
















III. COMMENTARY

were washed with DMF 10 times and with 50% tert-butyl methyl etherlDCM 4
times.

F. Postcleavage Analysis

All wells were analyzed by flow injection MS and one row of each plate was
analyzed by HPLC with evaporative light-scattering detector (ELSD). The results
are given in Table 1.
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Table 1 Purities of Tetrahydroisoquinolinones Synthesized
by Combination of Tea-bag and Surface Suction Techniques'

Plate Number MS HPLC
classification of plates (%) (%)

QC passed 263 90,52 80.64
QC failed 58 48.63 78.49
Total 321 82.17 80.21

• MS, average percent of wells in the plate in which the correct molecular
weight was identified; HPLC, average purity of 12 wells analyzed in each
plate. QC = Quality Control,

E. Cleavage from the Solid Support

The plates were air-dried for 2 days and placed in a polypropylene chambers
(Fig. 2). The chamber was flushed with nitrogen for 30 min and then filled with
gaseous hydrogen fluoride. After 2 h at room temperature. the chamber was
flushed with nitrogen overnight, and plates were removed and placed in the desic
cator. After overnight evacuation the plates were placed onto the table of the
Multiprobe 208 (packard Canberra) and solid support was extracted by repeated
(4 times) addition and removal of 165 ul, of acetic acid into the individual wells
of microtiter plate. The extracts were transferred to deep-well polypropylene mi
crotiter plates and evaporated in the Gene Vac, or lyophilized.

Separation of solid and liquid phases is the major problem in automation of solid
phase synthesis. We have found as a most convenient the use of "surface suc
tion" method. This method does not require the use of any porous material for
separation of liquid and solid phases. The manifold of 96 needles is slowly low
ered against the surface of the liquid with continuous suction so that the liquid






