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evaluation of Apisolex™ LY . The result demonstrated
that Apisolex™ LY significantly improved the solubility
of the tested compounds, exhibiting compatible or
superior solubilization power over conventional

Figure 1 Processes used for evaluation

Evaluation of mixing/lyophilization process

Table 3 Improvement of solubility using process 2

——-100 mg/kg-Apisolex

o

-5 mg/kg-Solution*

—=-40 mg/kg-Nanosuspension**

Plasma concentration (uM)

solubilizing excipients. Rrepareiin suitableisolvent Compound Sol (mgimL) Foldincr. DL(API: Sol with best
Rofolisxnlf Drug in formulation insolvs. Apisolex) excipients(mg/mL)
Introduction eroprorecarcfill *5enee " LD [T N
N —— CPD1 614 222K-519K 10 3.3 (30% SBECD) '
. .. . . Reconstituted .
» Apisolex™ LY exhibits the potential to increase Apisolex solution CPD3 2930 287297 20 237 (20% HPBCD)
ona . . . | in WFI 1
the solup|llty of hydrophoblc APIs YVIth simple _ . CPD4 2192 NA® 14 7.2 (30% SBECD) vor
formulation techniques. The resulting formulation 0 08 cycess compound 0 20 40 60 80 100 120 140 160 180
. : g 04 CPD5 064 810 <5 0.027 (1% Tween 80) _
can be lyophilized and reconstituted in water or 0¢g00 Time (hours)
saline prior to use. CPD6  0.063 2594 <5 wiprodrug approach

* We evaluated Apisolex™ LY solubilization
performances using various formulation

processes.
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* Model compounds with diverse physchem
properties were selected (Table 1)

» Apisolex™ LY was evaluated with dry loading, wet
loading/lyophilization and wet

Proc 1: Dry loading

Figure 2 Polymer micelle technology
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Introduction of helper solvent (e.g. DMSO)
improves drug loading efficiency

Figure 3 Higher drug loading achieved with helper solvent
and subsequent ultrafiltration step
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(*) 50% w/v Kleptose solution / 40% v/v Kolliphor HS15 solution/ PEG 400/
water 40/40/3/17 vIv
(**) 4% PVP/2% AOT in water.

Conclusions

Apisolex™ LY has demonstrated the potential to
effectively address solubility challenges of poorly
soluble small molecules and PROTACSs, enabling
their preclinical evaluations at reasonably higher
doses. Significant PK exposure enhancements over
nanosuspensions were demonstrated No adverse
effects were observed when administrated
subcutaneously at a 15% w/v level.
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