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Pyridoxamine; a new medication for psychiatric disorders
Masanari Itokawa', Makoto Arai®, Toshio Miyata®
! Tokyo Institute of Psychiatry, > Tohoku University

We reported that 17% of schizophrenia yielded carbonyl stress with high plasma
pentosidine and low serum pyridoxal in spite of no physical complications such as
diabetes mellitus and renal dysfunction”. Of those psychiatric patients with carbonyl
stress, we found several schizophrenia having novel frameshift mutations in
glyoxalase 1 (GLOI) gene with 50% reduction of enzymatic activity and homozygout
of Ala allele of Glul11Ala in the gene concomitant with 16% less active GLOI.
Carbonyl stress was suggested to be involved in pathophysiology of schizophrenia in
those patients since cases carrying genetic GLO1 deficit could suffer from the stress
before onset of the disease. Clinical characteristics of schizophrenia with carbonyl
stress suggested that improvement of the stress is a new therapeutic way of
psychiatric disorders based upon the following three observations. 1) Plasma
pentosidine level is significantly low in outpatients than that of hospitalized cases, 2)
positive and negative syndrome scale (PANSS) is significantly correlated with plasma
levels of pentosidine, 3) a longitudinal follow up study showed decrease of
pentosidine levels accompanied with improvement of psychotic symptoms that are
less sever PANSS after follow up compared to that of beginning of the observation.
Depletion of vitamin B6 (pyridoxal) might reflect elevated carbonyl stress induced by
GLO1 defects and other unknown factors in these patients. Agents able to inhibit
AGEs formation or entrap carbonyl compounds may also prove to be of therapeutic
value, if carbonyl stress is directly linked to schizophrenic signs and symptoms. We
regard pyridoxamine as a novel medicine for schizophrenia with carbonyl stress
because it inhibits the formation of antigenic advanced glycation end-products®. We
have done Phase I trial using pyridoxamine and detected sufficient AUC® without any
adverse events.

Current antipsychotic medicines can significantly improve positive symptoms such
as delusion and hallucination but are less effective for negative symptoms including
flattened affect and psychomotor retardation. Approximately 30% of patients are
treatment resistant against neuroleptic medications. Almost all of the antipsychotic
medicines work by altering the level of neurotransmitter of central nervous system.
Carbonyl stress is a new target of medication for schizophrenia without
neurotransmitter based concept of therapeutics and inhibiting the stress by

pyridoxamine is expected to cure negative symptoms and treatment-registrant cases
using conventional medications.
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Visual Presentation of Psychiatric Clinical Decision-making
by “Graphic Assessment Sheet for Diagnoses and Treatments”

Toshio OTA?, Sumiko YOSHIDA?, Sousuke TSUNASHIMA®,
Takao ToTsura?, Takafumi WATANABEY, Ryoichi ToYosHIMAY

1) Department of Neuropsychiatry, Saitama Medical School
2} National Center Hospital of Neurology and Psychiatyy
3) Sojinkai Musashino Hospital

Psychiatrists often have to treat patients even when the clinical information is
insufficient to make a definite diagnosis. This is the case especially when we are treating first
~visit outpatients or inpatients who have just been admitted. One of the causes of information
insufficiency is a delay in obtaining clinical information on the patient, and another is a lack
of characteristic manifestations of the disease because of an immature developmental stage.
Even in such situations, however, clinicians have to make reasonable judgements using the
information that is available at that time. The framework for making judgements on such
occasions, or “the framework of decision-making under imperfect-information conditions”,
is becoming more and more important in psychiatric clinical practice in Japan for the
following reasons. First, team members in charge of a patient became very heterogeneous in
terms of their career and motivation after the start of the new post-graduate clinical training
system in Japan several years ago, resulting in a higher risk of miscommunication. Secondly,
the need for precise explanation to patients and their families has become crucial in recent
years as the result of various social changes. Ota T, one of the authors, once put forward the
framework of decision-making under imperfect-information conditions on the basis of
Bayesian statistics. In the present paper, in consideration of the above background, we
devised a sheet for visualizing the above framework so that relevant staff could share the
clinical decision-making process. Specifically, we visually arranged on a sheet of paper the
components and variables of the framework, so that the staff could communicate with each
other explicitly and precisely about the estimated probability of each possible disease, merits
and demerits of each treatment option, etc. We employed the sheet on treating patients in
our acute psychiatric ward, 2 of whom are presented in the paper. Discussions were made on

the usefulness, limitations, and remaining problems.
<Authors’ abstract>

<Key words : psychiatry, imperfect-information condition, clinical decision-making, visual-
ization, communication>
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