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purpose of this study was to Investigate the pharmacokinetic (PK) protile (CL) and half-life (t,,) for H and t,, for HC together with the concentrations profiles of
of intravitreally delivered human opticin in rabbit eyes. Moreover, the free (H) and bound (HC) human opticin in rabbit vitreous together with a table of the
levels of endogenous rabbit opticin, both free and collagen-bound, were RSE: Residual standard error. Human (exogenous) opticin
also investigated. 1000 3 T
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containing pellet (HC) by mass spectrometry using selected reaction ;
monitoring. Additionally, the concentration of free (R) and bound to 0001 ey
collagen-containing fraction (RC) of rabbit opticin were also measured Rabbit opticin PK results Time (days)

using the same method. Regarding the endogenous opticin in control eyes, most of it was In

free form R (94% at least). In the Injected eyes, R concentration was
relatively constant (~19.2 nM, n=5 per time point) and similar to the
basal levels In the control rabbit eyes (17.1 nM, n=9). Assuming that
k., I1s the same for H and R, and the anatomical vitreous rabbit
volume of 1.5 ml, the synthesis rate (R.,,,) can be calculated:

-— Free human exogenous opticin = H
Free rabbit endogenous opticin = R

\// > Bound human opticin to collagen-containing fraction = HC” syn
Bound rabbit opticin to collagen-containing fraction = RC &~ dR
" ’ ’ Fri Rsyn — ke - R ; at steady state Rgy = ke - R 5 Rgyn = 0.15 ng/day
| The injected H reached concentration 20-fold greater than R, with an
PK analysis apparent partial replacement of RC from the collagen fibrils. This
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by maximum likelihood using the stochastic approximation expectation the human opticin Was .

. . . . . E A R
maximization (SAEM) algorithm (MONQLIX software@) and employing a cleared from the eye. 5 . he
one compartmental model and combined residual error model. The = 00 .
interplay between the exogenous and endogenous opticin in the vitreous R VO e N
was also investigated. g it R .

5 \ )
Results R — SR -
g f‘ .......... ; A A
Time-concentrations profiles -ig.4.  Concentrations S o1 L
orofiles of free (R) and S
Fig.1. Time-concentration profiles of the free and bound forms of human (H & HC) oound  (RC)  rabbit R
and rabbit opticin (R opticin N rabbit ]
I ICI :
& RC) inp rabbit Human & Rabbit opticin in vitreous VItreous. 0.001 T
: 1000 Time (days)
vitreous after 8
intravitreal injection of 1. © ] Conclusion
40 pg of human 2 . =
opticin 1143 §5 R, ¢ A i % Most of the endogenous opticin in the vitreous is in its free form and
pmoles). L R : ] the rate of synthesis is estimated to be 0.15 pg opticin/day. The
s 1y : ; i 2 e HC exogenous free human opticin presented a comparable half-life to that
£ : 4 8 . R of Eylea® and induces a reversible displacement of the natural opticin
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Human opticin PK results

The overall fit of H & HC and the resulting PK parameters estimates for H
& HC are shown in Fig. 2 and Table 1 respectively:
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