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The synthesis of 8-methyl-PGC22 and 12-methyl-PGAa3 and -PGE24 has been 

described recently. Degradation to biological inactive PGB-derivatives 1s lm- 

possible in these compounds. 

We now wish to report the synthesis of the lO,lO-dimethyl-PGEl analog A, which 

cannot be deactivated easily by transformation into prostaglandlns of the cy- 

clopentenone type and might afford more sustained blologlcal potency. 

Reaction of the previously described lntermedlate z5 with phenylthlomethoxy- 

amine hydrochloride 6 in pyrldine afforded oxlme 3 as a 1:l mixture of m and 

anti isomers [ir 3500, 1720, 1570; nmr 7.6 - 7.2 (m, aromatic H), 5.49 and 

5.47 (s, ocg2S), 3.9 Cm, CYOH)]'. The alcohol function in 2 was subsequently 

converted into a tetrahydropyranyl ether (4) with dihydropyran and a catalytic 

amount of p-toluenesulfonlc acid. Reduction of 4 with excess sodium borohydrlde 

In ethanol atroom temperature produced the Cl-alcohol 2 Instead of the desired 

alcohol 6. Considering selective sodium borohydrlde reduction of the ester at 

the ring in related compounds 6,8 , this result was rather unexpected. Hydrolysis 

of the less hindered ester function 9 in 4 with one equivalent of potassium 
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hydroxide III aqueous ethanol gave potassium salt 1. Subsequent reduction with 

lithium borohydrlde In dlglyme at 100°C yielded the hydroxy carboxylate i whrcl 

was converted rnto the methyl ester 2 [32% from 2, lr 3450, 1720, 15701 wrth 

methyl iodide in HMPT 
10 . Moffatt oxldatlon of 2 with 1-cyclohexyl-3-(2-morpho- 

1ineethyl)carbodilmide metho-p-toluenesulfonate6 gave aldehyde 10 -* Reaction 

with the sodium derivatrve of dlmethyl 2-oxoheptylphosphonate and subsequent 

reductron of the resulting enone 11 [lr 1720, - 1690, 1660, 1620, 15801 with 

zinc borohydrlde ln dimethoxyethane, followed by hydrolysis of the tetrahydro- 

pyranyl ether in 2 with acetrc acid in aqueous tetrahydrofuran gave a mixture 

of the C15-epimers 12 [35% from 2; Rf= 0.20 (tic: Si02, ethyl acetate/cyclo- 

hexane 1:l); ir 3500, 1720, 1580; nmr 7.5 - 7.1 (m, aromatic H), 5.50 (m, I&3 

and g14), 5.44 and 5.40 (s, 0Cy2S), 4.00 (m, kI15), 3.63 (s, COOCIi3), 3.34 and 

3.30 (d, J= 9.5, Hll)] and 16 [32% from 2; Rf= 0.25; lr 3500, 1720, 1580; nmr 

7.5 - 7.1 (m, aromatic HI, 5.55 (m, El3 and y14), 5.44 and 5.40 (s, 0Ci2S), 

4.08 (m, g15), 3.63 (.a, COOCg3), 3.35 and 3.30 (d, J= 10, gll)] which were 

separated by column chromatography. 

The more polar Isomer was tentatively assigned the 15c-conflguratron (13) by - 

analogy with the chromatographlc behavlour of slmllar derlvataves of natural 

prostaglandlns. 

Treatment of 13 with HgO, HgC12 and potassium acetate In acetic acld6 produced 

the acetoxymethyl oxime 14 [nmr 5.60 (m, 0CE20), 2.04 (s, COCY,)]. Hydrolysis 

with potassium carbonate In aqueous methanol gave the unsubstrtuted oxime 15 - 

[65% from 2; nmr 5.6 (m, y13 and g14), 4.10 (m, II~~)]. Nltrosatlon6 of 15 _ 

with sodium nitrite in aqueous acetic acid afforded 1 rn 40% yield [Rf= 0.37 

(S102, ethyl acetate); ir 3500, 1720, 1600; nmr 5.63 (m, El3 and FI14), 4.16 

(m, 815), 3.65 (s, COOCE13), 3.59 (d, J= ca. 8, $l), 1.11 (s, Cg,), 0.92 (s, 

CZ3) I 0.89 (t, J= 7, Cg,); m/e 378 (M-1811. 

Treatment of the oxlme 15 with TiC13 
11 

- for 16 hours at room temperature, how- 

ever, gave compound &_ in more than 90% yield. The C15-epzmer 19 [60% from I&; 

RF= 0.47; ir 3500, 1720, 1600; nmr 5.66 (m, El3 and y14), 4.16 (m, g15), 3.65 

(s, COOCE3), 3.60 (d, J= 8, yll), 1.12 (s, CE,), 0.94 (s, Cg3), 0.88 (t, J= 7, 

CE3)i m/e 3781 was prepared via 17 and 18. -- - 
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