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There are a number of important factors which
determine the successful outcome of the antimi-
crobial therapy of infectious diseases. First and
foremost, one must chose the appropriate antimi-
crobial agent for a given infection. This is based
on identifying the infecting organism and determi-
ning antimicrobial susceptibility. In most cases,
however, definitive identification and susceptibi-
lity testing are not possible before initiation of
therapy and thus treatment must be based on the
physician’s best guess as to the likely infecting
organism or ouganisms. The use of “bacteriologic
statistics” ((most likely organism(s) causing infe-
ction at given site)) is helpful in the clinical
setting. A variety of host factors must also be
considered in choice of an appropriate antimicro-
bial agent. These include a history of previous
adverse reactions to antimicrobial agents, the age
of the patient, presence of genetic or metabolic
abnormalities, pregnancy, renal and hepatic functi-
on of the patient, and the site of infection. In
certain settings, antimicrobial combinations are
important for successful therapeutic outcome, but
the newer, broad-spectrum antimicrobial agents
have markedly decreased the number of infections
for which combination therapy is imperative.
Having determined the appropriate antimicrobial
agent or agents, one must then determine whether
or not such drugs must be given orally or

parenterally and must determine the appropriate

dose of the drug for the given infection. Finally,
it is important to monitor the response of the
patient to antimicrobial therapy to assure optimal
outcome.
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Table 1. Recent progresses in cancer chemotherapy

1) Development of new anticancer drugs: search for new
drugs effective to solid cancer from natural origin

2) Development of new combination therapy based on
biochemical modulation

3) Dovelopment of new drugs to reduce the side
effects of anticancer drugs

4) Progresses of the studies to potentiate antitumor
effects of drugs

5) Development of new drug formulation from the studies
of drug delivery system (DDS)

6) Drug treatment to consider the patient's right
7) Others

Table 2, Curability of disseminated cancer with drugs*

Disease

Probable cure

Therapy rate

Adults

Diffuse histiocytic lymphoma (stages HI and IV)
Hodgkin'’s disease (stage III or IV)

Testicular carcinoma (stage III)

Combination chemotherapy
Combination chemotherapy
Combination chemotherapy * surgery

50% or greater
50% or greater
75% or greater

Gestational choriocarcinoma Methotrexate + actinomycin D 90%
Ovarian carcinoma Alkylating agents or combination chemotherapy 10-20%
Acute myelocytic leukemia Combination chemotherapy 20%

Children

Acute lymphocytic leukemia}
Non-Hodgkin’s lymphoma
Burkitt lymphoma

Wilms tumor

Childhood sarcomas

Combination chemotherapy and cranial irradiation

Cyclophosphamide or combination chemotherapy
Surgery, chemotherapy, and irradiation

50% or greater

50% or greater
50% or greater

*(From chabner, B. A., 1990)
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Table 3. Development of novel anticancer drugs from plant origin

1. Topoisomerase | inhibitors
Camptothecin derivatives
Irinotecan (CPT-11)
Topotecan

2. Topoisomerase II inhibitors
Etoposide derivative (NK-611)

3. Tubulin interacting agents
Taxol, Taxotere
Navelvine

Table 4, Mechanisms for drug resistance

1. Drug resistance relating to the mode of action

Increase of the activity of target enzyme

Change of affinity to target enzyme or receptors
Decrease of drug activation

Increase of drug activation

Increase of utilization of alternate metabolic pathway
Accelarated repair of the induced lesion

-0 a0 o

2. Drug resistance
a. Decreased cellular transport
b. Increase of drug inactivation
c. Change of tumor-growth kinetics

Table 5, Trials to overcome drug resistance

1. Change of drug administration (dose, schedule, soute)
2. Change of drug formulation
3. Application of combined modalities

a. Kinetic reasons

b. Biochemical reasons

c. Pharmacological reasons

b. Immunological reasons

4. Adjuvant chemotherapy (Early treatment)

Table 6, Methods for QOL improvement
1. Development of drugs having high tumor affinity

2. Device of new drug formulation from the aspect of
drug delivery system

3. Development to pontentiate anticancer efficacies and
to reduce toxicity

4. Combined modalities to reduce anticancer drug toxicities

' 5. Preparation of new analogues to reduce the major
toxicities of parent drug

Table 7. Methods to reduce side effects of anticancer drugs
1. Combination of cytokines (G-CSF etc.)

2. Application of antiemetics
3. Device to reduce stomatitis
4

. Development of a method to reduce formation of active
drug in the small intestine (to reduce diarrhea)

5. Others
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