Latin American Journal of Pharmacy Short communication

: (formerly Acta Farmacéutica Bonaerense)
Received: October 19, 2014

Lat. Am. J. Pharm. 33 (10): 1752-4 (2014) Accepted: October 21,2014

Gomisin J Affects the Therapeutic Role of Irinotecan towards
Glioma through Alteration of its Therapeutic Index

Zhi-Qiang ZHAO ! #, Min CHEN 2 #,
Peng CHEN 3 #, Zhang XIE 4 *, & Jian ZHANG 3 *

! Department of Neurology, Huai’an Second People’s Hospital, Huai’an, Jiangsu 223002, China
2 Department of Neurology, Huai’an First People’s Hospital,
Nanjing Medical University, Huai’an, Jiangsu 223300, China
3 Department of Neurosurgery, The Sixth People’s Hospital of Nantong,
Nantong, Jiangsu 226011, P.R.China
4 Department of Neurosurgery, The People’s Hospital of Hong’ze County ,Hong ‘ze,
Jiangsu 223100, China
5 Department of General Surgery, Huai’an First People’s Hospital,
Nanjing Medical University, Huai’an, China

SUMMARY . The potential drug-drug interaction between gomisin J and irinotecan was predicted through
determining the inhibition of gomisin J towards SN-38 glucuronidation. In vifro recombinant UGT1A1
catalyzed SN-38 glucuronidation was used to determine the inhibition capability of gomisin J. At 2 uM of
SN-38, the glucuronidation activity of SN-38 was inhibited by 18.5,41.9, 67.1, and 74.6 % by 20, 40, 80, and
100 zM of gomisin J, respectively. In Lineweaver-Burk plot, the intersection point was located in the verti-
cal axis, indicating the competitive inhibition of gomisin J towards the glucuronidation of SN-38. The inhi-
bition kinetic parameter (K;) was calculated to be 19.8 M. All these data indicated the potential drug-
drug interaction between gomisin J and irinotecan. Additionally, SN-38 glucuronidation is a probe reac-
tion for UGT1A1. Therefore, gomisin J might induce drug-drug interaction with the clinical drugs mainly
undergoing UGT1A1-catalyzed glucuronidation.

RESUMEN. La posible interaccién farmaco-farmaco entre gomisina J e irinotecdn se predijo mediante la deter-
minacién de la inhibicién de la gomisina J sobre la glucuronidacién de SN-38. La glucuronidacién de SN-38 ca-
talizada in vitro por UGT1A1 recombinante se utilizé para determinar la capacidad de inhibicién de gomisina J.
En una concentracién 2 yM de SN-38, la actividad de glucuronidacién de SN-38 fue inhibida por 18.5, 41.9,
67.1,y 74.6% por 20, 40, 80 y 100 uM de gomisina J, respectivamente. En el diagram de Lineweaver-Burk, el
punto de interseccion se encuentra en el eje vertical, indicando la inhibicién competitiva de gomisina J sobre la
glucuronidacién de SN-38. El parametro cinético de inhibicién (K;) se calculé en 19,8 M. Todos estos datos in-
dican el potencial de interaccién farmacoldgica entre gomisina J e irinotecdn. Ademds, la glucuronidacién de
SN-38 es una reaccién sonda para UGT1A1. Por lo tanto, gomisina J podria inducir interacciones farmacolégicas
con los farmacos que sufren principalmente glucuronidacién catalizada por UGT1A1.
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