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Analysis of Factors Related to Variation in
Dissolution Profiles Estimated from Continuously
Conducted Dissolution Tests of Generic Products
Tokio Morita®, Hiroyuki Yoshida®, Yasuhiro Abe™, Koji
Akihiko Nakamura®, Chikako Hada™,

Nakai®®, Keishi Kina, Makoto Takahashi*®, Nozomi Uemura™,

Tomita*, Chiyori

Tetsuya Yoneda™, Maki Yasui®, Yoriko Shintani*!

Naomi Tomita™, Aoi Inagaki®, Ken-ichi Izutsu®, and

Yoji Sato™

The development of generic pharmaceuticals involves
a bioequivalence study to ensure the therapeutic
equivalence of the test formulation to the original
innovative product. The formulation characteristics
of generic products are expected to be maintained in
the long term after approval. This study analyzed the
factors contributing to the changes in the dissolution
profiles of approved products during their life cycles.
Cumulative data on the dissolution similarity of 1675
products of 127 1ingredients tested by official
laboratories in Japan were assessed according to
guidelines with slight

Japanese bioequivalence

modifications. The products showing dissimilarities
in dissolution profiles were analyzed for reporting
year, therapeutic category, co—development, physical
properties of the active pharmaceutical ingredient
(API), and suspected reasons for dissolution change.
The increase in the number of dissimilar products is
related to the co—development of generic products.
Although the solubility of the API was not associated
with the dissolution change in the analysis of the
total dissolution data, control of the API particle
size 1is suggested to be important for drugs with
poorly soluble APIs. Additionally, a risk factor for
dissolution changes in the test solutions at a certain

pH was the presence of acidic or basic residues. These
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results indicate the importance of proper development
through a thorough evaluation of the formulation and
process factors affecting the dissolution properties

throughout the product lifecycle

Chem. Pharm. Bull 72, 28-35 (2024)
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Amatoxin poisoning caused by Galerina sulciceps
a species with no prior record of identification
in Japan: a case report.

Tomohisa Nagayama® *), Yoshito Kamijo*, Toshimitsu

Fukiharu®, Ngoc Hung Nguyen®, Koichi Imai, Isao Takahashi*

A 60-year-old man presented with acute gastroenteritis,
hypovolemic shock, acute renal failure (BUN/Cr, 56.7/4.24
mg/dl), and aspiration pneumonia. The previous day
he ingested 30 caps of mushrooms of an unknown species
The patient was treated with a massive intravenous
infusion, renal replacement therapy, and antimicrobial
agents. Late—onset mild liver injury peaked on day 11
(AST/ALT, 62/67 TU/1). Acute renal failure improved once
before worsening, with the worst symptoms on day 19
(BUN/Cr, 99/6.61 mg/dl). Thereafter, the patient showed
gradual improvement, and renal replacement therapy was
discontinued on day 23. His general condition improved
fully and he was transferred to another hospital for
rehabilitation on day 47. The mushrooms were later
identified as Galerina sulciceps by the Basic Local
Alignment Search Tool, and toxicologic analysis using
liquid chromatography—tandem mass spectrometry revealed
an average of 85 ppm a—amanitin and 330 ppm [-—amanitin
in the tissue of the mushrooms brought in by the
patient’s family. Galerina sulciceps is distributed

mainly in tropical and subtropical regions of Southeast

Asia and had never been identified before in Japan.
The heat of fermentation generated by the thick layer
of wood chips on the ground or global warming may
have contributed to its growth in Japan. Interestingly
our patient did not have liver dysfunction, which is
one main and typical amatoxin poisoning symptom.
Variation in clinical presentation may be attributed
to the different ratios of «—amanitin to f-amanitin

in different mushroom species.

Toxicon 155 229: 107139 (2023)
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Severe aconite poisoning successfully treated
with veno-arterial extracorporeal membrane
oxygenation: A case report.

*1.#%2° Yoshito Kami jo®, Ryoko Kyan™, Ichiro

Saeko Kohara
Okada™, Eiji Hasegawa®™, Soichiro Yamada, Koichi Imai,

Asuka Kaizaki-Mitsumoto®, Satoshi Numazawa™
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aconitines, the oral ingestion of which can be fatal,

Most species of aconite contain toxic
primarily because they cause ventricular arrhythmias
We describe a case of severe aconite poisoning
that was successfully treated through veno-arterial
extracorporeal membrane oxygenation (VA-ECMO) and in
which detailed toxicological analyses of the aconite
roots and biological samples were performed using liquid
chromatography—tandem mass spectrometry (LC-MS/MS).
A 23-year-old male presented to the emergency room
with circulatory collapse and ventricular arrhythmia
after ingesting approximately half of a root labeled
“Aconitum japonicum Thunb”. Two hours after arrival,
VA-ECMO was initiated as circulatory collapse became
refractory to antiarrhythmics and vasopressors. Nine
hours after arrival, an electrocardiogram revealed a
return to sinus rhythm. The patient was weaned off
VA-ECMO and the ventilator on hospital days 3 and 5,
respectively. On hospital day 15, he was transferred
to a psychiatric hospital. The other half of the root
and his biological samples were toxicologically analyzed
using LC-MS/MS, revealing 244.3 mg/kg of aconitine
and 24.7 mg/kg of mesaconitine in the root. Serum on

admission contained 1.50 ng/mL of aconitine. Beyond
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hospital day 2, neither were detected. Urine on
admission showed 149.09 ng/mL of aconitine and 3.59
ng/mL of mesaconitine, but these rapidly decreased

after hospital day 3.

World Journal of Clinical Cases 16; 12(2): 399-404
(2024).
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