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Introduction

Table 2. Reasons for treatment discontinuation Table 4. Drug-related SAEs resulting in treatment disruption

® Recombinant human growth hormone.(rhG.H, somatropin) has been used for Total (n1640) (% Gender o SAE Action faken

many vears to treat growth disorders in children, but some concerns remain Indication . Outcome
, . . . . Age (preferred term) with treatment
about its longterm safety.! Patient reached final height/bone age maturation 29.8

e Omnitrope® is a thGH biosimilar approved by the European Medicines Miscellaneous reasons 0.8 Male, 9 GAD Headache nterrupted Resolved complefely
Agency in 2006, with approval granted on the basis of comparable Lost fo follow-up 12,1 Benign infracranial
quality, safety and efficacy to the reference product (Genotropin®, Prizer).? Patient does not wish to continue the injections 10.7 Female, 6| GHD hypertension Inferrupted Resolved complefely

* Omnifrope® has been approved in the following indications:? Switch fo other growth hormone product 6.9 Male, 8 GHD Gait disturbance Interrupted Resolved completely
~ growth hormone deficiency (GHD) Patient satistied with current height 5.2 |
~ Turner syndrome (TS) Reached near final height 5.2 Male, 19 GHD Fl)\rloegrzsgs?;nn Inferrupted Resolved completely

. . . Non-responder 4.8
— chronic renal insufficiency (CRI] A Intracranial pressure Permanently
. verse event 3.5 Male, 4 SGA . A Resolved completely
— born small for gestational age (SGA) , , increased discontinued
JorWill sund A Patient non-compliant 3.1
- PracerVVilli syndrome | ) Referral to adult endocrinologist 0.7 Male, 14 SGA Heart injury ggrmopenflé Resolved completely
— idiopathic short stature (ISS; USA, Canada and Brazil only). Unknown 0.6 sconfinue

® The PAtients TReated Wifh Omn.itrope® (PATRO) Children stgdy isgr; ongoing, Height velocity <1 cm,/year 04 Fomale 14| SGA Typemlecﬂ;ﬁgefes gimﬁ:ﬂé Ongoing

longterm, postmarketing surveillance programme for Omnitrope®. | Withdrawal of informed consent 0. P
o 2o . Permanently .

Obijectives Male, 8 SGA Osteochondrosis discontinued Ongoing

* The main objective of PATRO Children is to assess the longterm satety of Table 3. Summary of AEs Unoer airwg
Omnitrope®, particularly in ferms of the diabefogenic potential of thGH therapy, Total number of subiects n=5007 ) y Male, 10 PWS resisfgl[r?ce syndrgme Interrupted Ongoing
the risk of malignancies and potential risks of thGH in children with PVWS. EEE L -

 The longterm efficacy of Omnitrope® is analysed as a secondary objective Any AE 1924 38.4 Male, 16 ISS Kyphosis eIty Ongoing

J Y P 4 YO0 discontinued
through changes in height parameters. Relationship to Not suspected [ 0.7 \ )
L . . study drug Suspected 284 57

* Here, we present an interim analysis of safety and efficacy data up to . iy . . i} )
4 for th ]c h Omni o Mild 1481 20 6 Figure 1. The positive effect of Omnitrope® on mean HSDS in both naive and

years arter the start of freatment witn Umnifrope™. Y- o s ore-treated patients with GHD or born SGA.
oaeraile .

MeihOdS Intensity Severe 186 3 7 - Time (Months)

* International, observational, longitudinal, non-interventional study, currently Missing 326 6.5 054 Boseline 6 12 18 24 30 36 42 48
being conducted across 14 ditterent countries (Study EPOO-501).° Not changed 1700 35 7 )

* In brief, infants, children and adolescents who require thGH treatment and Increased 66 1.3 T
receive at least one dose of Omnitrope® were enrolled. Patients previously Changes to® Peduced 43 00 g 97 x
treated with another somatropin product could also be included. %mxe - 176 5 5 % -1 1 i ; - —¢

e Omnitrope® is administered as part of usual clinical practice in the centres Permanently discontinued 56 1T L ‘ﬁfr‘ [PV gipfiis
involved and doses are given according to country-specific prescribing Missing o7 o 2 T LT
information. All patient data are captured in an electronic case report form. £ AT A== _

SAE No 1832 36.6 ° 2.5 7 70 P gt I

Safety assessments > Yes 323 6.5 L |

e All adverse events (AEs) are recorded at each visit for the complete duration Headache 75 1.5 s
of thGH treatment. Arthralgia 10 0.4 '4 _

* Fasting plasma glucose, .Q-hour orq| 9|ucos§ To|§ronce tests, insulin levels, Injection site haematoma 19 0.4 CHD rove @ M B KN B W
glycosylated h09m09|0b'” Oﬂcfl O“T"‘G.H onnboglles are requested fo be Injection sife pain 18 0.4 SGAnaive B 914 879 789 695 603 511 430 349 270
documented according to routine clinical practice. voothvroidism 13 03 GHD prefreated A 397 384 344 303 268 219 185 139 100

Treatment-related |7
: Mool el - . SGApretreated @ 179 172 157 135 118 99 77 61 50

Etficacy assessments AEs (>5 patients), | Pain in exiremity 10 0.2 \ y

* Auxological data may be registered at each visit. Height velocity (HV, cm/year), by 'F\AedaRtA Scoliosis 8 0.2
height standard deviation score (HSDS) and HVSDS are derived from height preterred ierm Insulindike growth factor increased 8 0.2 (F' 2 He : . )

s igure 2. Height velocity SDS (peak-centred) for pre-treated and naive GHD and
measurements and country-specitic reference tables. Drug ineffective 7 0] SGA patients following 4 years treatment with Omnitrope®
Myalgia 5 0.1 lime (Months)
Results
Glucose tolerance impaired 5 0.1 107 Baselne & 12 18 A 30 36 42 48

Patients and treatment Insulin resistance 5 0.1 -

e As of July 2016, 5007 patients have been enrolled:; all patients have been _ MedDRA=Medical Dictionary for Regulatory Activities y 8 -
included in the safety set. )

* The baseline characteristics are presented in Table 1. The mean age for the * Intotal, 126 samples from 6/ patients were assessed for anti-hGH antibodies. 6
total population is @.1 years and 61.8% are males (excluding TS patients). Only one positive anti-hGH antibody titre occurred transiently in a freatment-

e Infofal, 775 patients [15.5%) had been pre-reated with another thGH naive patient at baseline; all subsequent results for this patient were negative. O 4- It
before lsfudy entry and were transferred fo Omnitrope®. So far, 12 patients have been tested for anti-hGH antibodies following two i §

| | vears of Omnitrope® treatment; no positive anti-hGH antibody titres have 8 ,_
® The mean (SD) treatment duration of Omnitrope® was 32.4 (22.8) months. The . - £
| | , been reported in these patients. =
mean (SD) daily dose of Omnitrope® at baseline was 0.033 (0.01) mg,/kg/day. N S
e To date, there have been no reports of any additional safety concerns. % 0 :
Safefy . @ N
. S | . Efficacy T !

e 1640 patients have discontinued treatment; most commonly due to reaching o o | Py
final height/bone maturation (29.8%), with very few (3.5%) discontinuing * After 4 years of freafment, Omnitrope® resulted in improvements in growth
due to AFEs (Table 2). The reason was unknown or not documented in 0.6% oarameters across all indications, irrespective of gender or predreatment status.

. . A _
of patients. e Greater height gains at 4 years were observed amongst naive patients, with a

e Overall, 1924 patients (38.4%) experienced AEs, most of which were mild mec?nSCHSX (SD) of ().4| [1.9) and 5.8 {1.6) cm/year in naive patients with GHD .

- - - 0 an . respectively. - ! ! ! " ! " ! "
Tcﬁgﬁdderofe. rhGHdTreo;moenTA\évos mferru%eg(ym ;Qbé') pé]henfs (2.5%) and the o ]E P | Y ] o | h , conavee 707 NI 20: NN - IEH : BB s
r ose was reduced in patients (0.9%) (Table 3). o ] ce ect of Omnitrope® was more evident in naive .pohenfg whom at year scinem o1 TN .- I - P - BN .

e Of the 323 patients (6.5%) who experienced serious AEs (SAEs), only 30 OCh'eV?d HSDS values of A+1.49 and A+1.47 [patients with GHD and SGA, GHDpretreated A 260 334 306 272 243 199 166 123 83
(0.6%) experienced SAEs considered fo be possibly related to treatment. respectively] (Figure 1), | SoAprereced ® 134162 148 126 11197 77 60 50
Of these, 10 resulted in discontinuation or interruption of Omnitrope® e Omnitrope® had a greafer impact on mean peak-centred HVSDS in naive
treatment (Table 4). oatients with GHD (A+4.6) and SGA (A+3.6) (Figure 2).

Conclusions

Table 1. Patient characteristics at baseline

e Across all the indications examined, the data on evaluable patients

L Naive/pre- Mean age, years | Mean BMI SDS Mean HV,cm/ | Mean peak-centred to date show no evidence for an increased risk of developing
Indicat Total Male/femal ' Mean HSDS (SD ' : : : :
neeeren treated® otal [n) ale/temale (n) (SD) (SD) = ISP year (SD) HV SDS (SD) unexpected AEs or new malignancies during Omnitrope® treatment.
GHD Naive 242 1611/810 ?0 (3.8 02 (1.9) —2.510.9) 5./ 120 29129 e The results of this 4-year analysis demonstrate that Omnitrope®
y 1 Y Y P

Pretreate 433 200/143 11.4 (3.4 ~0.1 (1.3 ~1.5(1.1) 5.2 (2.4 ~0.3 (3.3 treatment remains efficacious and well tolerated in the majority of
o Naive 1088 557/531 /.8 (3.3) -0.8 (1.3) -2.9(0.8) 4.0(2.1) 2./ (2.3) rhGH-treated children.

Pretreatec 192 112/80 10.1 125, G2 -l.oll.2 &7 |2 1] A CEY ¢ The ongoing PATRO Children study will continue to provide valuable
. Naive 178 -/178 8.9 (4.5) 0.2 (1.4) ~3.1(1.1) 3.5(1.8) -2.4(1.9) safety and efficacy data for long-term treatment with Omnitrope®.

Pre-treated 50 —/50 10.6 (3.7) 0.9 (1.0) -1.8(1.2) 4.2 (2.2) -1.3(3.1)
. Naive 130 66/64 3.0 (3.2 0.2 (2.2) —-1.6(1.9) 8.8 (4.7 -3.1 (2.4 References

Pretreated 24 12/12 8.6 (4.9 1.6 (1.5 -0.2 (1.3) 5.4 (2.9 -1.0(3.4] 1. Bell J, Parker KL, Swinford RD, et al. longterm safety of recombinant human growth hormone in
- Ngive 39 20/172 6.6 (4.6) 0.0(1.8) 2.8(1.2) 3.6(2.7) 5.6 (2.4 children. J Clin Endocrinol Metab 2010: 95: 16/7-1/7.

2. European Medicines Agency 2008. Omnitrope®— European Public Assessment Report 2008.

Pre-treated - 2/2 10.3 (3.0 0.5 (2.0 -2.4(1.1] 6.7 - 0.8 (- Al\J/oiE]bb lcrom:| hlﬁp://g\;/vwv?//.emo.europo.eu/pdocs/en_%B/documenT_|ibrory/EPXR_—_Summory_

. Naiive 24 16/8 9.6(3.6) 0.0 (1.4 -2.3(1.1) 2.0(2.5) ~4.6(3.4) for_the_public,/human/000607/WC500043689 . pdr
3. Piaffle R, Schwab KO, Marginean O, et al. Design of, and first data from, PATRO Children, a
Pre-freated 23 18/5 10.6(3.9] —0.2{0.8) —1.410.9) 6.6 (3.2) 14 4.8 multicentre, noninterventional study of the longterm efficacy and safety of Omnitrope® in children
Nagive 208 177/121 9.6 (3.7) 0.4 (1.4 -2.8(1.2) 3.6 (2.0 -3.0(2.7) requiring growth hormone treatment. Ther Adv Endocrinol Metab 2013; 4: 3-11.
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