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Screening

Treatment-naive pre-pubertal (boys = 3 to < 11 yrs of age, girls 2 3 to < Inclusion Criteria
10 yrs of age) children diagnosed with idiopathic growth hormone
insufficiency, GH insufficiency as part of multiple

Exclusion Criteria

o il _ o GH concentration <10 ng/mL o Any clinically significant abnormality
Al A s G Il s I s R LT e A 7 A 5 H-SDS £-2.0 o Contraindications to rhGH treatment
iInsufficiency (due to pituitary tumor, pituitary or 1,- il ! _ _
brain surgery, or intracranial radiation therapy) w o HV-SDS <0 o History or currently active malignancy
were eligible to be screened for entry into study. o IGF-1SDS <-1.0 o Children with new diagnosis of
o BMI £ 95%-of BMI for CA and gender according to pituitary/hypothalamic tumor or intracranial
‘ \ CDC 2000 standard tumor within 12 months of baseline
o Children born small for gestational age (SGA)
o Growth altering medications, such as anabolic
¥ steroids or methylphenidate, except for

1w

pituitary replacement hormone therapy
(thyroxine, hydrocortisone, desmopressin)

o Children requiring glucocorticoid therapy for
asthma in excess of 400 yg/day

Study Design Efficacy Measures
60 children will be randomized 1:1:1:1 to one of three doses of E:?pao?:lt Height Velocity (HV) after 26 weeks (6 months) of treatment

weekly TV-1106 or daily Genotropin

Secondary 1) HV at 52 weeks of treatment

Endpoints 2) HV-SDS at 26 weeks and at 52 weeks of treatment. HV-SDS
: : . ill be calculated using Swiss growth reference standards.’
CEEning ore =XIEnsIon on 3) Change in H-SDS from baseline to 26 weeks and 52 weeks
sl ATz e, BUNERE 92 weeks 3 of treatment. H-SDS will be calculated using the CDC 2000
0 WEEKS Adjustment WEEKS growth reference standards.?
for low HV :
Baseline (if needed)

Exploratory 1) IGF-1 SDS

Wk Wk Wk WKk Wk Wk WKk Wk WK WKk WK Wk Wk Wk Wk Endpoints 2) TV-1106 PK concentrations at baseline , and day 3 of weeks
2 4 6 8 12 17 21 26 39 44 22 65 £ 91 104 4 6, 44, 635, and 91.
1:1:1:1 3) TV-1106 PK trough values on day 7 of weeks 2, 12, 26, 52,
randomization 78 and 104
: _ 4) Bone age/chronological age ratio (BA/CA) after 52 weeks of
Daily Genotropin®- 0.033 mg/kg/day treatment

o) HV, HV-SDS, change in H-SDS and BA/CA after 104 weeks

of treatment
Weekly TV-1106 — 0.554 mg/kg/week If individual HV is 6) Patient adherence

1/3

2
RSt satisfactory—Patients /) Number and proportion of patients in each response
will continue dose; category for the QOL questionnaires
2 12 If review of safety and 8) Predicted adult height by Bayley-Pinneau method.?
weeks Weekly TV-1106 — 0.924 mg/kg/week efficacy data indicate
» clear risk or benefits of SAFETY
213 th? > dDSEfS_a” doses 1) Adverse event reports, vital signs and concomitant medication use throughout
0.924 will be adjusted up or the study
Ikg/wk - - :
e 1/2 Weekly TV-1106 — 1.20 mg/kg/week down accordingly 2) Clinical lab tests, hormone, ACTH stimulation, fasting glucose and insulin
assessments
3) IGF-SDS and IGF-I binding protein (IGFBP-3) at all timepoints
¥ 1GF-1at every visit to guide dose adjustment as needed 4) Physical examinations including fundoscopy, opthalmologic consultations and
Lnﬂ;dac:ii:]iz:ue;c;;he visits, when interval between visits is greater than 1 month, monthly telephone calls will be made to check child’s health status additional examinations if symptoms of intracranial pressure are evident.

5) Electrocardiography (ECG) will be performed at screening, weeks 26, 52 and
104.

6) MRI or CT (for patients with a previously treated pituitary tumor) at screenin
STUDY OBJECTIVES ) {for p P y e 9

. . _ weeks 52 and 104.
Primary Objective - determine the safety and tolerability of 3 different weekly doses

of TV-1106 and a daily dose of Genotropin in pediatric patients TOLERABILITY

Secondary Objectives - evaluate the efficacy of 3 different weekly doses of TV-1106 Number and percent of patients who discontinue early from the study for any

and a daily dose of Genotropin as demonstrated by height velocity (HV), height reason or whose dose Is decreased or suspended temporarily due to an AE.

velocity standard deviation score (HV-SDS) and delta height standard deviation score Pharmacodynamics and Pharmacokinetics

(H_S DS) i i i ] ) ) . 1) IGF-l and IGFB-3 samples for TV-1106 and Genotropin patients will be collected at multiple

Exploratory Objectives - pharmacokinetics and pharmacodynamic relationships timepoints throughout the study.

between TV-1106, IGF-I, and HV in children with GHD, continued safety assessments, 5 E’,Eg’k;g':_;,"iffﬁ‘gf” SHEZE AR 0 E ey [ el EIE AR 0 IS I EEE S

bone maturation, and quality of life measures. —  Trough IGF-I levels will be measured day 7 after weekly TV-1106 at weeks 2, 12, 26,
52, and 104.

— For Genotropin patients, peak and trough IGF-I| will be collected at the same time as
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