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synthase by various folate antagonists. Four folate antagonists, methotrexate (MTX), trimetrexate, azidofolic acid (AZF), and
2-amino-4-amino-5-benzoylmethylthiazole (ABMT), were examined for their effects on the expression of thymidylate synthase
(TS) in HEP2 human hepatoma cells. The MDR-encoded protein was detected by immunoblotting. We observed that TS protein
and mRNA levels in the cells exposed to 10 microM MTX were down-regulated by 31.8 and 75%, respectively, as compared to
the controls. The addition of MTX to the culture medium resulted in a dose-dependent decrease in TS protein levels. The effects
of AZF and ABMT were similar to those of MTX, but the exposure time was shorter. Trimetrexate was less effective than MTX
in the down-regulation of TS protein and mRNA. The effects of these agents on TS expression were additive. To elucidate the
possible role of TS down-regulation in the antifolate activity, the effects of the four agents were also examined on HEP2 cells
with TS down-regulated by stable transfection with antisense TS plasmid. The cytotoxicity and [3H]-5-fluorouracil (5-FU)
uptake of the antisense-transfected cells were 3.3 and 3.8 times higher than those of the control cells. There was a correlation
between TS protein levels and cytotoxicity in the antisense-transfected cells. MTX (2 microM) inhibited DNA and RNA
synthesis more in the antisense-transfected cells than in the control cells, and the inhibition was comparable to that in the control
cells.For now, it has no apparent signs of being used in any way, or as a weapon. But it appears to be shaped like a hand, with
three fingers - one of them longer than the others - and one thumb. The caption on the image says: "Several months ago, on a
farm in Ohio, a stranger was spotted in the early morning holding what appeared to be a baby monkey in his hand. "Following
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Hint (Mandy Moore song) "Hint" is the third single from Mandy
Moore's self-titled debut album. The song did not make it onto the US
pop or rock charts, but did reach number 12 on the UK Singles Chart in
October 2000, as well as topping the Irish Singles Chart. Music video
The music video was directed by The Fat Jew. In the video, Moore is
shown in a sea of blue-collar workers and she is playing the part of a
waitress to a band of football fans. The video also makes reference to
other Mandy Moore songs such as "I Do" from the same album and
"Thin Line". Charts Weekly charts Year-end charts References
Category:2000 songs Category:2000 singles Category:Mandy Moore
songs Category:Songs written by Mandy Moore Category:Songs written
by Jason Boesel Category:Song recordings produced by The Underdogs
(production team) Category:Music videos directed by The Fat JewDavid
Plouffe, a leading foreign policy adviser to then-President Barack
Obama, said Thursday that the world is worried about President Donald
Trump's foreign policy plans. "I think the American people are rightly
concerned about the foreign policy direction of this administration,"
Plouffe said on "The Diane Rehm Show" on NPR. "Our allies in the G-7
say that this is going to be a problem for them, that they're nervous about
it, and that's why they're having conversations to find out if there's a
place for America in their future." He added that the president had "set
the tone" for his policies on foreign affairs and that he had talked to
Putin about Russian meddling in the 2016 election. "It's really kind of
difficult to watch the world do what it does, because if you look at what
they think they are trying to accomplish with their policies, they're not a
threat to us, we're not a threat to them," he said. Plouffe, who worked as
Obama's 2008 campaign manager, first broke into the political world as
a White House foreign policy aide. He later served as Obama's senior
advisor to the campaign and the White House. He was among Obama's
most vocal supporters during the 2016 election, and he went on to serve
as the president's senior adviser to advance the president's agenda
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