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Table 1. Background of patients studied pharmacokinetically
Case | Age Body GOT | GPT T Bil CCr
Sex weight Diagnosis Drainage
No. | (Y) (kg) Iu) | dU) | (mg/dl) |(ml/min)
1 58 F 57 Intrahepatic cholangitis | PTBD 21 12 0.3 92.8
2 62 F 55 Choledochal stone T-tube 13 10 0.6 58.7
3 57 M 47 Gallbladder carcinoma PTBD 13 11 0.7 60.2
4 67 F 57 Choledochal stone T-tube 16 7 0.5 46.5
5 83 M 50 Pancreas carcinoma PTBD 19 10 0.7 34.3
6 55 M 57 Papillary carcinoma PTBD 10 5 0.5 116.2
7 55 M 59 Papillary carcinoma PTBD 18 23 0.4 108.3
8 55 M 59 Papillary carcinoma PTBD 16 22 0.5 108.3
Table 2. Concentrations of NY-198 in serum and bile after single dose of 200mg
n=8 (HPLC)
Case Serum Serum and bile concentration (#g/ml) Biliary
Name excretion
No. Bile 0 1° 2° 3° 4° 6° 8° 12° 24° %
Serum| 0 0.16 | 0.34 1.71 | 1.26 | 1.06 4.5
1 M. I ...............................................................................................................................................
Bile 0 0.48 | 2.56 | 5.32 | 5.93 | 4.18 | 2.13 (0~8h)
Serum 0 0.57 1.51 1.12 0.63 0.45 0.26
2 N . S .............................................................................................................................................
Bile 0 2.03 | 4.22 | 8.11 | 5.13 | 2.71 | 1.72 (0~8h)
Serum 0 0 0.01 0.23 0.45 0.64 0.34
3 M. S ..............................................................................................................................................
Bile 0 0 0 0.08 0.54 1.31 1.73 2.51 2.33 | (0~24h)
Serum 0 0.01 0.04 0.79 1.32 0.33
4 M . H ................................................................................................................................................... )
Bile 0 0 0.07 0.98 4.31 5.99 6.81 4.46 | (0~24h)
Serum 0 2.93 2.45 1.79 1.62 1.49 0.89
5 Y . O L e L e e EEE R (N R
Bile 0 0.65 17.02 14.02 8.17 7.64 5.73 3.84 2.15 | (0~24h)
Serum 0 0.47 0.73 1.09
L B < S O o oot e O i asaal St EE ] KL —
Bile 0 0.03 1.70 4.43 2.72 2.11
Serum 0.19
AR O < SISO SUUSUSRUOUN SRS (SOSUssyRSORSH ROSIPSSIORST ISSRSISTR REERTRINY REEEEE S
Bile | (1.76) | 1.50 1.50 1.49 | 1.52 1.75 1.48 (0~8h)
Serum | (0.88) 3.06 2.04 1.49 2.21 2.26 0.76
YR DY 00 - P FEOSNSsO) SSUOOSOPNNOOISSORROR NSRS SSOOSSOOPUoOS OSSR ST rte] ITRTTAS SRR
Bile | (1.49) | 10.56 | 7.24 | 3.97 | 3.11 | 2.35 | 4.37 (0~8h)
1.02 1.02 1.17 1.24 1.18
Serum + + + =+ =+
Mean 1.26 | 0.91 051 | 059 | 0.64 1.04%
e e O L L] L R LSRN AR 0~8h :
S.D ) 1.91 | 4.29 | 4.80 | 3.93 | 3.51 | 3.42 | 3.18 | 2.98 (0~2‘:§,a§es)
: Bile =+ =+ + + =+ + + + 3cases,
3.34 5.30 4.26 2.32 2.11 2.03 0.67 1.05
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Fig. 1. NY-198 concentrations in serum and

bile after single dose of 200mg (n=8)

Table 3. Bile-acid
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Fig. 2. Mean NY-198 concentrations in serum
and bile after single dose of 200mg (n=8)

levels in bile

(pmol/L)
Case | Total B. A. |[Free B.A.| G/T |[C/CDC| F/C S/P UDC Cc CDC DC LC
1 7398.95 | 320.27 | 3.965| 1.774 | 0.0452 | 0.017 | 127.78| 4648.69| 2620.02| O 2.46
2 | 28907.00 0 7.538 | 1.409 | 0.0010 | 0.147 |3698.56 |14736.50| 10454.70| 3.84 | 12.36
3 5506.45 | 171.47 | 1.422 | 0.600 | 0.0316 | 3.787 |4427.59| 439.68| 730.18| 0 0
4 | 39752.00 18.39 | 3.589 | 0.367 | 0.0004 | 0.068 [1649.74| 9982.87|27210.90| 889.54 | 0
5 9626.47 21.96 | 4.160 | 1.604 | 0.0022 | 0.004 | 9.78| 5905.19| 3681.06| 21.89 | 8.55
6 265.70 0.06 | 0.840 | 4.686 | 0.0002 | 0.006 | 1.40| 217.59| 46.43| 0.28| 0
7 1640.46 3.60 | 1.252| 1.942|0.0021 | 0.010 | 13.02| 1072.42| 552.14| 3.68| 0.20
8 4876.53 21.88 | 7.162| 2.704 | 0.0045 | 0.003 | 6.56| 3549.39| 1312.53| 8.05| 0
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Table 4. Clinical effects of NY-198

Dosage of

Case | Age | Underlying NY-198 Isolated Bacteriolo- | Clinical Side-
) Diagnosis . gical
No. | Sex disease (mgx times organism effect effect |effects
x days)
Acute
55 | Ampullary obstructive
1 . L1 i —
M | carcinoma supprative 200%x2x7 H. influenzae Erad1c.ated Excellent
cholangitis
66 | P ti A
2 ancreatic cute 200x3x10 | Unknown Good -
M | carcinoma cholangitis
71 | Bil A
3 ! e_ duct cute . 200x3%x7 | E. cloacae Decreased Good -
M | carcinoma cholangitis
35 | Alcoholi Peri
4 viconotic eriproctatal 200x3x7 | GNR Eradicated | Good -
M | liver disease | abscess
Table 5. Laboratory findings before and after NY-198 therapy
Case | Total dose BUN Cr GOT GPT Al-p. Ht. WBC Plat. Eo.
No. (& (mg/dD | (mg/dD) | (AU) | AU) | AU) | (%) (/m?®)  |(10%/m?)| (%)
1 2.8 B 23 1.1 209 364 3505 42.0 9700 24.5 0
’ A 16 0.7 56 82 | 1532 | 37.2 6900 | 31.5 1
2 6.0 B 21 0.8 14 25 157 27.5 5200 9.0 0
' A 18 0.7 25 17 182 29.5 3500 18.2 1
3 4.2 B 9 0.6 47 107 802 35.0 8500 39.8 1
' A 8 1.0 29 49 667 32.5 6300 36.7 3
4 4.2 B 18 0.6 50 37 272 43.0 10500 21.5 0
’ A 6 0.6 45 54 268 | 44.5 8200 | 39.6 3

B : before treatment

A : after treatment
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BILIARY EXCRETION OF NY-198 (A NEW ORAL ANTIMICROBIAL AGENT)
AND ITS CLINICAL APPLICATION

TAKEAKI SHIMIZU
Department of Surgery, Shinrakuen Hospital, Niigata

The combination of biliary drainage and a suitable chemotherapeutic agent has been widely used for the
treatment of biliary tract infection. In the treatment of obstructive cholangitis the conditions of biliary drainage
seem to influence biliary excretion of the antibiotic. The bile acid level in bile influences the excretion of
cephalosporin antibiotics into bile if liver and kidney function are normal, as reported at the 13th International
Congress of Chemotherapy. Accordingly, we examined the biliary excretion of NY-198 and bile-acid in bile.

Standardized cholecystectomy, choledochotomy and T-tube drainage were performed in 2 patients with
choledocholithiasis, and percutaneaus transhepatic biliary drainage was carried out in 6 cases with malignant
obstructive jaundice. All cases were given NY-198 at 200 mg. The concentration of NY-198 in serum and bile
and the bile-acid level in bile were measured by liquid chromatography. These tests were carried out on patients
in a stable state at least 21 days after the operation. The peak concentration of NY-198 in bile ranged from 2.
51-17.02 pzg/ml (mean 7.14+4.61 xg/ml) and in serum from 0.64-3.06 xg/ml (mean 1.75+0.85 xg/ml).

Clinically, NY-198 was given to 3 patients with cholangitis and 1 with periproctal abscess. Effective clinical
response without any clinical adverse effect was recognized in all 4 cases.

In summary, 1) The concentration of NY-198 in bile was sufficient for the treatment of biliary tract infection.
2) The levels of bile-acid and NY-198 in bile were independent of each other. 3) The concentrations of NY-198
in serum and bile correlated closely.



