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Characteristics of Adults with Autosomal Dominant Hypocalcemia Type 1 (ADH1) Enrolled in the CLARIFY Disease Monitoring Study
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Background Medical History
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hyperphosphatemia and hypomagnesemial. Muscle spasticity { I Hypercalclug : 1000- . . = Baseline data highlight variability in therapeutic approaches in a
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= ADH1, arare disease with an estimated prevalence of 3.9 per 100,000, is one Vitamin D deficiency{ [ m | 5 diff dications/ |
\ . Renal transplant 1 ] F- east lITerent medications sSupp ements.
of the most common causes of monogenic hypoparathyroidism- algia | 8 %00 » Despite being followed in expert centers, and treated with
: : : Ligament operation{ [ 5 ;
" St?ndargi-of-_cars (SoC) ”the_raipy for ?DHl,fV\i/]mCh |r|10Iud.esbc?I§:|um and/or =CG QT proonged = £ 700- available therapies, amongst the adult participants with ADHL1,
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01000 caicium fead o Tiypercalcitinia and may Testit in tehal compllca 10Nns Syncope| NN s ° . 68% have at least one of the renal complications assessed at
ithiasis { [N = :
Including nephrocalcinosis, nephrolithiasis, and chronic kidney disease-. Nephroll-lt:tliZiIZ- S 500- . o baseline.
Seizure{ N None = : :
Study Design Hypothyroidism | of the condtions E 400 = The study provides an opportunity to better understand the
Cataract{ [ o S 200 progression and burden of disease In participants with ADH1
. L . Muscle spasms{ [N © . : .
= The CLARIFY disease monitoring study [NCT05227287] is a global, Depression{ NS o through continued prospective and standardized CLARIFY data
multicenter, longitudinal, non-interventional study to understand disease Chronic kidney cisease = £ 200 collection (including blood and urine labs, renal ultrasounds,
. . . . . . . ’ e
burden, management, and progression in pediatric and adult participants with Paracsthesia{ > 100. i DXAs, SF-36/SF-10, and ECGs).
ADH1 or ADH2 over a 5-year period. Bone Fracture | | —
Cerebral calmﬂcat!on . 0- Refe rences
= All participants must have a documented activating variant or variant of N Fh'yperlte,”s'f?”' : : - : 5 7 -
: : (- ephrocalcinosis 1
uncertain Slgnlflcance (VUS) Of the CASR gene (fOr ADHl) or documented 0 5 1'0 1I5 2I0 2'5 3I0 Serum Albumin-Corrected Calcium (mgIdL) 1. Khan AA, Bileziki_an _JP, Brandi ML, et al. Evalu_ation and Management (_)f Hypoparathyroidism Summary
activating Variant or VUS Of the GNA]_]_ gene (fOr ADHZ) aSSOCiated Wlth a Prevalence (%) g;itfgfgézai?sm(izggflnes from the Second International Workshop. J Bone Miner Res 2022; 37(12):2568-2585.
clinical SyndrOme of hypOparatheridism priOr to enrollment. _ N N _ | | Gender @ Female B Male 2.  Dershem R, Gorvin CM, Metpally RPR, et al. Familial Hypocalciuric Hypercalcemia Type 1 and Autosomal-
FIGURE 1. (A) P_revalcfen(r:]e?\);I‘zgle(l:tDs_elf-repor]:ced ched;cal co:d!t!qns.(ﬁogcgtlg):)s, Cr:eptzir_t_ed as Medlc_:ailI Hlstlory d(Mka)], have bien gdqded usmglg thg Dominant Hypocalcemia Type 1: Prevalence in a Large Healthcare Population. Am J Hum Genet
I ' most recent version of the Medical Dictionary for Regulatory Activities (Me ). Londitions potentially related to hypoparathyroidism or relate FIGURE 3. Distribution of serum albumin-corrected calcium (cCa) and 24-hr urine calcium (uCa) excretion at baseline. 4.7% (n=2) 2020;106(6):734-747. doi:10.1016/j.ajhg.2020.04.006.
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I I I nephrocalcinosis (NC), estimated glomerular filtration rate (eGFR) <60 mL/min/1.73m?2, or nephrolithiasis (NL). Of the n=2 participants with a MHXx of dotted line: < 250 ma/dav). Each ot is represented by a pink circle (female) or a blue sauare (male) based on the self-reported aender. Outliers
Samp“ng’ and/or Imaglng " renal transplant, the first participant also has eGFR <60 mL/min/1.73m? at baseline and a MHx of NC; the second participant has none of the renal are represénted by rged d)(/))t.s in bo>F<) plot. glot excludeg n:pl ot due to( missingj uCa excre(tqion va?ue. ) P J '

complications assessed. NC and NL are based on self-reported MHx; hypercalciuria is defined as elevated baseline urine calcium excretion [women:
M eth Od S >250 mg/24hrs; men: =300 mg/24hrs]; eGFR value is based on baseline labs. n=0 is represented by empty white-colored intersections.
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= Any SoC treatment that participants received was directed by their treating Real-World Tx Patterns ° . 20 ,.°
physicians. The Sponsor did not provide any medication, including SoC, as -
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Data include a subset of baseline (at Day 1 study visit) characteristics of those calcum ONLY
participants aged =18 years (adults) with ADH1, enrolled as of Nov 2023. Nt 0) o8 —#¢efe 21 1.0 0 25-
The an a|ySiS p()pu|ati()n IS com prised of 44 par’[icipants [545% (n:24) fema e, FIGURE 2. Standard-of-care treatment for ADH1. Standard-of-Care (SoC) therapies at baseline are grouped into 7 classes of medication/supplements iPTH Phosbhorus Magnésium 25-OH V'itamin D eG'FR
] — active vitamin D, calcium, magnesium, potassium, phosphate (PO,) binder, thiazide diuretics, and parathyroid hormone (PTH) replacement. SoC
455% (n:20) male] Wlth a meaniSD age Of 425 x 165 yearS (range 18_80) qu includes activg vitamin D andfor .callcium.91% (n=39) lactive vitamin D only 12% (n=5); calcium only 9'-3% (n=4); both 70% (n=30)]; magnesium 353 FIGURE 4. Mineral homeostasis profile of adult participants with ADH1. Laboratory tests at baseline show that 77% (n=33) have low intact parathyroid hormone (iPTH) concentrations, 49% (n=21) have hyperphosphatemia, 45% (n=20) have hypomagnesemia, and
meanxtSD age of a hypOC alcemia diagnOSiS was 20.2 £ 19.7 years, and the g];tfi)s: 2?1332“:;? ii?o(g?t?gi’p?ﬂ; |d§k;3i|ue[)e(>éllcl:;:§ (’g)a(r?izilpdgr,]tFS’TWHh(r)ezlraecerz](r)r][err;t(:?e.i?/iogog(r;:n:;),trzr;i)rsrg:]atitfeoi)lg%(—:i—rllz.(ioiosgn;rli(,)? \r;\;:lhgomt;:e:;?:ﬁ;:t7ag‘;/; (ig:n?:))t. 28% (nzlé) have vitamin D deficiency. 14% (n=6) have reduced kidney function, defined by an estimated glomerular filtration rate (eGFR) <60 mL/min/1.73m?2 (red horizontal line) and assessed by the CKD-EPI equation. iPTH concentrations below the limit of detection (<6
mean +SD age for 3 diagnOSiS Of ADHl Wwas 28 6 + 20 2 yearS available (n=1). ' pg/mL) are substituted with the constant value O for this analysis. Green horizontal line(s) indicate reference range of each assay per the central laboratory reference manual.
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