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Ther Adv Meurol Dizord. 2010 Moy, 367 379-39,

Aminoglycoside-induced mutation suppression (stop codon readthrough) as a therapeutic
strategy for Duchenne muscular dystrophy.

Malik ', Rodino-Klapac LR, Yiollet L, Mendell JR.

The Research Institute at Mationwide Children's Hospital and Department of Pediatrics at The Ohio State University College of Medicine,
Columbus, OH, USA.

Abstract

Duchenne muscular dystrophy (OMD) is the most common, lethal, ¥-linked genetic disease, affecting 1 in 3900 newhaorn
males. Itis caused by mutations in the DMD gene. Owing to the large size of the gene, the mutation rate in both germline and
samatic cells is very high. Mearly 13-15% of DMD cases are caused by nonsense mutations leading to premature termination
codons in the reading frame that results in truncated dystrophin protein. Currently there is no cure for DMD. The anly availahble
treatment is the use of glucocoricoids that have modest beneficial effects accompanied by significant side effects. Different
therapeutic stratenies have been developed ranging from gene therapy to exon skipping and nonsense mutation suppression
to produce the full-length protein. These strategies hawve shown promise in the mdx mouse maodel of muscular dystraphy
where they have been reported to ameliorate the dystrophic phenotype and correct the physiological defects in the membrane.
Each ofthese molecular approaches are being investigated in clinical trials. Here we revieww nonsense mutation suppression
by aminoglvcosides as a therapeutic strateay to treat DMD with special emphasis on gentamicin-induced readthrough of
disease-causing premature termination codons.
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J Endocrinol Inwvest. 2005 Mow; Z28(10}:523-34.

Plasma total homocysteine level and its association with carotid intima-
media thickness in obesity.

Uysal O, Arikan E, Cakir B.
Internal Medicine, Medical Faculty, Trakya University, Edirne, Turkey.

Comment in:

J Endocringl Invest. 2006 Jun; 290657 3-4.

Abstract

BACKGROUND: Elevated plasma concentrations of total homocysteine (iHcy) and cbesity are risk
factors for cardiovascular disease. The relationship between hyperhomocysteinemia and obesity has
not been totally elucidated.

OBJECTIWVE: The first aim of the study was to investigate whether anthropometric measurements and
insulin resistance contribute to the variation in homocysteine levels in ocbese adults. Cur second aim
was to determine if any relationship exists between the carotid intima-media thickness (IMT) and
plasma tHcy levels in obese subjects without traditional cardiovascular risk factors.

MATERIAL AND METHOD 5: Fifty-five obese (15 male, 40 fermale) and 30 {11 male, 19 fermale) age-
and sex-matched apparently healthy volunteers were included. Exclusion criteria were smoking,
hypertension, diabetes, vitamin ingestion, hyperlipidemia, renal failure, liver disease, pregnancy,
menapause and secondary obesity such as Cushing’s syndrome, hypothyroidism. tHcy, folate,
vitamin B12 levels, fasting insulin, glucose, total cholesterol, triglycerides, HOL, LDL particles, uric
acid, creatinine and creatinine clearance were measured. Non-invasive ulirasound measurements of
carotid IMT were performed.

RESULTS: tHecy levels and carotid IMT were comparable between obese and non-abese subjects.
Waist'hip ratio (WHR) was related to tHcoy and carotid IMT. Hyperhomocysteinemic subjects (tHcoy
=192 micromal/l) had greater WHR than normo-homocysteinemic subjects. Both tHoy levels and
carotid IMT were higher in male subjects both in obese and non-obese subjects. Mo association was
observed between insulin resistance and tHoy and carotid IMT. Renal function and abdominal cbesity
were significant predictors of plasma tHcy levels.

CONCLUSIONS: We concluded that, in cbhese subjects who are free from atherosclerosis and
impaired renal function, plasma tHcy levels do not differ from healthy subjects. Plasma tHcy
concentrations are not related to caroctid IMT in obese subjects during the non-atherogenic stage.
Although no significant difference was observed between insulin-resistant and insulin-sensitive
subjects compared to the plasma tHcy levels, the relationship between tHcy levels and some
components of the insulin resistance syndrome may support the opinion that tHcy may be
considered a component of the insulin resistance syndrome.

PMID: 16418455 [PubMed - indexed for MEDLIME]
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BtAC Strect Biol. 2009 Mar 24,5017,

Solution structure of the parvulintype PFlase domain of Staphylococcus aureus PrsA-—-
implications for the catalytic mechanism of parvulins.

Drepeartrmeant of Chemistry, University of Helsinki, Findand, outi i Feddcneng@hetsinkd 1

abpstract

BACHGROUND: Stapbrdococcus aureus is a Gram-positive pathogenic bacterium causing many kinds of infections fronn rmild
respiratory tract infections to life-threatening states as sepsis. Recent emergence of S aureus strains resistant to numerous
antibiotics has created a need for new antimicrobial agents and novel drug targets. S aureus Prea s a membrane associated exira-
cyloplasmic lipoprotein which contains a parvulin-type peplidyl-probd cis-trans isomerase domain. Prsa is known 10 act a5 an
esseniial folding factor for secreted proteins in Gram-positive bacteria and thus it is a potential target for antimicroblal drugs against
5. aureus,

RESULTS: We have sobrad a high-resolution solution structure of the parvulin-type peptichl-probd cis-trans isomerase domain of S
aureaus PraA (PreA-PPlase). The results of substrate peplide titrations pinpoint the active site and demonstrate the substrate
preference of the enzyme. With detailed NMMR speciroscopic investigation of the aorientation and tavtomeric state of the aclive site
histidines we are able to give further insight into the structure of the catalylic site. NMR relaxation analysis gives information on the
dymamic behaviour of Prea-PPlase.

CONCLUSION: Detailed structural description of the S, aureus Pref-PPlase lays the foundation for structure-based design of enzyrme
inhibitors, The structure resembles hPint -type parsulins both structurally and regarding substrate preference. Even though a wealth
of structural data is available on parulins, the catalytic mechanism has yet o be resolved. The structure of S, aureus Pres-PRlase
and our findings on the role of the conserved active site histidines help in designing further expernmen!s o solve the detailed catabtic
meachanism.
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