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CrescNet (ClinicalTrials.gov ID: NCT03072537)

* Network of primary care physicians and paediatricians (n=445) and specialised treatment
centres in paediatrics (n=43)

* Established in Leipzig in 1998 by Prof. E. Keller
* Operated by the Medical Faculty and Children’s Hospital of the University of Leipzig, Germany

* Aim is to improve the early detection of growth disorders, epidemiological analyses of growth
data

* >1,055,000 children are enrolled (date access: 10/24/2024)



Achondroplasia Module

* Was set up in 2021 for this specific growth disorder as a sub study within the CrescNet
registry in order to:

— Describe natural course of genetically confirmed individuals
— Document related complications, using HPO terms

— Survey for HR-QoL, developmental milestones by patients, parents,
caregivers (QR-code configured)

— Monitor for growth data, pubertal stage, bone age

* 30 specialised treatment centres in 8 countries*

*24 Oct. 2024: Austria (1), Belgium (1), Bulgaria (1), Czech Republic (2), Germany (21), ’ :
Greece (1), Poland (1), Romania (2) ‘



Patient Numbers Within the Achondroplasia Module

All ACH =20 years: 480

RW cohort: Growth

452 hormone or

(Female: 222 interventional
Male: 230) trials: 28

212 untreated

236 treated”

Vosoritide Vosoritide No vosoritide No vosoritide
+ limb treatment: treatment: limb
lengthening: 19 217 208 lengthening: 8

Vosoritide Vosoritide Vosoritide
treatment: treatment: treatment:
age 0-5 yr: 95 age 5-8 yr: 55 age >8 yr: 67

*Mean age (SD) at treatment start: 6.12 (3.67)



Standardised Documentation During Patient Visits:
CrescNet® Case Reports

Date of birth:* Sex:* ® o male O Qfemale

cAa®@ 39 wik 1 d Mother: 177.3 cm Weight kg

Indication: ® : Father: em Weight K

B Save Master data

Diagnoses a. ﬂ Q77.4 - Achondroplasie ' Magnetic Resanance Imaging ]
Consits Neurelogic Examination

Otorhinolaryngolagic Surgical Procedures

Neurosurgical Procedures

fieids

Phenotyps a. ﬂ Cervical cord comgression © FGRR3 gl
Mutations Central sleep apnea Comameat: e 22 5002- AcpaLe Y hond Ada
i _ Mils in the P of plasi . .
Birth values Length; 42.0cm SGA (5.39cm below lower limit) §i
Weight: 2820g NBW (184g above lower hmit. 1553g below upper limit) Please indicate in the following fields from which month your child was capable of the respective action. If your child
., doesnot yet bility, the
i it at 07, 2 (age: 5.6 years):
For medical letter Visit 5t 07/26/2022 (3ge: 55 years) . ) Possible answars coukd b, for wxample
crart Height: 90.9cm (SDS: 0.34 / Pea3), Weight: 17.50kg (SDS: 0.54 / Pr.), BML: 21.18ka/m? (SDS: 033 / Pas.), Head girth: 58.0cm (SDS: 0.76 / P17} Sitting height: 52.2¢m (SDS: 0.40 / Pes.o)
Sitting height/Height: 0.684 (SDS: 0.05 / Pgy.c). Am span: 80.0cm. Arm span/Height: 038 + ' for “with finished &h month™

* 7.5 fir “approx. in the middie of the 8th month”

Reference values: \chordion

15 % - Select Standard vie

« Anthropometry

BiSave Visits | + New Visit

BMI Headgirth ~ Armspan  Sittingheight Boncage Pubertystage  Growthvelo.  Vosoritide

hafmA2 | SOS am | nf® an|S0S 3] prog fnal hewe. omjs | 05D = Aga praeasiment - eland ADRE
- ~ Development Month of lfe [ p90.Medun- J— 1
o « Accompanying | ] ! ! ! {
Z o - Medication | Ut head when lying | | 70| 45| 05155
] se0 | 138 500 084 ) B sr0es ::’b‘onwrywh | Roll over | | 99| s3] 10188
o 535 (22 s (@ eaam ke | Snow plough | 20| 120) 80360
o 520 | 361 | Reverse snow plough | | 138 80| 30160
r | 550 017 1821 085 455 182 | Commando cem | | 42| 90| 575180 |
-] a20 l2s1 1509 05 380 089 | Suar walling | | 80| 120| 60210
3 » Traditional crawling 183 120, 60240
‘Imnsmnr\gfmmlymg I | msl u,3. 90320 |
‘Inlosm-r\g'mmsunﬂm[ I | 28| 150| spazo
white = entry; highlighted in color = calculation; evaluation can be expanded by clicking on the required measurement variables [into standing from sitting l | 20 150 85320

Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734.
Ireland PJ, et al. Dev Med Child Neurol. 2012;54(6):532-537. 7



Standardised Documentation During Patient Visits:
Online Documentation in CrescNet®

Natural History (HPO)
& Mutations (HGNC) Auxology, Treatment, Pubertal Signs

Recording of Phenotyps and Mutations E
S L[ el -
oo O e H Z-score (Merker et al.)
09/02/2022 Select Phenotype... v | SelectSeverity.. & Comment ‘ §
. RN BMI Z-score (Merker et al.)
06/12/2019 Central sieep aprea ,::r;.:: af- bezogene Atmungsregulationsstérung mit lelchten Ss02- - L@ v b T treatment
07/03/2017 Cenvical cord 0 ooy Trete o ey (pepa -
- > Normal height
wo = Achondroplasia
N N = » reference (Merker et al.)
Date: | Al % | | Phenotype: | A 2 | | Severity: | All
Mutations (1 recorded so fan) HGNC . . We|ght (normal)
09/02/2022 Select Gene... v | cDNA code Protein code Heterozygous + ‘ ©
Gene  cONAGe®  Proteincode® 2ygosty R Weight (Merker et al.)
11/24/2017 GRS c1138G:A pG3 g0Arg Heterozygous
R R Pubertal stage
Date: | Al %+ | | Gene: Al %+ | | Zygosity: | Al

Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734.
Ireland PJ, et al. Dev Med Child Neurol. 2012;54(6):532-537. 8




Height and ACH Z-score* Improved With Vosoritide Treatment

* Among 143 participants (75 males, 68 females),
treated with vosoritide for 12 months,
mean (SD) height increase from baseline was 6.36 (2.13) cm,
with ACH Z-score improvement of 0.7 (1.13).

* Furthermore, among 73 participants (41 males, 32 females)
treated with vosoritide for 24 months,
mean (SD) height increase from baseline was 11.86 (2.45) cm,
with ACH Z-score improvement of 1.15 (1.15).

*Z-score using achondroplasia reference population.
ACH, achondroplasia.
Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734.




ACH Height Z-score Consistently Improved Over 2 Years of
Treatment with Vosoritide

Sex — Female — Male

Female Male

A Height since start (ACH Z-score)
(o]

Years since treatment start (years)

ACH, achondroplasia.

Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734. 11



Body Proportion




Arm Span ACH Z-score Improved Over 2 Years of Vosoritide
Treatment in Children With Achondroplasia

Sex — Female —— Male

Female Male

A Arm span since start (ACH Z-score)

2 -1 0 1 2 3-2 -1 0 1 2 3
Years since treatment start (years)

ACH, achondroplasia.
Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734. 13



Sitting Height ACH Z-score Ratio Was Consistent in Vosoritide-
Treated Children With Achondroplasia

Sex -~ Female — Male
) Female Male
S 4
N Data suggest that
g R . . vosoritide treatment
O n 2- L] [] " [ l. ‘ H
<g “Ale'sn « af\e . ST et led to proportionate
% = growth of both the
o o 01 upper and lower
o © body segment.
£ -2
(%)
<

2 -1 0 1 2 3-2 -1 0 1 2 3
Years since treatment start (years)

ACH, achondroplasia.
Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734.




Puberty and Bone Age




Pubertal Stages Are not Affected by Vosoritide Treatment in
Achondroplasia

Female Male
p=0270ns
161 ‘
— . 1 :
o4l _p=0790ns | Testicle volume = 4 ml
X * Male: pubic stage = P2
(12.33
Female: breast stage = B2

X
°

Bone age: female 11-12, male 13-14

Chronological age at puberty start (years)

Treated Untreated Treated Untreated

16




Pubertal Stages Are not Affected by Vosoritide Treatment in
Achondroplasia: Breast

treatment v treated 4 untreated

B5 1 a | AR X x x I
o B4 RN BN
(o)}
0
»
B3{ .7 N e S A
B21 "kx7z 77—

9 10 11 12 13 14 15 16 17 18
age at first appearance [years]



Treatment Summary

* CrescNet is a continuously growing multinational registry aiming to monitor growth
and development of treated and untreated children with achondroplasia

* Up to two years of vosoritide treatment in children with achondroplasia led to:
— Improvements in ACH Z-score height of up to 1.15

— Improvements in proportionality shown by increases in arm span

* Sitting Height/Height ACH Z-score was not affected by vosoritide treatment
suggesting proportionate growth in both upper and lower body segment

* VVosoritide treatment had no impact on puberty onset age

ACH, achondroplasia.
Merker A, et al. Am J Med Genet A. 2018;176(8):1723-1734. 18




Automated Bone Age by Al-tool Deeplasia

A . B Overview E Masterd.. 0  Surveys 2 Consult... 9% Settings D Logging & Export

n I Cent.to.. I Selectc.. ¥ Head girth 2 Sitting h... k2 Growth ... = daily BMI k2 daily wei... k2 daily hei...

Upload new image for visit

Visit:* 03/31/2022 s
Measurement:* X-ray image (Left hand) B
Image:* Select image file... Browse
With contrast (0 to 100): ® 0

By uploading an X-ray image, it is automatically analysed with Deeplasia and a bone age is
calculated. The resulting value appears in the visit table after a short time. (See also:

http://deeplasia.de/)

Open attach ment * Mandatory fields
Select visit date

Upload DICOM, JPG, TIF or other image format
Result is displayed direct in visit table

W

Rassmann S, et al. Pediatr Radiol. 2024;54(1):82-95.




Results of Bone Age in Achondroplasia Assessed With Deeplasia Are
Consistent With Greulich/Pyle Method

treated untreated
R?=0.95, P<0.001 « °  R*=093 P<0.001

151
A Results in bone age
e assessed via Deeplasia
@ 107 are consistent with
LE_ Greulich and Pyle
o assessment
8 5

0 5 10 15 0 5 10 15
bone age [years]
* Integration of Deeplasia allows for quick and reliable assessment of bone age

Rassmann S, et al. Pediatr Radiol. 2024;54(1):82-95. 20




Participating Centres

See also Poster:
K. Wechsung et al.

Real World Effectiveness of Vosoritide in 217 Children with Achondroplasia — Data from a Multicenter European Registry
Poster place: T 20
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