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Agent hPTLIC50 hPTLIC50 MM |hPLRP2 | hCEL | LDH leak |ATP drop at
MM Fresh | overnight |IC50 MM | IC50 UM | at 20xIC50| 20x1C50
733 0.5 5.5(11x) 0.07 0.1 1.9% 8.3%
67t | 0.55 1.1(2x) <0.03 1.9 0.5% 0%
740 0.7 1.05(2x) 0.15 0.1 0% 7? 0%
734 1 N(11x) <0.03 0.1 0% 77 4.5%
739 2 38(19x) 0.3 0.1 8% 0%
741 7 35(5x) 0.7 035 | 0%(??) 3%
orlistat 9 60(7x) 5 10 13.3% 9%
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Orlistat has 80% efficacy in reducing mortality in severe pancreatitis. If is used as 50
mg/kg/dose, BID, and administered over 2 days. The first dose was given 2 hours after the
initiation of pancreatitis

Use of arlistat at this schedule is complicated by hypertriglyceridemia.
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2 @7 | oblobCRY |
e 40 *

20

- | oblbCR

¢ 1 2 3 4 5
Days after AP induction

5000
5000
4000 -
3000 -
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Bar graph showing the effect of orlistat (50mg/kg)
on serum triglycerides averaged over day 1 and 2
of caerulein pancreatitis in ob/ob mice
administered orlistat compared to control ob/ob
mice. * indicates p < 0.001.
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Mouse given orlistat
20mg/kg IP x 1 (died 54

Note, much more extensive fat
necrosis in the grlistat treated mouse
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Parameter orlistat 167
Effective Dosing schedule | 2/day x 3 day -repeated dosing Single dose
Dose 50mg/kg/dose 20 mg/kg
Srtw?/?rigaynigﬁtqui%ﬂshours Unstable- requires fresh formulation | Sté0le
Vehicle + Liposomal- Harmful? 0.3% ethanol. 767
« Phospholipases cleave makes its own
phospholipid—+lipotoxic Fatty acids| micelles
* TG emulsion
« Cyclodextrins are ineffective
Complication Hypertriglyceridemia > 5000 Triglycerides <500.
Mortality 20% at high repeated dose,71% 0% (0/8) at 5 days
(5/7) at 20mg/kg
|3 (| WBC counts < 4000/mm3 47 08
X .
5 \ Hypothermia (Temp < 93F) As a Single i 0/8
M (| Shock 20 mglkg
S ) (pulse distention <50%) dose 1 08
O} | Renal failure
F U (BUN> 40 mg/) 7 (78

= 4

SIRS: Systemic inflammatory response syndrome. MSOF: Multi-system organ failure
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Orlistat Conc (uM)

C

Reduced blue
color in
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~\—=F"to inhibition
\ | |of lipolysis
by P. acnes.
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Efficacy of 10uM agents in reducing LDH leakage
from acinar cells incubated with 600 uM GTL

{*1; p<0.05 vs. con
«%Q : | {N5] not significant us. contrel
{4} P<0.05 vs. GTL

DH leakage over control

240 Ns

Y L

Con, o, 767, 740 comeeeeemGT Leerromenes
v Orl, 767,740
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