Dihydroquercetin (DHQ) is a flavonoid in the Chinese traditional herbal medicine Ramulus
Euonym

Pretreatment with dihydroquercetin, a dietary flavonoid, protected against concanavalin A-
induced immunological hepatic injury in mice and TNF-a/ActD-induced apoptosis in HepG2 cells
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Abstract

We have previously demonstrated the hepatoprotective effect of “dihydroquercetin (DHQ) against
concanavalin A (Con A)-induced immunologicalfhepatic injury in_mice. In this study, we investigated the
immunoregulatory effects of DHQ on Con A-induced liver injury in mice. DHQ administration significantly
decreased the serum levels of alanine transaminase and aspartate transaminase, effectively prevented
liver damage, and increased the survival,rate<of Con A-treated mice. Immunohistochemistry examination
revealed that supplementation with/DHQ obviously reduced<infiltration of CD4* and CD8* T cells in the
injured liver tissues. Furthermorej DHQ administration resulted in down-regulation of pro-inflammatory
cytokines (TNF-a, IFN-y, IL-2, 1L£4,/and IL-10),¢the,chemokine osteopontin, apoptosis factors (Fas and
FasL), transcription factorssthat'regulate Th cell differentiation (T-bet and GATA-3), perforin, granzyme B,
and inducible nitric oxide ‘synthase (iNOS). In, vitro, treatment with DHQ protected HepG2 cells against
TNF-a/ActD-induced apoptosis by inhibiting the activation of caspase-3, caspase-7, and caspase-8. In
addition, DHQ reduced phosphorylation of NF-kB/p65, and inhibited the expressions of pro-apoptotic
factors (p53 and Bax)s while it upsregulated the expression of the anti-apoptotic factor Bcl-2. Our findings
suggest that the immunosuppressive” effects of DHQ ameliorated Con A-mediated immunological liver
injury by teducing the expression of pro-inflammatory mediators and infiltration of CD4* and CD8* T cells
in livers tissues, and DHQ protected HepG2 cells against TNF-a/ActD-induced apoptosis
possibly via modulation of,the caspase and NF-kB pathways.
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Members of the family Picornaviridae, in particular, enteroviruses, represent a serious threat to human
health. They are responsible for numerous pathologies ranging from mild disease to fatal outcome. Due
to the limited number of safe and effective antivirals against enteroviruses, there is a need for search and
development of novel drugs with various mechanisms of activity against enteroviruses-induced
pathologies. We studied the effect of dihydroquercetin (DHQ), a flavonoid from larch wood, on the course
of pancreatitis of white mice caused by coxsackievirus B4 (CVB4). DHQ was applied intraperitoneally at
doses of 75 or 150 mg/kg/day once a day for 5 days postinfection (p.i.) starting on day 1 p.i., and its effect
was compared to that of the reference compound ribavirin. The application of DHQ resulted in a dose-
dependent decrease in the virus titer in pancreatic tissue, reaching, at the highest dose, 2.4 logs on day
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5 p.i. Also, the application of DHQ led to restoration of antioxidant activity of pancreatic tissue that was
impaired in the course of pancreatitis. Morphologically, pancreatic tissue of DHQ-treated animals
demonstrated less infiltration with inflammatory cells and no signs of tissue destruction compared to
placebo-treated mice. Both ribavirin- and DHQ-treated animals developed fewer foci of pancreatic
inflammation per mouse, and these foci contained fewer infiltrating cells than those in placebo-treated
mice. The effect of DHQ was comparable to or exceeded that of ribavirin. Taken together, our results
suggest high antiviral activity of DHQ and its promising potential in complex treatment of viral
pancreatitis. LESS
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Members of the family Picornaviridae, in particular, enteroviruses, represent a serious threat to human
health. They are responsible for numerous pathologies #anging,from mild disease to fatal outcome. Due
to the limited number of safe and effective antivirals against,enteroviruses,«here.is a need for search and
development of novel drugs with various meChanisms of activity” ‘against enteroviruses-induced
pathologies. We studied the effect of dihydroquercétin (DHQ), a flavahoid from larch wood, on the course
of pancreatitis of white mice caused by coxsackievirus B4 (CVB4). DHQ was applied intraperitoneally at
doses of 75 or 150 mg/kg/day once a day for.5 days postinfection (p.i:) starting on day 1 p.i., and its effect
was compared to that of the reference campound ribavirin. The application of DHQ resulted in a dose-
dependent decrease in the virus titer in pancreatic tissue, reaching, at the highest dose, 2.4 logs on day
5 p.i. Also, the application of DHQ<led to restoration 6f antioxidant activity of pancreatic tissue that was
impaired in the course of pancreatitis. Morphologically, pancreatic tissue of DHQ-treated animals
demonstrated less infiltration, with inflammatory. cells/and no signs of tissue destruction compared to
placebo-treated mice. Both’ ribavirin- and DHQ-treated animals developed fewer foci of pancreatic
inflammation per mouse; and,/these fociscontained fewer infiltrating cells than those in placebo-treated
mice. The effect of DHQ was comparable toror exceeded that of ribavirin. Taken together, our results
suggest high antiviral, activity of DHQ and its promising potential in complex treatment of viral
pancreatitis. LESS

Mpegnonaraemblin cnoceb AeNCTBUS OUrMAPOKBEPLETHHA, (bpaKkumsa NekapcTBEHHOro pacTeHus geogap
(€edrus deodara), oLueHuBanacb N0 UMMYHHOMY CTaTyCy MOPCKOro okyHs (Sparus aurata L.). Peiby
enunu Ha 4 rpynnel, @ 3atem KopMunu B TedeHne 14 gHen ¢ gobasneHunem 0% (koHTponb), 0,1%, 0,5% un
1% ourngpoksepueTnHa. Pe3ynbTaTbl NOKa3biBalOT, YTO HU3KME KOHLEHTPaLMN AUrMOPOKBEPLETMHA, Kak
nuLLeBer A00aBKN CNOCOOHbI NOBbIWATE MMMYHHbIN CTaTyCc Aopajbl - MOPCKOro okyHs. [Jobasnsnu B
cTaHaapTHbIMKOpPM Ang aopaabl (pepma - Mypceus, Vcnanus). Jlydiuve pesynstaTt nokasana 4o3vpoBKa
OrK = 0.1% B ctaHgapTHOM KOpMe.
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