A 2017 hEDS diagnostic criteria

CRITERION 1
for generalized joint hypermobility

CRITERION 2:
Two or more among features A, B, C

Feature A
(5 or more features present)

Biloteral piezogenic papules of heels

Strie di by

| I Italian hEDS  [] American hEDS

ngm

Unusuolly soft or velvety skin

Dental crowding ond high or narrow poiate
Mild skin hyperextensibility (= 1,5 cm)
Mitral valve prolapse

Atrophic scarring involving at least 2 sites
Pelvic floor, rectel, and/for uterine prolapse
Arachnodactyly

Recurrent or muitiple abdominal herniafs)
Arm span-to-height 2 1.05

Aortic root dilatation (Z-score > +2)

Feature B
{Positive family history with one or more first degree relatives
independently meeting the current diagnostic criteria)

Feature C

Musculoskeletal pain in two or mare limbs,
recurring daily for at least 3 months

Recurrent joint dislocations or f’mng Joing ingtability,
in the absence of traumd

Chronit, widespread pain for = 3 months

CRITERION 3:
exclusion of other heritabl eJanET

acquired connective tissue

B Comorbidities

Neurological issues

Functional gastrointestinal disorders
Chronic fatigue
Temporomandibular jaint disorders
Psycological issues

Gynecological issues

ic issues (i ing MCAS)

Dysautonamia/POTS

Bladder/urclogical issues

Additional Figure 1: Comparison between ltalian and American patients with hEDS. (A) Distribution of the
three diagnostic criteria required for an hEDS diagnosis, according to the 2017 EDS classification, in a total
cohort of 176 patients: 88 Italian hEDS and 88 American hEDS individuals. (B) Distribution of comorbid
conditions in the same cohort. *Indicates statistically significant differences between Italian and American

hEDS patients.



A 2017 hEDS diagnostic criteria - Italian HSD [] American HSD
CRITERION 1
for generalized joint hypermobility o000 ]*
CRITERION 2;
Two or more among features A, B, C

Feature A
(5 or more features present)

Bilateral piezogenic papules of heels -
Strie di ubrae _—mu = I«
Unusurally soft or vefvety skin m

Dental crowding and high or narrow paiate - ]:
Mild skin hyperextensibility {z 1,5 cm) —*ﬂ
Atrophic scarring involving at least 2 sites e
Mitral valve prolapse
or muitiple abdominal hernia(s)

Pelvic floor, rectal, and/or uterine prolapse

Arachnodactyly

Arm span-to-height 2 1.05
Aortic root dilatation (Z-score > +2)
ature B

{Positive family history with one or more first degree relatives
independently meeting the current diagnostic criteria)

Feature C 5005

Muscuioskeletal pain in two or mare limbs, _—m—m
recurring daily for at least 3 months

Joint i i ."’;’"""fﬂfﬂt' ility, -—E—J
in the absence of trauma TS
Chronic, widespread pain for = 3 months _—m—@ ]*

CRITERION 3:

exclusion of other heritable and

ive tis:

acquired

Chronic fatigue __I—M‘ ]*

Gynecological issues —ﬂm
Psycalogical issues _—m HE‘]*
e dibular joint di m

Allergic/atopic issues (including MCAS) - I+
Dy ia/POTS e
Bladder/uralogical issues LYo
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Additional Figure 2: Comparison between Italian and American patients with HSD. (A) Distribution of the
three diagnostic criteria required for an hEDS diagnosis, according to the 2017 EDS classification, in a total
cohort of 176 patients: 88 Italian HSD and 88 American HSD individuals. (B) Distribution of comorbid
conditions in the same cohort. *Indicates statistically significant differences between Italian and American
HSD patients.
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Additional Figure 3: Serum protein dysregulation in patients with hEDS and HSD compared to healthy
controls. (A) Volcano plot showing 54 DEPs in serum samples from 88 hEDS patients (44 Italian and 44
American) compared to 176 healthy controls. Among these, 35 proteins were upregulated and 19
downregulated. Pie charts display the distribution of upregulated and downregulated DEPs across the five
Olink protein panels. (B) Volcano plot showing 49 DEPs in serum samples from 88 HSD patients (44 Italian and
44 American) compared to 176 healthy controls, with 46 upregulated and 3 downregulated proteins. Pie
charts display the distribution of these DEPs across the same Olink panels.
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Additional Figure 4. Cross-validation procedure for identifying the optimal A parameter used by LASSO for
selecting a limited number of proteins



