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Chemical Development Plan
Incontinence Project

Aim: Synthesis of prodrugol

Update (5) Feb. 10 - Feb. 20, ;9_93

- Pure hydroxy metabolite is now nvnilnbie (>”10g), another lot of ca. 60g is
expected CW 9, first 4 scnleup steps (kg-scale) are outsourced

- ‘ Chemical and enzymatic synthesi_s'ol' totally 22 potential prodrugs
- The in-vitro assay ‘wil_l_|-luun‘:1n liver homogennte (hepatic S9 supernatant) ‘shows

the following l'BSIIl(5,'(-K/Y for NSCH,-[p:1ra-Pl1enyI]—Y):
: Effieient liberation of liyd:-ow‘ inetnbolite: '

AeO/OAe, i-!3ut0/Oi-But, I-I0/Oi-But

Moderate liberation nl‘I1ydroxy metabolite:
Piv0IOI’iv, MeO/Ol-l

Malrginal liberation nfl1yclI'm:y metabolite:

I-IOf0Bn, AeOlOBn_. i-BuO/Olin, ll7.0!OBn, I-IOIOTBDMS, TBDMSOIOH
Non-enzymatic _hydrnl_y5is: - '

ACOIOH, n-BIIOIOH, i-BIIOIOI-l,Pi\'O;’OI-I, BZOIOH
No liydroxy metabolite l"o1‘m.'uion:

IICJ/O-Et-enrbnni, TIlDMSO,’OTBD:‘vlS, Et-em-l1nmO/OTBDMS, Et-e:u'hamOfOH, Et-
czufbnmO10-Et-enrbnm, Et-tnrlnon0,'O-{:arbon-Et

Next challenge: .

O - Preparation of l‘n:‘tI1er protlrngs of the hydroxy metabolite (5. patent drnft)
(.7 - Assessment of the elieniical stability, enzymatic lability and salt formation

- Scnleup of drug candidate

. Patent apfllicntiou . ' (I-kg 1/(E.-hi’ P '\ ._ , " V .
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ivicnheirn, 23 March 1998

Authors: Mr. Dr. H. Btikens

Mrs. K. Becker

Mrs. S. Giersbach 
Method Report BA 263-02

lncubations of prodrugs of SPM 7500 with human liver 5'3-fraction to investigate

the in~vi_trc metabolism with regard to the effect "of different protective moieties.

.,,} -Copy No.: 3
§ Number of copies: 7 _ Copy:
='5_ Distribution list: Mr. Dr. H. Békens, BA 1/?
‘Z. Mr. Dr. P. Ney, BD 2!?
‘E M Mr. Dr. C. 0. Meese, SIL ‘ an
;3 3: Mrs. K. Becker. MOB! 417
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3 Sponsor. Schwarz Pharma AG
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03 D-40789 Monheim
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