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Abstract - The title alkaloid has been synthesized wia thermolysis of an isolated
triazinium salt. The resulting dihydro alkaloid 15 described for the first time. The
reported synthesis of the alkaloid was reinvestigated, with isolation of twe products

not previously obtained during its preparation.

A limited number of syntheses of the indeno[!,2,3-i,j]isoquinoline ("azafluoranthene") alkaloids
and anzlogs have been described.l Of these, only one, that of norrufescine (1)2 involved isolation

of an intermediate triazinium salt (2), and the scope of this procedure remained to be investigated.
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We now report the extension of this method to the synthesis of the alkaloid 5,6-dimethoxyindeno-
[1,2,3—i,j]isoquinoline3 ("triclisine"a) by a procedure that resulted in the isolation of the
intermediate previously uncharacterized dihydro base 5 (Scheme 1}. Diazotization of 253’5 with
NaNO2 in 1 W HZSOA and adjustment of the pH to 6.5 gave material which crystallized from
CH30H/CHC13 containing a few drops of conc. HCl, affording 89% yield of crange crystals of the
triazinium salt 4, mp 161-164%¢ {decomp.) (no ir band at 2200 Qm_l).

The mmr spectrum (CDC13) of 4 showed two methoxyls (6 4.07, 4.13) and the B-ring protons of the
isoquincline system as triplets centered at & 5,24 and § 3.67. In the aromatic region, two
singlets appeared at § 7.77 and 7.31 (H-B and H~5). The rest of the aromatics formed multiplets at

8§ B8.47 (24}, 8.67 (1M} and 8.87 (1H). The uv spectrum (95% EtOH) showed absorption maxima at 215
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(log € 4.30), 220 (4.27), 233 (4.27), 235 (4.26), 284 (4.08), 288 (4.06), 312 (3.95) and 478 mm
{2.67).

Thermalyeis of the benzotriazinium salt 4 in refluxing chlovobenzene gave the hydrochloride of the
dihydro compound 5 (12%), accompanied principally by the deaminated material 3b. The hydro-
chloride of 5 formed yellow crystals (CH3OH/CHCI3), mp 212—2140C; high-resolution MS 265.1086
(caled. for C,H, _NO

17715772
(3.91), 306 (3.22), 352 nm (3.54). The free base 5 had pmr [CDC13] 6 2,81 (28, t, J = 8.1 Hz,

265.1098); uv (95% EtOH) lmax 222 (log ¢ 3.78), 243 (4.08), 255 (4.09), 274

H-3), 3.93, 3.96 (2x 3H, s}, 4.23 (2H, t, J = 8.1 Hz, H-2), 6.58 (H-4, s), 7.82, 7.87 (2x 1H, split

doublets, J0 = 7.5 Hz, J_ = ~1 Hz, H-7 and H-10), 7.32 and 7.44 (2x lH, doublet of dcublets,

m

Jg_g = 7.5 Hz}.

Dehydrogenation of 5 with 10% P4/C in refluxing p-cymene afforded 6 (52%), light yellow needles

(CHCla), np 153—1550C, idenrical’ (ir, uv, nmr) to the natural product,
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A reinvestigation of the synthesis of 6 by direct aqueous decomposition of the diazonium sulfate
from 3a in presence of Cu3 afforded the following products: 6 (4%), 5 (11%), 3b (15%) and 7 (4%).
It therefore appears that our procedure, although not offering anm overall yield advantage over the
literature preparation, is more specific. We are currently extending this approach to the

synthesis of teliroxine (g)ﬂ.
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