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Table 1. Baseline characteristics of all patients and of those who did or did not experience a hypoglycaemic event (safety population)

INTRODUCTION

In the EU, Increlex® (mecasermin [rDNA origin] injection, recombinant Safety population
human insulin-like growth factor-1 [rhIGF-1]) is approved for the treatment All patients Patients without a hypoglycaemic event Patients with =1 hypoglycaemic event
of growth failure in children with severe primary IGF-1 deficiency, which is (N=200) (N=166) (N=34)
defined as . . . :
) . . Characteristic n@ Mean (SD) Median na Mean (SD) Median n? Mean (SD) Median
— Height standard deviation score (SDS) =-3
— IGF-1 <2.5th p ntile [95% CI] (25th, ??;th [95% CI] (25th, T.Elth [95% CI] (25th, ?ith
— Normal or elevated growth hormone (GH) secretion percentile) percentile) percentile)
* The EU Increlex® Growth Forum Database (IGFD) Registry was initiated Age at first injection, years 200 9.9 (4.0) 10.5 166 10.1 (3.8) 10.8 34 9.1 (4.6) 8.9
in December 2008 to monitor the safety and efficacy of Increlex® in [9.4; 10.5] (6.7, 13.2) [9.5; 10.7] (6.7, 13.2) [7.4;10.7] (5.8, 12.9)
;h;'g’E:;n a::ﬁ'lf fﬂir::e':at"’e of the Increlex®-treated patient population Height SDS 190 -38(1.3) 3.4 157 ~3.7 (1.3) 3.4 33 4.0 (1.3) 35
¢ The most common adverse event observed with Increlex® is [-3.9; -3.6] (-4.5, -2.9) [-3.9; -3.5] (4.5, -2.9) [-4.5; -3.5] (4.6, -3.0
hypoglycaemia, which may be caused by a lack of GH glucoregulatory IGF-1, ng/mL 170 123.2 (127.6) 85.8 145 124.2 (130.9) 86.6 25 117.4 (108.5) 83.4
actions due to severe primary IGF-1 deficiency and further augmented [103.9; 142.5] (44.0, 142.0) [102.7; 145.7] (44.5, 142.0) [72.6; 162.2] (37.0, 164.0)
during Increlex® treatment’~ . :
Height vel , cm/ b 116 4.8 (1.7 4.7 95 4.8 (1.8 4.7 21 48(1.4 4.6
* In clinical trials, hypoglycaemia occurred in up to 49% of children'? eignt veloctty, emiyear [4 5.(5 1}3 (3.8,5.7) [4 4'(5 1}] (3.8, 6.1) - 2'{54}] (4.0, 5.5)
e However, in a real-life setting, data from the EU-IGFD Registry suggest R B N — — I
a much lower frequency of 17.6%? Prepubertal, n (%) 194 160 (82.5) N/A 162 132 (81.5) N/A 32 28 (87.5) N/A
* The EU-IGFD Registry is ongoing and recruiting new patients Diagnosis of Laron syndrome, n (%) 200 29 (14.5) N/A 166 17 (10.2) N/A 34 12 (35.3) N/A
History of hypoglycaemia, n (%) 200 12 (6.0) N/A 166 8 (4.8) N/A 34 4 (11.8) N/A
0 BJ ECT Iv ES Prior growth-promoting therapy, n (%) 200 66 (33.0) N/A 166 53 (31.9) N/A 34 13 (38.2) N/A
e EU-IGFD Registry objectives aNumber of patients for whom data are available; *Enrolled population (N=205).
— To evaluate the long-term safety (primary objective) and efficacy (secondary Cl, confidence interval; IGF-1, insulin-like growth factor-1: N/A, not applicable; SD, standard deviation; SDS, standard deviation score.
objective) of Increlex® in children with growth failure
* QObjectives for this poster
~ To report the frequency of hypoglycaemia from 5-year interim di? in the Predictive factors for hypoglycaemia Effect of hypoglycaemia on Increlex®
EU-IGFD Registry f tients wh ived at least I lex® d .
SYISHY TOr Paients Who received at feast one incerele 0se * Laron syndrome was a predictor for hypoglycaemia in univariate and EﬁECt iVveness

and who attended at least one follow-up visit or for whom there were
post-study treatment safety data (safety population)
— To identify predictive factors for the occurrence of hypoglycaemia

multivariate logistic regression analyses (Table 2)
¢ Although patients who experienced a hypoglycaemic event tended to be
younger and have a history of hypoglycaemia compared with those who did

¢ Mean change in height SDS was similar over the first 3 years of receiving
Increlex® between patients who did or did not experience hypoglycaemia

— To compare first-, second- and third-year height SDSs in all children treated ) o S (Table 3)
with Increlex® who experienced hypoglycaemia and who had completed at not experience an event, these factors were not statistically significant
least one follow-up visit (Regist ulation) with those in children who did
not experience a If o I{cagmigeﬁﬁt ) Table 2. Predictive factors for hypoglycaemia (univariate and multivariate Table 3. Mean (+SD) height SDS and change from baseline in height SDS in
Pe ypogly analyses) patients who did or did not experience hypoglycaemia (Registry population)
METHODS Variable Odds ratio (95% CI) | p value Height SDS Change in height SDS
I I H ab a
* 0Ongoing, multicentre, open-label, observational study monitoring the safety Univariate analysis ! :
and efficacy of Increlex® in children in the clinical practice setting Diagnosis of Laron syndrome (yes as reference) 0.21 (0.09; 0.50) <0.001 Registry population (N=199)
° Ghllclren_ were eligible for E:-nrDImE!n’f it they » - Age at first Increlex® dose, years 0.94 (0.85; 1.03) 0.165 Baseline 189 -3.74 (1.28) - -
— Received Increlex® for growth failure from a qualified practitioner
— Gave informed consent, if appropriate, in addition to mandatory consent Sex (male as reference) 1.59 (0.75; 3.37) 0.223 Year 1 163 -3.38 (1.31) 156 0.35 (0.47)
from their parents or legally authorized representative Pubertal stage (prepubertal as reference) 0.63 (0.21; 1.93) 0.417 Year 2 125 -3.27 (1.45) 119 0.61 (0.65)
* Data existing in the patients” medical records as part of standard medical care [\ 6 yose at time of event, pg/kg BID 1.01 (0.99; 1.02)2 0.465 Year 3 85 ~3.02 (1.62) 80 0.77 (0.69)
were collected (using an electronic Case Report Form), including
— Baseline characteristics History of hypoglycaemia (yes as reference) 0.38 (0.11; 1.34) 0.133 Patients without a hypoglycaemic event (N=165)
— Serum IGF-1 concentrations (by local assay providers) Prior growth-promoting therapy (yes as reference) 0.76 (0.35; 1.63) 0.477 Baseline 156 -3.68 (1.27) - -
— Increlex® dose _
— Treatment outcomes, including height Baseline IGFBP-3, ng/mL 1.00 (1.00; 1.00)° 0.776 Year 1 134 -3.32 (1.26) 128 0.35 (0.46)
— Prior use of growth-promoting therapy, including recombinant human GH Multivariate analysis® Year 2 100 -3.20 (1.38) 95 0.60 (0.64)
and rhiGF-1 Diagnosis of Laron syndrome 0.21 (0.09; 0.5) <0.001 Year 3 66 —2.86 (1.50) 61 0.79 (0.70)
— Hypoglycaemia (targeted AE), suspected or documented (blood glucose — - - — - ) - _
concentration <50 mg/dL or 2.78 mmol/L) 2By 1 unit increment; "Factors retained in the multivariate model were history of Patients with =1 hypoglycaemic event (N=34)
e« N . h | . AE idered to be treat t related b hypoglycaemia, age at the first Increlex® intake and diagnosis of Laron syndrome. Baseli 13 4.00 (1.30
on-serious hypoglycaemic ALs considered 1o be freatment refated by Cl, confidence interval; BID, twice daily; IGFBP-3, insulin-like growth factor binding seine —4.00(1.30) N -
the treating physician protein-3. Year 1 29 ~3.66 (1.49) 28 0.32 (0.51)
e Serious AEs (SAEs) relating to hypoglycaemia irrespective of relationship
to treatment* Year 2 25 -3.55 (1.68) 24 0.63 (0.70)
¢ | ogistic regression analysis was performed to identify predictive factors for ® . Year 3 19 -3.58 (1.91) 19 0.70 (0.66)
the occurrence of at least one hypoglycaemic event in the safety population Increlex® dose and duration of treatment “Number of patients for whom data are available: “Currently, n <10 for pationts with
n n . n @ - 1 =
— Covariates in the model: age at first Increlex® dose {yzars}, Sex, _ * At the time of first hypoglycaemic event (serious and non-serious episodes; available data from Year 4 onwards (data not shown).
pubertal group (prepubertal versus pubertal), Increlex® dose at time of n=29) SD, standard deviation; SDS, standard deviation score.
hypoglycaemia (g/kg twice daily [BID]) or mean dose during Year 1 for — Median Increlex® dose was 100 pg/kg BID (95% confidence interval [CI]
those without hypoglycaemia, history of hypoglycaemia, prior use of 80.0; 120.0)
grc:-w:th-!:rnmnting therapy,.clia_lgnnsis n.f Laron syndrome, baseline levels of B Med}an duration of treatment was 261 days (95% CI 78.0; 353.0)
II'IEI?1|II"I-|I|(E- grnwth factor blnc.llng protein-3 (IGFBP-3; ng/ml) * |n the Regisiry population, 22 hypoglycaemic evenis occurred in 105 patients CONCLU SIONS

— Variables with a p-value inferior to 0.2 were retained for multivariate
analysis
* Time to hypoglycaemia was compared according to mean 1-year Increlex®
dose (=100 pg/kg BID versus =100 pg/kg BID) using a Gehan test and drawn
on a survival curve using the Kaplan—-Meier method

(21.0%) who received an Increlex® dose =100 ug/kg BID and 11 events
occurred in 75 patients (14.7%) who received an Increlex® dose >100 pg/kg
BID

* A higher Increlex® dose (=100 pg/kg BID versus =100 pg/kg BID) was not
clearly associated with the occurrence of hypoglycaemia (Figure 1)

In a real-life setting, the proportion of patients treated with Increlex® who

experience a hypoglycaemic AE is lower than that previously reported in

clinical trials'®

— Five-year data from the EU-IGFD Registry are similar to reports from
3- and 4-year Registry data®*

R ESU LTS i : . : _ e Laron syndrome was identified as an independent predictive factor for the
Figure 1. Time to hypoglycaemia in patients who received a mean Increlex® dose

0.1 ==== Dose =100 pa/kg BID . Ipsen Pharma. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_

— Number of hypoglycaemic eventis per patient per treatment year = 0.11

P t- t =100 pg/kg BID versus =100 pyg/kg BID (Registry population) SRR LR G E ezt Il
atients ¢ The median Increlex® dose was 100 pg/kg BID at the first hypoglycaemic
* The first patients were enrolled in the EU-IGFD Registry in December 2008 1.0- event
e 205 patients (132 male; 73 female) were enrolled as of 2 October 2014 e Age at time of first Increlex® intake and Increlex® dose were not related to
(enrolled population) 0.9 hypoglycaemia
e 200 patients (130 male; 70 female) were included in the safety population ot . : ilar |
— 199 patients (129 male; 70 female) had at least one follow-up visit (Registry .E 0.8 : :ﬂﬁ:ﬁ;ﬁan d th:::?::n[’;?:?'li: :xlglih:cii?p‘::;::;ﬁ; sRlleis
population) - : :
— Post-treatment safety data only were available for 1 patient E_ 0.7 - E : T"; re!dl:u:ari;l‘:. pntent:;l o hypi?hggr]caamdla, cl:cre._l:x"‘ shuur::rtba befo
* Baseline demographic characteristics are summarized in Table 1 E ' adaministe ) N accordance W B reor
S 06— ; after food
o )
C ]
HYPOGLYCAEMIA § o5 :
* Hypoglycaemia (serious and non-serious) was the most common AE with 61 ‘E,- E Ac KN OWL E DG E M E N TS
)
Ev?: Thﬂl:c:urnngtln Sg patients {;;dﬂ;{] ETEIE:‘I’IE) t and 27 E 0.4 : Sincere thanks to all site coordinators, investigators, patients, and families who have
B ese events, were verttl y o 9 '_JEDEE meas.uramen an e : contributed data to the EU-IGFD Registry, and to Neostar Communications Ltd (supported
were suspected; for 8 events the physician did not specify whether they s 0.3— : by Ipsen) for their assistance with poster development.
were verified or suspected 2> ,
— b-year data from the EU-IGFD Registry are similar to reports from 3- and % 09 )
4-year Registry data - . . : R E F E R E NC ES
— Of the patients who experienced an event, 19 were male and 15 female a Average dose during the first year of treatment '
)
)
'

: . . . . Dose =100 pg/kg BID Product_Information/human/000704/WC500032225.pdf Last updated 30 June 2015.
o Elg_ht hypnc?lyfaen:;c: events in five _patler!ts (2.5%) were considered to be 0.0 2. Bang P et al. Horm Res Paediatr 2015:83:345-57.
serious and of moderate or severe intensity | ] U 000 a000 3 Chernausek SD et al. J Clin Endocrinol Metab 2007;92:902-10.
— Number of serious hypoglycaemic events per patient per treatment year Time to h | 2 (d 4. Polak M et al. Poster presented at the 53rd Annual Meeting of the European Society for
= 0.01 | | ime to hypoglycaemia (days) Paediatric Endocrinology (ESPE), 18-20 September 2014, Dublin, Ireland.
— In three patients, hypoglycaemia occurred after fasting or after exercise BID, twice daily.
with no prior intake of food p=0.16 (Gehan test). The EU-IGFD Registry is supported by Ipsen.
*Relationship of SAEs to treatment was determined by the treating physician and also reviewed by an expert board.
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