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Hydroxyl Dendrimer (HD) Technology Biochemistry “
o , , , * Minimal Release of FXRa from htHD-FXRa under plasma conditions with
: Only taken up by .reaCtNe mflammatory cells in diseased tissues complete release under intracellular conditions (pH 5.5 esterase) in T month Pha/lrameiegD Normal (G1) Vehicle (G2) Free FXRa (G3) | htHD-FXRa low (G4) | htHD-FXRa high (G5)
(broad range of diseases) (Mean + D)
| . « After intracellular uptake of htHD-FXRa, slow sustained release of FXRa inside Serum ALT (U/L) 48 + 7 5/ + 22 28 £ 7 41+ M
- Targeted systemic therapy (Oral or injectable) hepatocytes Liver Triglyceride 5.4 + 1.2 59.1 + 26.1 547 + 25.9 37.5 + 10.0 56.9 + 20.0
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Crosses tissue barriers (BBB, retina, tumor) * Plasma clearance within 2 days (human Phase 1 data of HDT, OP-101) . .
+ Safe at high doses in animals & humans Immunoh|stochem|stry
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<% size of antibody ~ * 64 hydroxyls 6 wks (24 hr post dose) Conclusions & Next Steps
! >TAM 4 NtHD-Cy> 50 (total) IP Single Dose J * Demonstrated selective targeting to hepatocytes including internalization in nucleus
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™ ) |  Targeting FXRa (htHD-FXRa) to nepatocytes provides significantly better therapeutic benefit
STAM MOdeI Of NASH Dose based on mass of FXRa in htHD-FXRa compared to free FXRa
» C57BL/6J mice 2 days after birth treated with streptozotocin (diabetes) Body Weight and Liver Weight at 9 weeks * Potential to reduce toxicity and increase efficacy of FXRa compounds
+ After 4 weeks, initiate high fat diet » Sustained intracellular effects (up to one month) and potential for oral administration may
. . - (Mean + SD) ield a once per month NASH therapeutic
>-b weeks: steatosis phase Body Weight (g) 287 + 0.5 221+ 18 21.6 + 3.1 215 + 3.1 20.9 + 3.8 4 <P . | PEUT . .
+ 7-8 weeks: steatohepatitis phase | | » Approach is also being applied to other liver diseases such as hepatocellular carcinoma
01 AP, N o fibroc Liver Weight (mg) 1400 + 64 1752 + 235 1520 + 259 1554 + 276 1566 + 277
* J- eeks: TIprosis phase (transition to cnronic TIDrosIs
W | P ( ) Liver-body weight 4.9 + 0.2 8.0 + 1.4 72 +13 73+ 11 7.6+ 12 References
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(Fujiret a ) murine model for non-alcoholic steatohepatitis showing evidence of association between diabetes and hepatocellular carcinoma. Medical
Molecular Morphology 46, 141-152.
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