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INTRODUCTION RESULTS

- Hypophosphatasia (HPP) is the rare, inherited, metabolic bone Baseline Patient Demographics and Treatment Characteristics
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* Children with HPP commonly present with impaired skeletal Age at et of
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- Asfotase alfa (Strensiq®, Alexion Pharmaceuticals, Inc., Boston, ';'n‘:ij?a*:‘t(ﬁ:crggg - At Baseline, only a minority of patients
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pediatric-onset HPP*> median (min, max) 28% [n=5] of patients, respectively)

Asfotase alfa weekly total dose, mg/kg
median (min, max)

- Children with HPP treated with asfotase alfa have shown
improvements in skeletal radiographic findings, growth, strength,
motor function, pain, and disability®”’ DXA Assessments

* In clinical studies of asfotase alfa, changes in skeletal abnormalities
and mineralization defects were assessed using several modalities,

5.7 (2.1, 8.4)

BMD,: Z-scores Did Not Change, While BMC,: Z-scores Increased Significantly During Asfotase Alfa Treatment

iIncluding skeletal radiographs, bone biopsies, and dual x-ray BMD; Z-scores: Whole Body BMD Z-scores: Lumbar Spine
absorptiometry (DXA) . . Basoine 2 |, Baseline
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Z-scores were calculated using methods described by Zemel et al.'* A Z-score of —2.0 or lower is considered below the expected range for age.'® P values based on Wilcoxon signed-rank test comparing with 0.
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aDose changes permitted for safety or efficacy concerns. P6-month primary treatment period: 6 or 9 mg/kg/wk; extension é é

period: 2.1 or 3.5 mg/kg/wk or no treatment (control); extension phase: 3.5 mg/kg/wk for ~6 months to 1 year, then Analysis Visit (Week) Analysis Visit (Week)

phase: 3 mg/kg/wk for 3 to 9 months, then increased by protocol amendment to 6 mg/kg/wk. °6-month primary treatment 0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 0 24 48 72 96 120 144 168 192 216 240 264 288 312 336
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* Change from Baseline in height-adjusted BMD (BMD\:) and bone
mineral content (BMC,;) Z-scores and absolute values for BMD and
BMC assessments of the lumbar spine and whole body (including the
head) measured by DXA
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- Radiographic GIObaI Impression Of Change (RGI'C) Scale SCOI’G12 P values based on Wilcoxon signed-rank test comparing with O.
- Rickets Severity Score (RSS)™3
- Osteoid thickness, osteoid volume, and mineralization lag time Correlation between Changes in DXA Measures and Other Skeletal/Bone Histomorphometry Assessments
Improvements in RGI-C Scores Correlated Significantly with Increases in Improvements in the RSS Correlated Significantly with Increases in Whole
Whole Body and Lumbar Spine BMCy; Z-scores Body but Not Lumbar Spine BMC,; Z-scores
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- DXA whole body scans included the head, which may have 5 3 5 3
overestimated BMD in younger patients s Al : S :
- The relative contribution of asfotase alfa vs. natural accumulation of N < N
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The RGI-C is a 7-point change scale that ranges from -3 (severe worsening) to +3 The RSS is a 10-point change scale (O=absence of metaphyseal cupping and fraying [both
(complete/ near-complete healing) used to assess radiographic changes from Baseline characteristic of rickets] to 10=severe rickets; maximum of 4 points for the wrists and 6 points for
in the most common skeletal characteristics of HPP.'2 the knees) originally developed to assess severity of nutritional rickets in the wrists and knees.™

“r’ Values provided are Pearson’s correlation coefficients (only first and last overall measurements postbaseline are included in the calculation).

- Based on the data from this pooled post hoc analysis, DXA BMD
Z-scores, which are most commonly used in clinical practice, are not a

- The correlation between change in lumbar spine BMDy; Z-score and the RSS (r=-0.415; P=0.0225) reached significance; otherwise, there were

useful measure of bone deficits in children with HPP either at Baseline no significant correlations between changes in whole body or lumbar spine BMDy; Z-scores and the RSS or RGI-C scale scores
or in response to treatment - The correlations between increases in absolute values of whole body and lumbar spine BMD and BMC and improvements in RGI-C scale scores were
- Other complementary measures, including functional outcomes significant (all P<0.001), as was the correlation between increase in absolute value of lumbar spine BMD and improvement in the RSS (P=0.0223)
should be considered * No correlations were observed between change in any DXA measure and change in osteoid thickness, osteoid volume, or mineralization lag time
: . . iNi I I I i 1. Whyte MP. In: Thakker RV, et al., eds. Genetics of Bone Biology and Skeletal Disease. 2nd ed. San Diego, CA: Elsevier
This study was sponsored by Alexion Pharmaceuticals, Inc., Boston, ;‘Jrlc_)lr?l V,Xlaesxiecl)rflIlgll‘lcaall‘lrr?:j:(;}llj’[lir(]:\gsstIlgrl?:tolg?gdr;i(;ie\ll\ézdcgflgﬁIrt?;géteri\sleflrg#lpzrer)t(ion (Academic Press): 2018:481-504. 2. Whyte MP, et al. Bone. 2015:75:229-39. 3. Moulin P, et al. Eur J Pediatr.
I i iti - i y . . 2009;168:783-8. 4. Strensiq® [package insert]. Boston, MA: Alexion Pharmaceuticals, Inc.; 2018. 5. Strensiq® [summary of
MA, USA. Editorial and ertlng Support was prOVIded by Bina J. Patel, AP i | f d K/ - in Alexi Ph ical product characteristics]. Rueil-Malmaison, France: Alexion Europe; 2018. 6. Whyte MP, et al. JCI Insight. 2016;1:e85971.
: IS an employee of anad may own stock/options in Alexion Pharmaceuticals, . ; e . . . ok »
PharmD, CMPP. of Peloton Advantage LLC (Pars|ppany NJ USA) an Inc. SZ is an emplovee of Covance. Inc.. and provided statistical services for 7. Kishnani PS, et al. Bone. 2019;121:149-62. 8. International Society for Densitometry. ISCD Official Positions - Adult. 2019.
’ ’ ’ ’ ’ . ; .y Available at: https://www.iscd.org/official-positions/2019-iscd-official-positions-adult/. 9. Horlick M, et al. Pediatrics.
OPEN Health company, and funded by Alexion Pharmaceuticals. Inc. this analvsis ndzr z:lontract to Alexion GAM-I\IZ was a clinical studv investigator 2004;114:€337-45. 10. Binkovitz LA, Henwood MJ. Pediatr Radiol. 2007;37:21-31. 11. Bachrach LK, Gordon CM. Pediatrics.
’ y U _ _ " u y g 2016;138. 12. Whyte MP, et al. J Bone Miner Res. 2018;33:868-74. 13. Thacher TD, et al. J Trop Pediatr. 2000;46:132-9.
and received institutional research fundmg and/or grant support from Alexion. 14. Zemel BS, et al. J Clin Endocrinol Metab. 2011;96:3160-9. 15. International Society for Densitometry. ISCD Official

Positions - Pediatric. 2019. Available at: https://www.iscd.org/official-positions/2019-iscd-official-positions-pediatric/.

Presented at the 58th Annual Meeting of the European Society for Paediatric Endocrinology (ESPE), September 19-21, 2019, Vienna, Austria

Bone, growth plate and mineral metabolism

Poster presented at: ﬂ p OSt P T®. COm
Gabriel A. Martos-Moreno NG | e ess,onon"ne




	Número de diapositiva 1

