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Abstract . - . Resuts
The European Medicines Agency (EMA) has approved Everolimus as an Results
This study aimed to evaluation of the effect of melittin on autophagy Induced | | o¢o tive drug for treating advanced breast cancers with positive and negative | | The data of the present study showed that after all four periods of -
. . - . _ o o _ _ _ 10 T
by Everolimus In breast cancer cells. MCF-7 cell line was treated with some | |, /. receptors. Autophagy can be induced by melittin in hepatocellular | | treatment with melittin, cell viability decreased gradually with increasing E . 1
concentrations of melittin and Everolimus, and according to the IC30, the | | . inoma cells. Considering that both melittin and everolimus substances | | concentration. After 24, melittin decreased the cell viability significantly e | I
cells were treated to IC50 dose, higher and lower doses than 1C50 In| | o e anti-breast cancer activities, and the combined effect of these two | | in the concentrations of 0.25, 0.5, 1, and 2 pg/mL compared to the control - ;

! i - . . - _ _ _ - - e . & ¢ ¢
combination or separately. Then, combination index (Cl), dose reduction | | ¢, ciances has not been investigated; therefore, we decided to study the | | 9roup. After 48 hr, the decrease In survival was significant In # g & &of
- _ _ : §
Index parameters, and occurrence of autophagy were evaluated. Also, the | | &\ 1taneous effect of these two drugs on the autophagy in human breast | | concentrations of 0.12, 0.25, 0.5, 1, and 2 pg/mL compared to the control

- .. . he effects of melittin and everolimus on autophagy in breast cancer cells. A, control cells; B, in the presence of IC;, concentration of melittin, C, in the presence of
EXpI’ESSIOn |€V€|S Of genes related tO the aUtOphagy pa.thway were cancer Ce” Ilnes group Aftel‘ 72 and 96 hl’ Of treatment, the eﬂ:eCt Of mellttln on I’edUCIng ICSOconceTntratio;tofeverolitrtnus;D,inthepresenceoftlcpsocgoyncentrati:mmelittinan?ioflctsoconce:tratitme[\)/erolimus;allfdE,columtnstmeanpercetr:tag:of atutoghagiccells
) from three ipgergir::i:lnt experiments. Red dots indicate autophagic vesicles. The data are expressed as the percentage of the control cells as the meanst SEM. c, P < 0.01
Investigated. The results of this study indicated that melittin and everolimus Method Y w survival was significant in all groups. 1C50 values for melittin were 4.25, o
e : : ethods an aterials
decreased viability in a concentration- and time dependent manner, and the 1.62,0.32, and 0.1 pg/mL for 24, 48, 72, and 96 hr, respectively.
combined treatment had a Synergisﬂc effect. After 24 hr treatment with 1C50 Human breast cancer cells were purchased from the Pasteur Institute of Iran. Melittin decreased autophagy_related genes expression “Their expression Fraction Affected, Combination Index and Dose Reduction Index Values for Melittin and Everolimus Combination
- Py - : They were seeded in RPMI medium, 10% Fetal Bovine Serum, and without - : . : Cotreatments Gooups e d DRIMeltin DR[Everofionns
concentration, autophagy was decreased significantly in the combined group Y ’ was decreased significantly in the combination group compared with | - — — : —
) . 1hi 1 1 1 1 o
compared to the group treated with Everolimus (P<0.05). The results of antibiotics. The cell line was kept In the incubator at a temperature of 37°C, Everolimus-treated group. . T = T T
- - . - 90% humidity, and 5% carbon dioxide. Cells were treated with melittin (0.01, ¥ 0682009 03 2 209
molecular analysis confirmed the data. Melittin reduces the resistance of | P —— ) — = » ”
human breast cancer cells or increases their sensitivity to Everolimus through | | 9:03, 0.06, 0.12, 0.25, 0.5, 1, 2 uM) and Everlimus (0.01, 0.03, 0.06, 0.12, Melittin red - » . et ’ 5 0894005 035 229 192
elittin reduces the resistance of human breast cancer cells or

- 0.25, 0.5, 1, 2 uM) for 24 and 48 and 72, and 96 hr for the MTT assay. For || . _ o . :
bIOCkmg Of aUtOphagy prOCESS, and Consequently’ more breaSt cancer Ce”S are l'l ) ] ] y INCreases thelr SenSItIVIty o everO“mUS through bIOCkIng Of Abbreviations: Fa, fraction affected; CI, combination index; DRI, dose reduction index.
eliminated. other tests, concentrations of 1C50 and treatment duration of 24 hr were used. aUtOphagy Process, and COnsequently, more breast cancer cells are 3 Group 1:1.3 pg/mL of melittin + 134 ug/mL everolimus; group 2: 2.26 pg/mL of melittin + 2.69 ug/mL everolimus; group 3: 4.52 pg/mL of melittin +5.38 g/ml everolimus; group

o I | m | nate d 4:9,04 jg/mL of melittin +10.76 pg/mL everolimus; and group 5:18.08 pg/mL of melittin +21.52 pg/mL everolimus.
Introduction MTT test was done to measure cell Primer Sequences for RT-PCR Analysis |
. . . . i | A h d LAl e 120, 120 -
Breast cancer is one of the main causes of death in women. There are various | |Survival. Autophagy assay was done - .
L. _ PAF - 100{a4ad 2ad #40 2. .p 3 b 1009 aid fda. A0 74 A2 . c
treatments for cancer, such as radiation therapy and chemotherapy. The anti- | [0Y ~ Acridine  orange,  which Foriyard AIGCTLCUTE A G A CE o e i e B o c (ke g i b ¢, 25 1
. . . Reverse 5-GATGGAGAGCTCCTCAGCA3 R 7 ¢ & Al @
cancer drugs have two major problems, which are drug resistance and side | | @ccumulates in acidic organelles in the © 2 50 °c 2 4| g
: 2 2 : =
effects. One of the ways to reduce the problems of using anti-cancer drugs is | |C€ll In @ pH-dependent manner. The Forward 5-GCCGAAGACTGAAGGTCA3 g 4o ¢ £ 40 4 '} 2 1
. ] . ] o - - Reverse 5-GTCTGGGCATAACGCATC3 ‘ ‘ )
to use combination treatment, and in this field, materials of natural origin are | |€XPression levels of Atg-7, Beclin-1, © ? 20 >
_ ol | " | o]
one of the solutions considered by researchers. and IC-3 were analyzed by real-time Forward 5-GATGTCCGACTTATTCGAGAGCS3 0 00l 003 006 OR 025 050 1 2 0 00l 003 006 OR 025 050 1 2
. _ L - Reverse 5-TTGAGCTGTAAGCGCCTTCTA3 - v
The European Medicines Agency (EMA) has approved Everolimus as an | [PCR assay. Statistical analysis was _— Melittin () Everolimus (4M) &
. - . ... . > - 24 hrx - 96 hr Groups
effective drug for treating advanced breast cancers with positive and negative | |done by Tukey’s test one-way analysis Forward 5TCCCTGAGCTGAACGGGAAGS ) N )
] ] o The effects of A, milittin; and B, everolimus on Breast cancer cells viability. - axtds 2 - Beclin-1 LC=
hormone receptors. of variance (P < 0.05 significant) . Hevene > COAGGAGIGOGIGICGLIGES The data are expressed as the percentage of control cells as the means + SEM. The effects of Milittin andjer everolimus on Atg7 Beclin'L and LO3 expression. . _
a,P<0.05;b,P<0.01;and c, P < 0.01 compared with control. compared with control.
Contact References
Ali Ghanbari 1- Momenimovahed Z, Salehiniya H. Epidemiological characteristics of and risk factors for breast cancer in the world. Breast Cancer (Dove Med Press). 2019;11:151-64.
Email:aligharak@yahoo.com 2- Chunarkar-Patil P, Kaleem M, Mishra R, Ray S, Ahmad A, Verma D, et al. Anticancer Drug Discovery Based on Natural Products: From Computational Approaches to Clinical Studies. Biomedicines. 2024;12(1).
Phone:083-34274620 3- . Chen G, Ding XF, Bouamar H, Pressley K, Sun LZ. Everolimus induces G(1) cell cycle arrest through autophagy-mediated protein degradation of cyclin D1 in breast cancer cells. Am J Physiol Cell Physiol. 2019;317(2):C244-52.

4- Mir Hassani Z, Nabiuni M, Parivar K, Abdirad S, Karimzadeh L. Melittin inhibits the expression of key genes involved in tumor microenvironment formation by suppressing HIF-1alpha signaling in breast cancer cells. Med Oncol. 2021;38(7):77.

© POSTER TEMPLATE BY GENIGRAPHICS .600.790.4001 WWW.GENIGRAPHICS.COM



	Slide 1

