Communications to the Editor

T.; Harrington, P. J. J. Org. Chem. 1989, 54, 4141. (f)
Grigg, R.; Logananthan, V.; Santhakumar, V.; Sridharan,
V.; Teasdale, A. Tetrahedron Lett. 1991, 32, 687. (g)
Gaudin, J.-M. Tetrahedron Let. 1991, 32, 6113. (h)
Grigg, R.; Santhakumar, V.; Sridharan, V.; Stevenson, P.;
Teasdale, A.; Thomton-Pett, M.; Worakun, T. Tetrahedron
1991, 47, 9703, (i) Black, D. St. C.; Keller, P. A.; Kun-
mar, N. Tetrahedron 1992, 48, 7601. (j) Dankwardt, J.
W.; Flippin, L. A. J. Org. Chem. 1995, 60, 2312.

Bull. Korean Chem. Soc. 1998, Vol. 19, No. 8 819

4. (a) Ha, H.-J; Ahn, Y.-G. Synth. Commun. 1997, 27,
1543. (b) Ha, H.-J.; Ahn, Y.-G.; Chon, I.-K. J. Chem.
Soc., Perkin Trans. I. 1995, 2631.

5. Odle, R.; Blevins, B.; Ratcliff, M.; Hegedus, L. S. J.
Org. Chem. 1980, 45, 2709.

6. Rigby, J. H.; Hughes, R. C.; Heeg, M. . J. Am. Chem.
Soc. 1995, 117, 7834.

7. Lemaire-Audoire, S.; Savignac, M.; Dupuis, C.; Genet, J.-
P. Tetrahedron Lett. 1996, 37, 2003,

A New HPLC Chiral Stationary Phase for the Direct Resolution of
Racemic Quinolone Antibacterials Containing a Primary Amino Group

Myung Ho Hyun*, Jong Sung Jin, and Wonjae Lee*!

Department of Chemistry and Chemistry Institute for Functional Materials, Pusan National University, Pusan 609-735, Korea
‘LG Chemical Lid., P.O. Box 61, Yu-Sung, Taejon 305-380, Korea
Received June 2, 1998

Since norfloxacin was reported to show potent antibacteri-
al activity,’ a number of new quinolone antibacterials such
as ofloxacin, enoxacin, ciprofloxacin, lomefloxacin and
fleroxacin have been developed. Among others, ofloxacin is
chiral and it is quite interesting to note that the (- )-S-enan-
tiomer is more active than the (+)-R-enantiomer or the ra-
cemic form.” The effort to develop more potent quinolone
antibacterials is still going on and various quinclones have
been prepared.’ Some of them are also chiral. Consequently,
during the process of developing new quinolone anti-
bacterial agents, the establishment of analytical techniques
that distinguish between two enantiomers is essential in ord-
er to meet the government reguiations such as US FDA's
guide lines for the development of new stereoisomeric
drugs.’ In this aspect, liguid chromatographic direct separa-
tion of enantiomers on chiral stationary phases (CSPs)
might be the choice because this technique has been known
as one of the most convenient and accurate means of deter-
mining the enantiomeric composition of chiral compounds.®
In this study, we wish to report that a new HPLC chiral sta-
tionary phase (CSP) derived from {+)-{18-crown-6)-2,3,11,
12-tetracarboxylic acid 1 can be successfully employed in
resolving various investigational racemic quinolones con-
taining a primary amino group. Previously compound 1 has
been utilized in resolving primary amino compounds by ca-
pillary zone electrophoresis.® However, 1o the best of our
knowledge, the use of compound 1 bonded to silica gel as
an HPLC CSP has not been reported.

A new CSP (CSP 2) used in this study was prepared by
bonding (+)-(18-crown-6)-2,3,11,12-tetracarboxvlic acid 1
{available from Aldrich) to amino propyl silica gel via sim-
ple two step procedure. (+)-(18-Crown-6)-2,3,11,12-tetra-
carboxylic acid 1 was first converted into its dianhydride by
treating with acetyl chloride via the known procedure.” And
then, the dianhydride compound was treated in dry methy-
lene chloride at 0 °C under an argon atmosphere for 2 days

with triethylamine and aminopropyl silica gel {particle size:
5 um, available from Rainin) which was dried in advance
by azeotropic removal of water in refluxing benzene. The
maodified silica gel (CSP 2) was washed with methanol, wat-
er, 1 N HCI solution, water, methanol, dichloromethane and
hexane and then dried under high vacuum.® The structure of
CSP 2 is believed to be syn-diamide form based on the pre-
vious study concerning the stereoselective syn-opening of
the dianhydride by primary amino compound in the pres-
ence of triethylamine.” CSP 2 thus prepared was sturried in
methanol and then packed into a 150 mm X 4.6 mm 1LD.
stainless-steel HPLC column using a conventional slurry
packing method with an Alltech slurry packer.
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CSP 2 was successfully employed in resolving various in-
vestigational racemic quinolones 3 containing a primary am-
ino group.'” The representative chromatograms are shown in
Figure 1 and the resolution results are summarized in Table
1. As shown in Table 1, eight quinolones (3a-h) based on
4(1H)-quinolinane-3-carboxylic acid and four quinolones (3i-
I} based on 4-0x0-1,8-naphthyridine-3-carbaxylic acid are
resolved with reasonable separation factors. Elution orders
were determined only for two configurationally known qui-
nolones (3e and j), the (R)-enantiomer being retained longer.
For the quinolone (31) containing two chiral centers, all of
the four stereoisomers are separated as shown in Figure 1b
and in Table 1. However, at the present stage, we were not
able to assign which peak corresponds to which isomer be-
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Figure 1. Resolution of (a) quinolone 3h and (b) quinolone 31
on CSP 2. Chromatography was performed with an HPLC sys-
tem consisting of a Waters Model 510 pump, Waters Model U6k
Liquid Chromatographic Injector, Waters Model 441 Absorbance
Detector and Waters Model 740 data Module Recorder. Chro-
matograms were obtained by using 80% methanol in water con-
taining H.SO, (10 mM, pH=1.6) as a mobile phase with flow
rate of 1.2 mL/min at 20 °C.

Table 1. Resolution of various quinelones containing a primary -

amino group on CSP 2°
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* For the chromatographic conditions, see the caption of Figure 1.
* Chromatographic resolution data: k,'=capacity factor for the first
eluted enantiomer, k,'=capacity factor for the second eluted enan-
tiomer, &y'=capacity factor for the third eluted enantiomer, k,'=
capacity factor for the fourth eluted enantiomer, o=separation fac-
tor, Ry=resolution factor.

cause the peak size of the four sterecisomers are quite sim-
ilar and consequently the separation factors for the two
enantiomers are not calculated. We also tried to resolve ra-
cemic quinolones containing a secondary amino group, but
it was not successful.

The chiral recognition mechanism is not clear vet. Howev-
er, complexation of the primary ammonium group formed
from the primary amino group of quinolones and the acidic

Communications to the Ediior

modifier in the mobile phase inside the cavity of 18-crown-6
ring of the CSP is believed to be essential for chiral re-
cognition.” In addition, the two carboxylic acid groups of
the CSP might interact with the other polar substituents of
quinolones for chiral recegnition. But, the details of the
chiral recognition mechanism need further study and are
underway in our laboratory.

In conclusion, CSP 2 derived froem readily available (+)-
(18-crown-6)-2,3,11,12-tetracarboxylic acid 1 via the two
step procedure was successful in separating the two enan-
tiomers of racemic quinolones containing a primary amino
group. CSP 2 is expected to be also useful in resolving oth-
er class of racemic compounds containing a primary amino
group. The study for the use of CSP 2 in the resolution of
other racemic primary amino compounds is underway in
our laboratory.
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