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LUM-201 Stimulates Endogenous GH Secretion
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Background

In children, growth rates have been
linked to both the amount and the
pattern of GH secretion in pulse profiles

In OraGrowtH212, GH pulse profiles,
based on 10-minute blood sampling
over 12 hours (8 am-8 pm), showed
significant increases in GH secretion
with 1.6 and 3.2 mg/kg/day of LUM-201
over 6 months, with no difference
between doses [FC14.3, ESPE 2023].

Oral LUM-201 normalizes growth rates
in moderate PGHD over 12 months
(Phase 2 Trials: OraGrowtH210 &
OraGrowtH212) [FC 7.6, ESPE 2024]

OraGrowtH 212

- TRIAL —————

PK/PD: N=22, Open label LUM-201 1.6 & 3.2mg/kg daily
Objectives: Assess LUM-201 effect on endogenous GH
pulsatility, Assess Height Velocity, Evaluate PK/PD

Changes in GH secretion at baseline and at 6 months
on LUM-201 treatment
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Objective

To characterize relationships between GH pulse profiles with growth and IGF-1
responses to oral LUM-201 (doses combined).

Methods

22 prepubertal children with moderate PGHD were included.

Subjects grouped into tertiles based on 6 months (M6) Annualized Height Velocity

(AHV).

Pulsatile GH secretion profiles were characterized using

(1) Approximate Entropy (ApEn, scale 0-1) examining degree of orderliness over the
whole profile and

(2) Functional Principal Component Analysis (FPCA) identifying where within the 12hr
profile, divided into 4hr periods, the dominant variation occurred.



Results (1) AHV, Change in Height & BM| SDS at 6m treatment with LUM-201,
stratified by AHV tertiles
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Results (2) Pulsatile GH, APEN, IGF-1 and IGFBP-3 SDS at 6m treatment with

L UM-201, stratified by AHV tertiles.
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Results
Functional Principal Component Analysis
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Conclusions

In response to oral LUM-201,

ulsatile GH secretion, ApEn o
P » APEN, rypothalamus 1 E2 7« cium-201 Higher Growth Response
growth, serum IGF-1 and IGFBP-3 —» SST == GHRH == ¢ '
increased. 1 lCE ) —
- . Pituitary | 5= % accounting for the largest
In add|t|0n, LUM-201 induced both l lf:'— m variation in the profile
an increase in disorderliness (ApEn) —

. Hormone . .
of the pUlSG proflles and an 12hr daytime GH pulse profile
alteration in times at which the o ; Late GH pulses, accounting

@? Y for the largest variation in
greatest variation occurred, which d | the profile
differed between higher and lower oF1 = A SR e e or
responders.

Both amount and pattern of GH secretion are important for
growth and IGF-1 responses to LUM-201
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