Preliminary Assessment of Vosoritide for Short Stature in Turner Syndrome:
@Q é6-month data from a Clinical Trial
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BCICkgl'OUﬂd S’rudy Design Subjects receive daily subcutaneous vosoritide injections (using weight-

Short-stature homeobox (SHOX) haploinsufficiency associated el based dose banding approved for achondroplasia) for 12 months, after

o . . . . T discontfinuation of GH. The primary outcomes are change in AGV and
with increased exiracellular signal-regulated kinase (ERK) activity ocrsenn u"mw gﬁc‘:&o&i height SD from baseline, as WF;” as ré’re of adverse events (?A\Es).

IS one of the mechanisms of short stature in Turner syndrome (T3). Screening Visit sitDay 1, Day 2
Vosoritide, a C-type natriuretfic peptide (CNP) analog promotes -- Resulis

endochondral bone growth by reducing ERK activity. Hence, we Of the first 4 subjects enrolled in the trial, one failed screen due to new
hypothesized that vosoritide may increase height in girls with T8S.

Annualized Growth Velociiy (AGV) on Vosoritide onge’r cehqc d segse and 3 have c;omple’red 6 months of tfreatment.
S Subjects with prior GH exposure increased AGV by +4.9 and +1.57 cm/y
Change in AGV in &m over the AGV on GH ftreatment, while the GH naive subject had an
FGF9,18 s I 10.5 increased AGV +6.04 cm above the baseline at the 6-month visit.
‘\ b ' Vosoritide was generally well folerated, with fransient injectfion site
perichondrium | | erythema/swelling (Grade 1-2). No subjects discontinued participation
7 ' 7 3 94 due 1o AEs. There were no serious AEs related to treatment.
Conclusion
/ 6. 82 This 1s the first clinical trial of vosoritide therapy in TS and shows promise in
' increasing AGV In both GH naive as well as previously GH-treated girls af
____________________________________ “ Prkg2 595 6-months. Injections appear well-tolerated. Ongoing enrollment with
""""""""""""""""""""""" 5 onger term follow up and additional participant data will shed light on
4.46 ootential utility and safety of vosoritide for short stature in TS.
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Figure adapted from Ornitz DM et al. Genes Dev. 2015;29(14):1463-1486. Age 50-cell quyo.l.ype Growth que!l:?e 6m AGV Bq.sellne dm visit Vosor.lhde Other TS-related co-
. Hormone AGV (cm/y) height SD eiaht SD dosein | - . o
Methods/Design (years) exposure (cm/y) 4 (Day 1 visit) "' mcg/kg Y
Prospective single center Phase |l open label clinical tfrial of 47 X,del(X)(p22.1)[43],+9
Vosorifide in pre-pubertal girls with TS (ages 3-11years): 1. 9 |, del(9)(q12)/46,X,del(X) yes 3.34 8.26 -2.62 -2.24 15.9  Intrauterine growth restriction
Karyotype-confirmed TS < 5%ile for height: (022.1)[7
» Naive to growth hormone (GH) or | Aortic coarctation s/
o end to
= Annualized growth velocity (AGV) after 1 year of tfreatment: <- 2. 10145, X A 9.25 6.82 -2.14 -1.92 18 end anastomosis. Scoliosis
1SD on NCGS' response curves '
. . . 45,X [47]/46,X, 1di ,
= On GH> a year with 6m AGV <50%ile of US girls for age and sex 3. 6 . [. 71746.X, psuidic NO 4.46 10.5 -2.85 -2.35 18.5 orseshoe kidney
*National Cooperative Growth Study (X) (p ] -23) [3]

*AGV calculated based on historical data closest to 12 months prior 1o screening Vvisit
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