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Chemical Development Plan
Incontinence .Project

Aim: Synthesis of pmdrugs"
Update (5) Feb. 10 - Fen. 20, 1998

- Pure hydroxy melabolite is now available (> 10g), another Iot of ca. 60g is
expected CW 9, first 4 scaleup steps (kg-scale) are outsourced

= Chemical and enzymatic synthesis of totally 22 potential prodrugs

. The in-vitro assay with-human liver homogenate (hepatic S9 supernatant) shows
the following results {X/Y for X-CH,-[para-Phenyl]-Y):

Efficient liberation of hydroxy metabolite: ‘

AcO/OAc, i-ButQ/0i-But, HO/Oi-But

Moderate liberation of hydroxy metabolite:

PivO/OPiv, MeQ/OH

Marginal liberation of hydroxy metabolite;

HO/OBn, AcO/OBn, i-Bu0Q/0OBn, Bz0/OBn, HO/OTBDMS, TBDMSO/OH

Non-enzymatic hydrolysis: -

AcO/OH, n-BuOQ/OH, i-BuO/OH,PivO/OH, BzO/OH

No hydroxy metabolite formation:

HO/O-Et-carbam, TBDMSO/OTBDMS, Et-carbamO/OTBDMS, Et-carbamOQ/OH, Et-

carbamQ/O-Et-carbam, Et-carbon0/0O-carbon-Et

Next challenge:

- Preparation of further prodiugs of the hydroxy metabolite (s. patent draft)
- Assessment of the chemical stability, enzymnatic lability and salt formation
- Scaleup of drug candidate

. Patent application : ?MQ _ V(é.hi’ 2. c
- /ﬁyé‘@. . waded . \rv.;rc' 4Oy
= RA ;ufg.ﬁ\c.m( /‘“9
- o;ﬁ\m_s L dese ofs 2
Feb 20, 1998 ‘ :
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Incubations of prodrugs of SPM 7500 with human liver S9-fraction to investigate
the in-vitro metabolism with regard to the effect of different protective moieties.
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