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I NTRO DUCTIO N AN D 0 BJ ECTIVES Table 1. Baseline characteristics — enrolled population Figure 6. Height velocity at one year by aetiology:
® Growth Hormone Deficiency (GHD) in children is characterised by low growth — . a) treatment-naive patients b) treatment-naive prepubertal patients
. : : : Characteristic Treatment Non-treatment| All patients
velocity, sometimes after a period of normal growth, and short stature relative . . i = i a) b)
to the child’s chronological age, sex and pubertal stage.l p:::lev:ts nal(v:_p:;;e)nts (N_2’792) m0verall ®GHD mOrganic GHD mIdiopathic GHD =Turner Syndrome =CRI  mQOther non-GHD
— . 14 ;
® GHD is managed with growth hormone (GH) therapy,? with the aims of (N=2,381) g
achieving optimal height development and expected adult height.3 ~ 121 ~ 121
@ NutropinAg® (Ipsen Pharma, France) is a solution, administered daily by Gender __ §10- gm-
subcutaneous (SC) injection, containing 10 mg (30 International Units [IU]) n 2381 407 2789 g E
of somatropin, a synthetic form of human GH produced by recombinant DNA o . - v 8 v 8-
! _ : : : Boys 1,435 (60.3%) 226 (55.5%) 1,662 (59.6%) 2 2
technology with an identical sequence of 191 amino acids to endogenous _ i S
] > >
@ In the paediatric population, NutropinAg® is indicated for:* Age at diagnosis (years) _— £ 4 £ 4
— Long-term treatment of children with growth failure due to inadequate n 2,356 405 2,762 . O N B [ g ,| [ O I N B
endogenous GH secretion: 0.025-0.035 mg/kg body weight daily SC. e Bl Bl ftd Bl Eadh Bl Rl Mo
— Long-term treatment of girls from 2 years of age with growth failure Mean (SD) . . : 78 ('0) 7.2 (4.4) 7.7 (4.1) - -
associated with Turner syndrpme: up to 0.05 mg/_kg body W(_eight dajly SC. Age at the first NutropinAq® injection (years) Error bars represent 95% Confidence Intervals
— Treatment of prepubertal children with growth failure associated with n 2,376 407 2 784 GHD, growth hormone deficiency; CRI, chronic renal impairment
chronic renal insufficiency: up to 0.05 mg/kg body weight daily SC. Mean (SD) 9.2 (3.6) 11.0 (3.5) 9.5 (3.6)

® The iINCGS (International Cooperative Growth Study) - an international
multicentre, open-label, non-interventional study conducted in Europe -

® In both the treatment naive and treatment naive prepubertal populations of
patients with GH deficiency, patients with a GH peak <3 ng/ml had higher

Patients at first NutropinAq® injection in age classes

was initiated in 2005 to collect long-term safety and effectiveness data n 2,376 407 2,784 change in height SDS at 1 year than patients with GH peak >3 ng/ml. A trend
on NutropinAg® during treatment of indicated paediatric growth disorders <5 years 344 (14.5%) 28 (6.9%) 372 (13.4%) towards a higher height velocity in patients with a GH <3 ng/ml was also
(NCT00455728). observed (Figure 7).
, _ _ From 5 to 10 years 977 (41.1%) 120 (29.5%) 1,097 (39.4%) o _ _
® Here we report year-1 effectiveness and safety data from the iINCGS registry. . . . ® ANOVA showed a significant difference between GH peak groups for change in
>10 years 1,055 (44.4%) 259 (63.6%) 1,315 (47.2%) height SDS in the treatment naive (p=0.036) and treatment naive prepubertal
M ETHODS Bone age at first NutropinAq® injection (years) (p=0.011) populations, and in height velocity in the treatment naive
n 349 71 420 prepubertal population (p=0.005).
® Patient data were collected from 166 participating centres in seven European
: : : : Mean (SD 7.4 (3.4 10.5 (3.2 7.9 (3.6
countries (Germany, France, Spain, Italy, UK, Austria, and Romania) between o ) . s ( db (3-2) (3-6) Figure 7: Effectiveness at one year by growth hormone peak in a)
October 2005 and December 2016. sl |G it G J 1 e R el | G e O (G AE T, change from baseline in height SDS, b) height velocity
® Children with growth disorders, for which GH therapy was indicated, and who n 349 71 420
were initiating or already receiving therapy with NutropinAg®, were enrolled Mean (SD) 0.8 (0.2) 0.9 (0.1) 0.8 (0.1) a) b)
into the study and followed throughout their course of treatment (Figure 1). .. ..
o . . . Height SDS at diagnosis BTreatment naive ~ BTreatment naive prepubertal
® The decision to prescribe NutropinAg® was taken before and independently of 1.4- 14
the decision to enrol the patient. n 1,408 221 1,630 2 T,
— Dosing was in accordance with the label and clinical practice, with the Mean (SD) -2.1 (1.1) -1.9 (1.1) -2.0 (1.1) ; 9
dose and schedule individualised to the patient based on the investigator’s . S @ 1 £ 10
.. . Height SDS at baseline 0 0
clinical judgement. £ 03 < s
n 2,306 372 2,679 -5 2
_ 0 ¢
Figure 1. Study scheme for iNCGS Mean (SD) -2.6 (0.9) -1.7 (1.1) -2.4 (1.0) 50-6 : 6
L R Height velocity at baseline (cm/year) 0 0 £ 4
I 1 u ]
: | Follow-up visits (Per routine clinical practice)p> n 660 182 843 g 02 2
. l ! Mean (SD) 4.7 (2.0) 7.1 (2.5) 5.2 (2.3) i . T ——— 0-
- - = - - = <3ng/m >ong/m >/ng/m >10ng/m <
Patient enrolment visit Baseline visit Treatment completed/Study *Treatment naive, or non-naive status not reported for four patients : s7r?g/ml0 <109n9/mlO : < no/m >s37rr]ug://nn11|| ¢ ><7{]gr/1?/lnt1c|) > Hong/m
(Informed consent signed) (Treatment initiation)* (Discontinuation Visit)
Visit 1 Visit 2 Last Visit Error bars represent + Standard Deviation
* Treatment could be initiated prior to the patient enrolment visit, and subsequently, [ ]
baseline visit data could be collected retrospectively. DOSIng and duration of exposure Safety
® The starting dose of NutropinAg® varied by indication and followed the label _ _ _
recommendations for each indication (Table 2). ® A total of 610 patients (17.5%) in the safety population had at least one non-
® Patients were assessed at their usual hospital visits in line with clinical practice e The median duration of treatment was 3.2 vears. Duration of treatment b serious related TEAE.
at the treatment centre. aetiology is shown in Table 2 <Y ' Y — Most frequently abnormal investigations (304 [8.7%]), including increased
® The principal effectiveness measures were: ' insulin-like growth factor (256 [7.3%]). _ _
— Height (cm) and Standard Deviation Score (SDS). — TEAESs leading to treatment discontinuation were reported in 61 patients
— Height velocity (cm/year). Table 2. Exposure to NutropinAq® - enrolled population (1.7%).
— Predicted adult height (PAH; cm). ® 206 patients (5.9%) experienced at least one serious TEAE, and 30 of these
— Final adult height (FAH; cm). Enrolled Idiopathic Organic Turner P — Other TEAEs in 27 patients (0.8%) were considered to be related to NutropinAg®.
® Height was measured at each visit and SDS and height velocity calculated. population GHD GHD syndrome |  renal non-GHD ® Serious treatment-related TEAEs (=3 events in any organ system) included:
(n=1,825) (n=255) (n=199) | insufficiency | (n=498) : : : : :
® Treatment dose and duration of treatment was recorded. (n=10) — Musculoskeletal and connective tissue disorder, 10 events in 9 patients
. . . . (0.3%).
° Pa;'emt:ﬁ v_veril tﬁc I;e .Wr']tthflrda\’\%n frdorI? stludydtreajcn;ent arld dlscotr;tl_nuz the study Treatment duration (months) — Neoplasm, 4 events (astrocytoma, cholesteatoma, craniopharyngioma,
when thelr addit nelg €hned by closed epiphyses = was attained. n 1,825 250 199 10 498 germ cell cancer) in 4 patients (0.1%). One patient with astrocytoma, and

® Investigators reported non-serious related treatment-emergent adverse events one with craniopharyngioma had prior histories of these neoplasms.

(TEAEs) and serious AEs, regardless of relationship to study treatment. Mean (SD) 42.2 (26.5) 40.1(29.3) 48.3(29.0) 40.8 (35.4) 40.4 (26.9) — Nervous system disorder. 4 events in 4 patients (0.1%).
Initial dose (mg/kg/day) — Eye disorders, 3 events in 3 patients (<0.1%).
. : n 1,790 244 195 9 492 — Infections and infestations, 3 events in 3 patients (<0.1%).
ftzgﬁsttliijllaiglag;s\l/vsas erformed using Statistical Analysis System (SAS®) 0.032 0.030 0.043 0.042 0.034 ® A neoplasm considered as a serious event occurred in 20 patients (0.6%).
Version 9.4 (SKS Institulie IncorporatecglJ Cary, NC USA)y ’ rean 5% (0.007) (0.008) (0.009) (0.010) (0.009) ~ 14 of these patients had a prior history of neoplasm.

® AEs leading to deaths occurred in seven patients during the study, all events
were considered by the investigators as not related to study treatment.
— During study period: streptococcal sepsis; infection; recurrent

® Descriptive statistics of patients characteristics, dosing and the principal
efficacy and safety variables are presented.

® Height SDS and Height Velocity for five peak plasma growth hormone (GH) levels Effectiveness parameters at 1 year: height SDS, height velocity medulloblastoma.
were compared by analysis of variance (ANOVA), with a 5% level of significance. e In the registry population, patients had a mean (SD) height SDS of 2.4 (1.0) — After discontinuation of NutropinAq®: cardio-respiratory arrest; possible
and height velocity of 5.2 (2.4) cm/year at baseline. Both of these effectiveness central respiratory dysfunction; haematemesis; dyspnoea.
RESU LTS variables improved after 1 year of treatment with NutropinAg® (Figures 3 and 4).
® A total of 3,657 patients were screened for the study, 864 were not enrolled i
due to lack of paF’;ient consent or non-availability of (?I/ata. Figure 3. Changes in height Figure 4. Height velocity at Conclusions
SDS at 1 year - registry population 1 year - registry population e After 1 year of treatment with NutropinAg®, the mean height SDS as
Patient populations and disposition well as the mean _height velocity improved in patients with growth failure
® Enrolled population: 2,792 patients who were fully informed about the study, moversll mirestment nalve wialve prepubertal [NPPL =P organic GHD whatever their prior treatment status and aetiology.

gave written informed consent to participate, and had data available (Figure 2). L 12 e This improvement wasbobselrved_in treat(rjn_ent-na'l've patients, éEnHD
® Registry population; 2,714 patients who were enrolled, completed at least one treatment-naive prepubertal patients and in treatment-naive

e . . o 2 08 197 tients, despite a >1-year del etween diagnosis and start of
follow up visit and received at least one NutropinAg® injection. g 08 ; tpraeatmes;wtd Sl B syl Gzl e SliEpImesls cine Bieln: @
L > .

o ion: i i inAq® S s8] . Y . . .
ngety populatlpn 3,493 patients who rec_e{ved at least one NutropinAq g 06 - 5 e These data confirm that the benefit-risk profile for NutropinAg® remains
injection and with at least one follow-up visit, or follow-up safety data. < : . ) :

£ 26 favourable in a real world setting, with no new safety concerns in
v o . . . . c - - -
D 0.4 - L children with growth failure treated within the recommended indication.
(] ]
Figure 2. Patient disposition for enrolled population in iNCGS S E )
5 0.2 - o
: £2
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