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Amphotericin B Is an anti-fungal drug used to treat systemic

fungal infections. Different formulations of Amphotericin B have Cytokines KB _ — __
been shown to activate inflammatory genes in monocytic like cells. VTrLu‘Z‘i S TNFa CD4oL Control ABCD ABLC
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Amphotericin B Is the NF-kB pathway. NF-kB Is a transcription

factor that is activated when its inhibitor, IKB is phosphorylated Proinflammatory \ . wwuwwlhlslwwuu i
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phosphorylated, IKB is released is released into the cytoplasm oV loading errors and sample variations. Actin B levels has been
were It IS ubiquitated and degraded by the protesomes. Western > shown to stay constant in Monocytes (Figure 2).

blots were used to detect activation of NF-kB in THP-1 monocytes IKKy

treated with three different Amphotericin B formulations (5ug/mL) ﬂT 4{' PI-3K \(NEMO)

for 0, 5, 15, 30 and 60 minutes. NF-kB activation was detected by
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observing a decrease Iin the IkB levels overtime. The predicted nucleus after its inhibitor, IkB is :
decrease In IkB levels was not detected in any of the Amphotericin phosphorylated. After IkB is g
B treatments which suggests that Amphotericin B may activate phosphorylated it is quickly degraded. j'f 3
another pathway that results in the activation of proinflammatory Thus a decrease In the |kB/ Actin B 3,
genes ratio overtime indicates that NF-kB has ) | | \ \ \ \
| been activated (Figure 3). O it T
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Background

Amphotericin B is an antifungal drug used to treat systemic
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fungal infection because of its abllity to form a pore complex with Ratio of IKB/ACTB for THP-1 Monocytes Treated Ratio of IKB/ACTE for THP-1 Monocytes Treated
ergosterol in the fungal cell membrane.The side effects of this drug B} MRt with ABCD
iInclude fever, shaking, chills, hypotension, nausea, vomiting, and R RZN / L T
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In an effort to reduce the side effects of Amphotericin B, new £ 2
formulations of the drug where made. Fungizone (FZ) was the 0 S - - N o w0 » o e W G
original formulation created followed by Abelcet (ABLC) and S S S JHOAC T TSR e  veomenTmemn
Amphotec (ABCD) with each having different delivery systems. I ey - phesRamoteaiien
Each of these formulations has been shown to cause inflammation RS AL /\ / \ / \ / \ Ay "m(m”m Ratio of IKB/ACTB in THP- 1 control Monocytes e T e ngizone o e
in the body through the release of proinflammatory cytokines. . -~ ek transmptm - T o -
These cytokines include TNF-a, IL-1, IL-6, IL-8, GRO, and others. . . - Mg .. sl o e
The exact mechanism that causes the release of these 2 > I
proinflammatory cytokines has not been well defined, but Toll Like M et h O d S g oo 53-2
Receptors and its signal transduction pathways are likely Monocyte oo o
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Toll Like Receptors (TLR) are a membrane spanning receptor
that recognize foreign molecules from bacteria and viruses(Fig. 1).
Amphotericin B was originally derived from bacterial cells so it is

1)The IkB/Actin B ratio did not show the expected decrease
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thought thgt the release of promflamr_natm_ry c_ytoklne_s IS |_nduced ' A overtime which indicates that NE-kB is not activated.
through this pathway. Once a TLR binds its ligand, it actives a | AlEICE o o
phosphorylation cascade that ends in transcription factors. These l, 2)Another transcription factor may initiate the release of
transcriptions factors enter the nucleus and active the transcription e —— prointlammatory cytokines such as P52/P100.
of the proinflammatory cytokine genes(3). Western Blot €———————— \ Butter | i
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