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Fig. 1. Chemical structures of NY-198 and ofloxacin
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Table 1. Serum concentration of NY-198 and OFLX in 6 healthy volunteers
after oral administration of 200mg with or without A1(OH);
(Crossover)
Drug | AI(OH)s| B | *%h 1h ’ 11/2h ‘ 2h ’ 3h 4h 6h 8h
Without | O | 0:63 1.78 1.89 1.67 1.34 1.23 0.90 0.74
1thou +0.26 +0.38 +0.24 +0.18 +0.11 +0.09 | +0.07 +0.04
NY-198
With ol| 0.2 0.39 0.56 0.56 0.53 0.50 0.43 0.36
1 +0.01 +0.06 | +0.07 | +0.06 | +0.06 | +0.06 | +0.06 | =+0.05
Without | O | 1:02 2.00 1.99 1.74 1.50 1.37 1.07 0.87
1thou +0.13 +0.16 +0.10 +0.06 +0.08 +0.06 | +0.04 +0.03
OFLX
With ol 037 0.56 0.70 0.71 0.71 0.73 0.65 0.52
1 +0.06 | +0.04 | +0.06 | +0.08 | +0.09 | =0.09 | +0.09 | =0.08
B : Before Mean *+ S.E. (pg/ml)
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Fig. 2. Serum concentration of NY-198 in 6 healthy volunteers after oral
administration of 200mg with or without AI(OH)s
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Fig. 3. Serum concentration of OFLX in 6 healthy volunteers after
oral administration of 200mg with or without AI(OH)s
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Table 2. Pharmacokinetic parameters of NY-198 and OFLX after an oral
administration of 200mg with and without A1(OH)s
. T1/,8 Crnax Tmex | AUGCrs
Quinolone | AI(OH)s (h) (ug/m1) ) | (ugeh/m)
NY-198 Without 6.43+1.6 2.03+0.7 1.3+0.4 9.08+2.2
NY-198 With 9.05+2.2 0.60+0.2 1.8+0.8 3.40+1.0%
OFLX Without 6.77+1.5 2.05+0.3 1.2+0.2 10.36+1.1%
OFLX With 8.84+4.4 0.79+0.2 3.0+1.8 4.94+1.4%
#:P<0.01 #4 1 P<0.01
Table 3. Urinary concentration and recovery rate of NY-198 and OFLX in 6 healthy
volunteers after oral administration of 200mg with or without A1(OH),
(Crossover)
Conc Recovery
. ~ o~ ~ ~ 9
Drug Al(OH)s | goto: 0~2 h 2~4 h 4~6 h 6~8 h Bai%h(/,)
. pg/ml 262.5 321.8 274.0 251.7
Without % 10.9 12.4 9.1 6.6 39.0
NY-198
. pg/ml 115.0 131.5 127.7 122.5
With % 4.7 6.6 5.0 41 20.4
. pg/ml 452.8 421.0 315.5 291.7
Without % 13.9 13.5 10.2 8.1 45.7
OFLX
With pg/ml 180.0 205.7 178.5 188.2
! % 6.9 7.4 6.1 49 | 25.3
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Fig. 4. Urinary concentration and recovery rate of NY-198 in 6 healthy
volunteers after oral administration of 200mg with or without

A1(OH)a

(Crossover)
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Fig. 5. Urinary concentration and recovery rate of OFLX in 6 healthy
volunteers after oral administration of 200mg with or without
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patients after oral administration of 200mg
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CROSS-OVER PHARMACOKINETICS OF NY-198 AND OFLOXACIN IN
HEALTHY VOLUNTEERS AND GASTRECTOMIZED PATIENTS

Harumi SnisHipo* and Keizo MatsumoTo
Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University, Nagasaki
TsuyosH NAGATAKE
Department of Respiratory Diseases, National Kawatana Hospital, Kawatana
Suminiro TABUCHI
Department of Surgery, National Kawatana Hospital, Kawatana
(*: present address: Department of Respiratory Diseases, Tokyo National Chest Hospital, Tokyo)

NY-198 is a new and potent broad-spectrum antimicrobial derived from fluorinated quinolone. We have
already reported that the gastrointestinal absorption of ofloxacin (OFLX) decreased markedly in the presence
of dried aluminjum hydroxide gel antacids in 7 healthy young adult volunteers. To clarify whether a similar
interaction occurs with NY-198, we performed a cross-over pharmacokinetic study. NY-198 and OFLX were
administered orally to fasting healthy male volunteers, with or without dried aluminium hydroxide gel, and to
gastrectomized patients.

NY-198 and OFLX were administered orally to healthy male volunteers (n=6 : 20-23 y. 0.), in a fasting state
with or without dried aluminium hydroxide gel Al (OH),, and drug interaction between each drug and dried
aluminium hydroxide was observed, as reported previously for OFLX.

NY-198 and OFLX were also administered orally to gastrectomized patients (n=6 : 4 males, 2 females, 31-
82 y. o.). High drug concentrations were observed after 200mg of NY-198 or OFLX. Blood levels of OFLX were
higher than those of NY-198.

The formation of quinolone-cationic chelate complexes, water solubility of quinolones at different pH values,
gastric acidity and age of the subjects, and/or co-administration of antacids may have an important effect on
the pharmacokinetic properties of quinolones.



