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STUDIES ON DRUG METABOLISM

METABOLIC TRANSFORMATION AND ANALYTICAL METHOD

Metabolite:

Isolation and Identification

Analytical Method: Thin-layer chromatography, Gas chromatography
UV, IR, NMR, MASS, GC-MASS
Radioactive and stable isotopes

ABSORPTION,

DISTRIBUTION, AND EXCRETION

Dynamic Aspects: Biopharmacy, Pharmacokinetics

Mechanism of Absorption and Excretion (Physiological Disposition)

General Observation on the Fate of Drug

MECHANISM OF DRUG METABOLISM

Enzymological Studies: Hepatic.microsomal drug metabolizing enzyme system,
Cytochrome P-450, Other Enzymes

Chemical Research on Reaction Mechanism

DRUG METABOLISM AND -DRUG ACTION

Factors Affecting the Metabolism: Genetic factors

i

Induction and Inhibition

Clinical Problems
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“ 1. METABOLIC TRANSFORMATION {and ANALYTICAL METHOD)

Barbiturates (Cyclobarbital, Hexobarbital 1954-63 ﬁ.Tsukamoto, E.Takabatake,
Thiamylal, Secobarbital) H.Yoshimura, S.Toki, H.Ide,
) S.Kuroiwa, T.Ariyoshi, et al.
INAH 1954 T.Iwamoto
Pyrazinamide ) 1956-58 K.Kakemi, T.Uno, H.Sezaki
Thioacetazone ’ 1956 T.Arita

PAS, Salicylic Acid, p-Hydroxybenzoic Acid 1955-64 H.Tsukamoto, K.Kato, A.Yamamoto,
S.Terada, K.Yoshida

Sulfonamides 1958- M.Ishidate, S.Ogiya, et al.;
oo . T.Uno, et al.; M.Ueda, et al.
Ethinamate 1960-61 T.Murata
Cyclohexenyl Compounds 1961-62 M.Yoshimura .
BHT 1962 M.Akagi, et al.
Meprobamate o 1962-63 H.Tsukamoto, H.YOshimura, A.Yamamoto
"Quinazolinone deriv.'(MTQ) 1963 M.Akagi, Y.Oketani, et al.;
T.Murata, I.Yamamoto
Strychinine, Burcine 1964-67 H,Tsukamoto, H.Yoshimura, T.Watabe
Steroids 1967- T.Nambara, et al.
Phenacetylurea 1967 H.Tsukamoto, K.Tatsumi, et al.
Cyclamate 1967- H.Ichibagase, S.Kojima
Morphine - 1968- H.Tsukamoto, H.Yoshimura, K.Oguri
Benzydamine, Mepirizole 1970-72 E.Takabatake, et al.; R.Domori, et al.
Radioactive Isotopes 1966- Y.Nagase, S.Baba, et al.
Autoradiography 1968- H.Shindo, et al.
MASS 1970- A.Tatematsu, et al.
=74 12
o, ABSORPTION, DISTRIBUTION, and EXCRETION
Studies on Absorption and Excretion of Drugs 1961- H.Nogami, M.Hanano, S.Awazu, et al.
Pharmacokinetic Aspects of Biliary Excretion 1970- *
Absorption and Excretion of Drugs 1961~ K.Rakemi, H.Sezaki, T.Arita,
T.Koizumi, et al.
Drug Absorption, Metabolism and Excretion 1968- J.Shibasaki, T.Koizumi, R.Konishi, et al.
Thoracic Duct Transport of Drugs 1969- Y.Aso, et al. V
Gastrointestinal Absorption 1968~ S.1guchi, et al.
m. MECHANISM OF DRUG METABOLISM
Oxygenase . 1955 0.Hayaishi
Cytochrome P-450 1962- R.Sato, T.Omura
Biochemical Studies on Microsomes V 1963- R.Kato, et al.;
\ H.Kitagawa, et al.;

: : H.Kumaoka, Y.Yoshida
B-Glucuronidase : 1960-  H.Tsukamoto, K.Kato, et al.
3-Hydroxyhexobarbital Dehydrogenase 1964- S.Toki, et al.

Epoxide Hydrolase 1968-  T.Watabe, et al.

N. DRUG METABOLISM AND DRUG ACTION

Factors Affecting Drug Metabolism 1957- R.Kato, et al.;

. E.Takabatake, T.Ariyoshi,et al.;
(Biochemical Pharmacology) H.Kitagawa, et al.; M.Uchiyama, et al.

Aminopyrine, Antipyrine - Allergy 1968~ H.Yoshimura, et al.
PCBs - Toxicology ~1969- H.Yoshimura, et al.
Chlorinated Etpane, Ethylene - Toxicology 1968- M.Ikeda, et al. _
- Cancer : 1970- K.Miyaki,et al.; M.0Okada, et al.
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Classification of Papers Published on Chem.Pharm. Bull. (1972)

I. Metabolic Transformation

Studies on Absorption, Biotransforamtion and Excretion of Drug. (1) Metabolites of Clofexamide in Rat

Studies on Absorption, Biotransformation and Excretion of Drug. {2) Metabolisf of 2-Indanamine

2-Methoxyestrone 3-Glucuronide: A New Biliary MetaboTite in the Rat

The Metabolism of Saccharin and the Related Compounds in Rats and Guinea Pigs

Metabolic Fate of 6,6,9-Trimethy1-9-azabicyclo[3,3,1]Jnon-38-y1 «,a-Di(2-thienyl)glycolate ﬂydroch]oride
Monohydrate (PG-501)

Studies on Metabolism of Drugs. XI . Quantitative Separation of Metabolites in Human and Rabbit Urine
after Oral Administration of Sulfamonomethoxine and Sulfamethomidine

Studies on Metabolism of Drugs. X . Quantitative Separation of Metabolites in Human Urine after
Oral Administration of Sulfisomezole and Sulfaphenazole )

Studies on the Metabolites in Urine and Feces of Rat after Oral Administration of Radioactive Pantethine

Metabolism of Drugs. LXXXVI. The Metabolic Fate of Prolintane in Rabbits ‘

Studies on Su]famethoxazo]e/TrimeEhoprim. Absorption, Distribut{on, Excretign and Metabolism of
Trimethoprim in Rat ! ’

Isolation and Structure of Two'Metabdlites of Macrolide Antibiotic, SF-837 Substance

Studies on the New Metabolic Pathway of Anthranilic Acid in the Rat. I. 1Isolation and Urinary Excretion

" of Anthfanilamide as a New Metabolite of Anthranilic Acid
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Absbrption, Distribution, and Excretion

Conversion of Cyclamate to Cyclohexylamine in Guinea Pig

Pharmacokinetic Studies of Biliary Excretion. V. The Relationship between the Biliary Excretion Behavior
and the Elimination from Plasma of Xanthene Dyes and Bromsulphthalein in Rat

Transformation and Excretion of D}ugs in Biological Systems. VI . Effect of Biotransformation on Renal
Excretion of Sulfonamides

Studies on the Metabolism and Excretion of L-3,4-Dihydroxyphenylalanine (L-DOPA) in Human Beings by
Gas Chromatograpﬁy )

Studies on the Metabolism of D- and L-Isomers of 3,4-Dihydroxyphenylalanine {DOPA). 1. . Autoradiographic
Study on the Distribution of ]4C-Labe1ed D- and L-DOPA after Oral Administration 1h Rats

Effect-of Bile Salts on the’Gastrointestinal Absorption of Drugs. IV. Site of Intestinal Absorption of
Sodium Taurocholate and its Consequence on Drug Absorption in the Rat

Studies on Percutaneous Absorption of Drugs. II. Time-Course of Cutaneous Reservoir of Drugs

Absorption, Distribution, Metabolism, and Excretion of Insect-Metéhorphosfng Hormone Ecdysterone in Mice. II

§ 57

Metabolism o Co-Methylcobalamin in Rat and Guinea Pig

Drug Absorption and Metabolism Studies by Use of Portal Vein Infusion in the Rat. I. Pyloric Vein

Cannulation and its App]icafion to Study of First-Pass Effect on Biocavailability of Propranclol
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WM. Mechanism of Prug Metabolism _
Studies on Drug Metabolism. XM, Possible Role of Liver Microsomal Cytochrome P-450 in the Oxidative
N-Demethylation of p-Substituted Dimethylaniline, N-Methyl-N-alkylaniline and N-Methyl-N-acylaniline
Derivatives
Studies on Steroid Conjugates. X. Significance of Conjugation Involved in Biosynthesis of 2-Methoxyestrogen
Studies on Steroid Conjugates. XI. Biosynthesis of 16-Epiestriol Glucosiduronate
IV.  Drug Metabolism and Drug Action
Effect' of Phenobarbital, Ethanol and Ethionine on the Content and Fatty Acid Composition of Hepatic
Microsomal Phospholipids
Effect of Diphenylhydantoin on the Drug Metabolismand the Fatty Acid Composition of Phospholipids
in Hepatic Microsomes
Studies on Synthetic Sweetening Agents. XV. Metabolism of Sodium Cyclamate (4). Influences of
Phenylbutazone, Phenobarbital, and Tolbutamide on Metabolism of Sodium Cyclamate in Rabbits
Effects of Simultaneous Administration of Drugs on Absorption and Excretion. I. Effect of

Phenylbutazone on Absorption and Excretion of Sodium Cyclamate in Rabbits

Studies on Metabolism of 3-Deoxysteroids. X. Increased Activity of 3-Deoxyestrone Hydroxylases
in Liver Microsomes of Rats Pretreated with Phenobarbital and 3-Methylcholanthrene

" Studies on Synthetic Sweetening Agents.XVI. Metabolism of Sodium Cyclamate (5). The Metabolism
of Sodium Cyclamate in Rabbits and Rats aftgr Prolonged Administration of Sodium Cyclamate

Studies on Synthetic Sweetening Agents. XVII . Metabolism of Sodium Cyclamate {6). Influences
of Neomycin and Sulfaguanidine on Metabolism of Sodium Cyclamate
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