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Introduction Study Outline

OPKO Biologics developing bio better long acting versions of existing therapeutic proteins A one-year, randomized, comparator-controlled Phase 2 study that included 53 pre-pubertal GHD
utilizing a technology called CTP. children with GHD was conducted. The patients received once-weekly SC injections of MOD4023 (0.25,
CTP - A Natural Peptide Created During Evolution to Enhance Longevity of the hCG 0.48, or 0.66 mg/kg/week), or daily hGH (34 ug/kg/day) as control. Forty-six Patients were rolled over to
Hormone N an open-label extension study (OLE) and continued to be administered with the same MOD-4023
> @ ) N\ X dosages on a weekly basis, in order to assess longer-term safety and efficacy. Height velocity (HV) in 45
| AN " =3 2 patients during the second year of MOD-4023 treatment was monitored and compared to historical
controls (Ranke et al., 2010). IGF-1 and IGFBP-3 levels were monitored as well.
Any Short-Lasting Protein Long-LaSting Protein Overall Study Design Baseline Characteristics (n=52)
The technology involves fusion of the C terminus peptide of hCG to one or both ends of the target MOBsganas makghugel MOD-4023; 025 mglg ek Cohort1  Cohort2  Cohort3  Cohortd
protein. The technology was clinically validated and proven as a safe and efficient way for G m=13) et 13 el
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increasing the half-life of several therapeutic proteins while maintaining their biological activity. /\ —*d
MOD-4023 (hGH-CTP) is a long acting hGH with the following competitive advantages: MOD-4023; 0.66 m9 fugeek

» Non Viscous, high concentration formulation Daily hGH 0.034 mafk i
» Consists of “75% native hGH content

» hGH-CTP is injected by pen device with 30 - 31G needle

AgeatVl 6.92 219 653 220 7.08 240 643 179

MOD-4023; 0.66 mgfkg/week
HT SDS -3.64 097 -372 087 -421 145 -422 158

Final Analysis

[ Until Marketing Approval ]

HtSDS - THSDS -322 095 -300 070 -336 154 -368 170
HVSDS 293 142 -268 100 -301 142 -329 191
Peak GH 393 315 413 264 397 297 382 278
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' SCREENING IGF-1SDS 213 085 213 077 -197 083 -215 094
1% year(malnstudy) 2nd year REENING IGF-1 SD 1 S 77 7 5

PK / PD

Efficacy
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weekly administration Weekly MOD4023 treatment
T SRR 15T YEAR 2MP YEAR
= 100.0
@ — &
= ——— 16.0 16.0 -
k. B :,,—f,/;%
o £ i 14.0 - 14.0 -
V) = 100 2 .
o g ——NVOD-4023 0.25mg/kg/wk (n=9) 12.0 12.0
8 ~#-MOD-4023 0.48mg/kg/wk (n=10) -_—
A —&—MOD-4023 0.66mg/kg/wk (n=11) S 100 10.0 -
o 14 ‘ , , = s
= o a & 12 15 20 24 28 3z 36 40 a4 48 52 & g0 I~ 2.0 -
Weeks of study _E -
= 6.0 6.0 -
* MOD-4023 samples were callected after 3-4 days from injection. -
4.0 4,0
IGF1-SDS Profile Following 24m of MOD-4023 Administration 3o o
15T YEAR 2ND YEAR 0.0 0.0 -
307 3.0 0.25 0.48 66 0.034
PACD-4023 (mny //ky/ week) Genol ropin MOD-4023 (mg/kg,/ week) Cenotropin subjects re-randomized to
2.0 - 2.0 - (Hg/kg /day) MOD-4023 (mg kg /week)
N=13 N=15 N=13 N=11 N=10 N=11 N=9 N=2 N=4 N=2
8 1.0 | 1.0
A o 7 A —h . = — ’M//<:
- 0.0 - — ; = ~ ” . | | - - =
n 5 o 8.2, . 64 8 1 i 2 37 36 40 a1 a5 3 Delta Height SDS for subjects completed 24m of Once-Weekly
= -1.0 | g ~ -1.0 -
, ——MOD-4023 0.25mg/kg/week (n=13) M 004023 treatment
>0 - —m—-MOD-4023 0.48mg/kg/week (n=15) 3.0 —+—MOD-4023 0.25mg/kg/wk (n=7) e
—4—MOD-4023 0.66mg/ka/week (n=13) —®-MOD-4023 0.48mg/kg/wk (n=10) 1°T YEAR 2 YEAR
-3.0 ~m—Genotropin 0.034pg/kg/da (h=11) -3.0 ——MOD-4023 0.66mg/kg/wk (n=9) 6 22 7
Weeks of study Weeks of study
A 2.5 -
- @ a S = 2.0
IGF1-BP3 Profile Following 24m of MOD-4023 Administration -
o
1°T YEAR 2ND YEAR s 1.5 -
S000 -
T 4500 l A =<
@ 4000 = ‘;’——4” Lo
P= 3500 '
S "—g 3000 o5 I
v 2500 2500 - ' - e SO RN P
oo ? g —e—MOD-4023 0.25mg/ka/week (n=13) el ——MOD 4023 0.25mg/kg/week (n=7) k
@ T 4500 -m—-NMON-4023 0.48mg/kg/week (Nn=15) 1500 —m—-MOD-4023 0.48mg/kg/week (n=10) -
E 1000 —4—MOD-1023 0.66mg/ka/week (n=13) ~&—MOD-4023 0.66mg/kg/week (n=9) - 0.25 0.48 £ 0.034 - 0.25 048 0.66 0.25 0.48 0.66 |
s 500 —#-Genotropin 0.034ug/kg/day (n=11) : : . ;
e .| MOD-4023 ( /kg/week) G t : MOD-4023 (myg/kg/week) Genotropin subue;ds re:lro?donnzed 1o
g 0 1 3 12 16 20 24 28 32 365 A0 A4 48 52 ( 0 e 8 12 16 20 24 28 32 36 40 44 4B 52 TR (Ugﬁz.r/t‘pc:;) MR T (navkarwesl
N=13 N=15 N=13 N=11 N=10 N=11 N=0 N=3 N=4 N=2
Weeks of study Weeks of study

Clinical data. © Ranke et. al.
* Error bars indicate +/- 1SD

Conclusions

Weekly administration of MOD-4023 maintained a steady-state levels with no apparent significant increase in
plasma level, which was measured on Day 4 post dosing over the 24m of study periods.

> MOD-4023 provided an adequate IGF1-SDS response, well within the normal range, reaching an optimal
average value of 0 SDS, and most importantly, not exceeding +2 SDS on Day 4 post-dosing up to 24 months.

> |IGFBP-3 also increased in a dose-dependent manner upon MOD-4023 administration, reaching steady-state
values during the first and second year of the study.

» Efficacy data confirmed that single weekly administration of MOD-4023 for the treatment of pediatric GHD
patients during 24m led to promising 2"® year growth, also when compared to pre-published GH clinical study
(Ranke et al., 2010).

> To sum, the presented data further affirms that once-weekly injection of MOD4023 could replace daily
injections of hGH in GHD children.

The PK-PD, efficacy and safety data support the initiation of a Phase 3 study in GHD pediatric population using a

single weekly injection of MOD-4023.
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