a total of 4 visits over weeks and 
documented pain in the morning and evening in a patient´s diary. Safety data 
was collected during the whole study period. P-values were calculated using 
two-sided T-tests.
Results: 114 patients were screened, 93 were treated and 89 (96%) completed 
day 7. Of these n= 61 (66%) were diagnosed with OA and n= 32 (34%) with IA 
48 (52%) patients were female, mean age was 58.5 (SD 14 years) and mean 
disease duration 6.7 years (median 2 years, range <1 year – 42 yearss, IQR <1 
– 10 years). The mean VAS pain improvement at day 7 for morphine, triamci-
nolone and placebo was -22.8, -37.7, and -19.8 respectively. The differences were 
not significant (p=0.69) for placebo vs. morphine, but significant for placebo vs. 
triamcinolone and for triamcinolone vs. morphine (p=0.013 and p=0.006). Mean 
improvements of the everyday pain documentation are shown in Figure 1. During 
the study period, there were no serious adverse events and 45 adverse events, 
most of them were mild.

Figure 1. Mean VAS pain over one week in patients with chronic knee arthritis treated with 
morphine, triamcinolone or placebo as a single intraarticular injection.

Conclusion: In this randomized, placebo and active controlled double blind 
trial a single dose of 3 mg i.a. administered morphine did not lead to significant 
improvements in comparison to placebo and was inferior to triamcinolone at day 
7. The same was true during the first 7 days as shown in the pain documentation 
in patient diaries. These data does not support the use of i.a. morphine for pain 
reduction in patients with chronic arthritis.
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Background: Opioid prescribing has contributed to a North American epidemic 
with increasing trends in several European countries1. Rheumatic and musculo-
skeletal diseases (RMDs) are one of the most common indications for prescribed 
opioids despite there being little evidence on opioid prescribing and the benefit 
of long-term use in RMDs.
Objectives: To investigate national UK opioid prescribing trends by studying the 
patterns of opioid prescribing in new users with the following six RMDs: rheu-
matoid arthritis (RA), psoriatic arthritis (PsA), axial spondyloarthritis (AxSpA), 
systemic lupus erythematosus (SLE), osteoarthritis (OA) and fibromyalgia.
Methods: Patients aged 18 years and older with a diagnosis of RA, PsA, AxSpA, 
SLE and OA with a new episode of opioid use without cancer in the Clinical 
Practice Research Datalink (CPRD) were included between 01/01/2006 and 
31/12/2020. CPRD is a database of anonymised UK primary care electronic health 
records representative of the national population. New opioid users were defined 
as individuals with RMDs who had a new episode of opioid use in a 2-year time 
window up to 6 months before or after an RMD diagnosis. Rates of new opioid 
users were calculated by dividing the number of new opioid users with an RMD 
per year by the number of eligible patients registered in CPRD per year. Age- and 
gender-standardised rates for new opioid users were obtained using direct stand-
ardisation for each RMD. Rates of opioid prescriptions among new users for each 
RMD were calculated by dividing the number of opioid prescriptions among new 
users with an RMD in the year they had new opioid episodes by patient-years of 
the new users with an RMD. Trends for the rates in the study period were tested 
using negative binomial regression. Significant change points were identified by 
looking at the points where the derivative (i.e. rate of change) of the trends for the 
rates crossed zero. Recurrent opioid users were defined as patients who had at 
least 3 opioid prescriptions issued within 3 months after a new opioid episode.
Results: This study included 21,505 RA patients, 8,392 PsA patients, 4,491 
AxSpA patients, 4,508 SLE patients, 944,078 OA patients, and 33,829 fibro-
myalgia patients, who had new opioid episodes between 2006-2020. Whilst the 
overall trend for RA (2.7* vs 3.9*), PsA (1.0* vs 1.8*) and fibromyalgia (3.7* vs 8.3*) 
has significantly increased over 15 years, from 2018 onwards, trends of new opi-
oid users appeared to stabilise/decrease (Figure 1). The year 2018 was found to 
be a significant decreasing change point in the trends of new opioid users for RA, 
AxSpA, and SLE, whilst this was 2013 in OA and 2019 for fibromyalgia. Opioid 
prescription rates among new opioid users increased in SLE (4.3# vs 5.4#), OA 
(4.6# vs 4.9#) and fibromyalgia (5.6# vs 6.5#) but decreased in RA (5.7# vs 5.3#) 
from 2006 to 2020, despite fluctuations in the rates observed in this period. The 
highest proportions of recurrent opioid users among the 6 RMDs were patients 
with RA (32.6%) and fibromyalgia (31.9%).
* The number of new opioid users per 10000 persons
# The number of opioid prescriptions in new users per patient years

Figure 1. Trends of new opioid users by RMD, 2006-2020.
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