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ドパミン補充療法に代表されるパーキンソン病に対するこれまでの薬物治療は基本的に対症療
法であり、根本的な治療ではない。
オキシカム系抗炎症薬が新規パーキンソン病薬として有用である可能性を見出した。
オキシカム系抗炎症薬から合成展開した化合物はMPTP*誘発PDモデルマウスの運動障害を改善
した。
オキシカム系抗炎症薬の化合物群は、神経細胞死抑制効果を持つことから、パーキンソン病や
その関連疾患の根本的治療薬となり得る。

* 1-メチル-4-フェニル-1,2,3,6-テトラハイドロピリジン
（MPTP: 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine）

化合物合成展開オキシカム基本骨格 化合物A, B

in vitro試験→神経細胞保護効果、COX阻害活性低い
→ モデルマウスの運動障害を改善

→ 良好な薬物動態、脳内移行

＜用途・想定適応症＞
抗パーキンソン病薬
パーキンソン症候群の治療薬
神経細胞保護効果を有することより、他の神経変性疾患への適用も期待される。
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オキシカム系抗炎症薬を基盤にした新規パーキンソン病薬の創製
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The conventional drug treatment for Parkinson's disease represented by dopamine
replacement therapy is basically symptomatic treatment and not fundamental
treatment.
An oxicam anti-inflammatory drug has been found to be useful as a novel Parkinson's
disease drug.
A compound synthesized from oxicam anti-inflammatory drugs improved the
movement disorders of MPTP * -induced PD model mice.
Since the compound group of oxicam anti-inflammatory drugs has a neuronal cell
death inhibitory effect, it can be a fundamental therapeutic agent for Parkinson's
disease and related diseases. * MPTP: 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine

Synthetic development 
of ompounds

Oxicam
basic skeleton

Compound A, B

In vitro test → nerve cell protective effect, 
low COX inhibitory activity → Improves movement disorders in model mouse 

→Good pharmacokinetics, brain migration

<Use / Assumed indications>
Antiparkinsonian drugs
Parkinson's syndrome treatment
Since it has a nerve cell protective effect, application to other neurodegenerative
diseases is also expected.
<Patent application>
"Parkinson's disease drug" Japanese Patent Application 2019-014281
Inventors: Tadahiko MASHINO, Tomoyuki OHE, Keiko TAKAHASHI, 
Daisuke Yasuda, Yoshikazu TASAKI
Applicants: Keio University, Asahikawa Medical University

Keio University Faculty of Pharmacy Pharmaceutical Chemistry Course 
Kyoko TAKAHASHI,Tomoyuki OHE, Tadahiko MASHINO

Creation of new Parkinson's disease drugs based on 
oxicam anti-inflammatory drugs

Compound name Meloxicam

Molecular weight

MPP＋-induced protection 
against neuronal cell death(IC50)

COX-1 inhibition@10μM

COX-2 inhibition@10μM

Human liver microsome survival rate

Changes in plasma concentration Changes in brain concentration

Compound
animal

Administration: Oral

◆Drug efficacy test in mice (Pole test)

Oral administration
Oral administration


