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R 2. Filobacterium rodentium D44

R 3. Filobacterium rodentium SMR-CT @ = BEM IR

A4 Filobacterium rodentium

] Bacteroidetes

A Sphingobacteriia

H Sphingobacteriales

P8 Filobacteriaceae fam. nov.

)& Filobacterium gen. nov.

T rodentium sp. nov.

FHERE  SMR-CT=JCM 19453T = DSM 1003927
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Effects of nimesulide on the small intestine mucositis induced by methotrexate
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Intestinal mucositis is one of the major problems in the patients receiving cancer treatment.
Nimesulide is a drug with antioxidant, antiinflammatory and antiulcer features. We aimed to
investigate the effect of nimesulide on the small intestine mucositis induced by methotrexate
(MTX) in rats. Experimental animals were divided into the control group, MTX group (MTXG) and
nimesulide+MTX administered group (NMTXG) with eight rats per group. The control and MTXG
groups were given distilled water by gavage and the NMTXG was given nimesulide 100 mg/kg
orally. After one hour, the NMTXG and MTXG rat groups were administered oral MTX 5 mg/kg.
This procedure was repeated once a day for 15 days and the rats were sacrificed. The duodenum and
jejunum of each rat was removed for the assessment of biochemical markers and histopathological
evaluation. Malondialdehyde (MDA) and myeloperoxidase (MPO) levels were significantly
higher in the duodenal and jejunal tissues of the animals which received MTX, compared to the
control and NMTXG (P<0.001). Also, the levels of total glutathione (tGSH), glutathione reductase
(GSHRA), glutathione peroxidase (GSHPx), catalase (CAT) and superoxide dismutase (SOD) were
significantly lower in the MTXG (P<0.001) compared to other groups. MTX led to villus and crypt
epithelial damage and inflammation containing marked PMNL and eosinophils in the intestinal
tissues histopathologically. Whereas, there was only mild irregularities in the villus structures of the
NMTXG. Nimesulide protected the small intestines against damage by MTX. Intestinal mucositis
caused by MTX may be preventable by co-administered nimesulide.
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Optimization of phenylhydrazine induced hyperbilirubinemia in experimental rabbit
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Induction of hyperbilirubinemia in experimental rabbits by phenylhydrazine was optimized in
terms of dose, dose interval and number of doses using response surface methodology. Central
Composite Design was employed using five levels for each of the three input variables. Degree of
hyperbilirubinemia was measured in terms of bilirubin level in serum of animals. A dose dependent
significant elevation (P<0.05) of total serum bilirubin level was observed which was optimized by
using eight factorial, six axial and six central points as suggested by experimental design. Optimum
levels of phenylhydrazine dose, total number of doses and a dose interval to achieve maximum
elevation (4.06 mg/dl™") of total serum bilirubin were found to be 11.56 mg/kg ™' body weight, 8 and
24.65 h, respectively. The induction procedure was validated by performing five replicate experiments
on a group of five animals which showed 3.56 + 0.47 mg/kg "' body weight elevation in total serum
bilirubin level.
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Hepatitis B virus (HBV) is the leading cause of liver disease and hepatic carcinoma (HCC).
Approximately 350 million people worldwide are infected with HBV and at risk of chronicity. An
efficient HBV-tolerant murine model that mimics HBV infection in humans is desirable for HBV-
related research. In this study, we investigated and established a murine model by hydrodynamic
injection (HDI) of pAAV/HBYV into the tail vein of AAVSI site element-transgenic mice. In 80%
of the injected mice, the serum level of HBsAg reached 10** IU/ml and persisted for more than
half a year. Next, the model was used to evaluate RNA interference (RNAi)-based antiviral therapy.
Data obtained using the model demonstrated that this model will facilitate the elucidation of the
mechanisms underlying chronic HBV infection and will also be useful for evaluating new antiviral

drugs.

Physiological and pharmacokinetic effects of multilevel caging on Sprague Dawley
rats under ketamine-xylazine anesthesia..............ccccii i 383-392
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Department of Veterinary Biomedicine, Faculty of Veterinary Medicine, University of Montreal,
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While the cage refinement is a necessary step towards improving the welfare of research rats,
increasing the complexity and surface area of the living space of an animal may have physiological
impacts that need to be taken into consideration. In this study, ketamine (80 mg/kg) and xylazine
(10 mg/kg) caused a short duration anesthesia that was significantly decreased in Sprague-Dawley
rats housed in multilevel cages (MLC), compared to rats housed in standard cages (SDC). The
withdrawal reflex, the palpebral reflexes and the time-to-sternal all occurred earlier in MLC housed
rats, suggesting an effect of housing on the physiology of the rats. In addition, during anesthesia,
cardiac frequencies were increased in animals housed in the smaller SDC. Respiratory frequencies,
the blood oxygen saturation and rectal temperatures during anesthesia did not vary between conditions
during the anesthesia. While xylazine pharmacokinetics were unchanged with caging conditions, the
clearance and half-lives of ketamine and its metabolite, norketamine, were altered in the rats housed in
MLC. Finally, while no difference was ultimately seen in rat body weights, isolated liver and adrenal
gland weights were significantly lighter in rats housed in the MLC. Increasing cage sizes, while
having a positive impact on wellbeing in rats, can alter anesthetic drug metabolism and thus modify

anesthesia parameters and associated physiological processes.
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The engineered Salmonella typhimurium AppGpp (S.t AppGpp) has been studied in terms of its
ability to carry imaging probes (bacterial luciferase, Lux) for tumor imaging or carry therapeutic
molecules (Cytolysin A) to kill cancer cells. To establish a novel cancer therapy, bacterial therapy was
combined with radiotherapy using the attenuated strain S.# AppGpp/pBAD-ClyA. Radiotherapy (21Gy)
contributed to S. typhimurium colonization in a colon tumor (CT26) model of BALB/c mice. The
combination of bacterial therapy and radiotherapy treatments reduced tumor growth compared with
only bacterial therapy.
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Noni (Morinda citrifolia Linn.) fruit juice attenuates the rewarding effect of ethanol
in conditioned place preference in MICE ..........ccccuuviiiiiiiiie e 437-445

Vijayapandi PANDY and Yasmin KHAN
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Morinda citrifolia L. commonly known as noni or Indian mulberry belongs to the family Rubiaceae.
Noni fruit juice has recently become a very popular remedy for the treatment of several diseases,
including psychiatric disorders. This study aimed to investigate the anticraving effect of Tahitian
Noni® Juice (TNJ) against ethanol seeking behavior in ICR male mice using the conditioned place
preference (CPP) test. The CPP procedure consisted of four phases: preconditioning, conditioning,
extinction, and reinstatement. During conditioning, intraperitoneal (i.p.) injections of ethanol (2 g/kg
body weight (bw)) and normal saline (10 ml/kg bw) were given on alternate days for 12 days. Then,
the animals were subjected to extinction trials for the next 12 days to weaken CPP. Finally, CPP was
reinstated in the extinguished animals by a single low-dose priming injection of ethanol (0.4 g/kg bw,
i.p.). The effect of TNJ (as a source of drinking water) on different phases of ethanol CPP in mice was
studied. TNJ-treated mice showed a significant reduction in ethanol seeking behavior in the CPP test.
The reference drug, acamprosate (ACAM) also showed a similar effect in the CPP test. The outcome
of this study suggests that TNJ is effective in attenuating ethanol craving in mice and could be utilized
for the treatment of alcohol dependence. Further clinical studies in this direction are warranted to

support the present preclinical findings.
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