NSWRIUINARN NN ALaN TN INasTu-1]

WA WAlun  nAsNEIuns

UNA WABWA Aegle

TasensiAstiiudountlsneenisAnemunangmns
sy ndaAansinene

ADIZINATANART NUNINUNAUNAAA

w.a. 2541

PRODUCT DEVELOPMENT OF
AMPHOTERICIN-B INJECTION



MISS NUANMAI VESSAYASIRIN
MISS NUANANONG TAD-URAI

A SPECIAL PROJECT SUMMITTED IN PARTIAL
FULFILLMENT
OF THE REQUIREMENT FOR THE DEGREE OF
BACHELOR OF SCIENCE IN PHARMACY
FACULTY OF PHARMACY
MAHIDOL UNIVERSITY
1998

UNAAED

TsnfinmalntianiziiamanIan@asundnIzaeluienie  uasldunsens
nlufihelsaend Tsanzifs  waznlasutreedunr dipaiuilymmisanssuguaes

Uszine



enduaaing i lfasnefilsy@nanmite Amphotericin-B (Ampho.B) s
Tuilaqiiuglaiinisnaaasnglulszine

naimundaieianan Amphotericin-B Guaanismaasasasiniuiingms
a1 Amphotericin-B 50 mg , Sodium desoxycholate (SDC) 41 mg
,  Water for injection (WFI) 10 ml Taeld Dimethylacetamide
(DMA), Dimethylsulfoxide (DMSO),uazdaunanass DMA:DMSO
fisnsndou 70:30, 50:50, 30:70 lwhkun 1.0, 1.5, 2.0, 2.5,uax 3.0 ml
wuin DMSO ufunns 2.0 ml/10 ml lusavnazasiiafign n1eldgoumnd
40° C ww 10 wit Order of mixing uwaz Tween 80 1Bu1as 0.2 uaz 0.5
Y%w/v finasiansazarsres Ampho.B annisdnen Solubility-phase
analysis ihuentisnisifiaansiszneuidedauszuine Ampho.B uaz SDC uas
doaifis@ansazatzaessaen iy

andusiznansazanzres Ampho.B uaz lu DMSO 2.0 ml uwasinly
nlduilneldirtesnauanpaudiild oil bath lansfifdnwusniunadinmas
feRnanmsdanaanasaes Ampho.B waziitarin Ui futelne 4 iees
laboratory-scale freeze dryer wuinliaunsarinludield asdlafmuiiois
WFI f5anns 2.0-10.0 ml lugassnfussnann wusnamisoinliuisldiansanwoe
glassy waziletianazanatimuinsuin WEI desaslWansazaneiilanin aindu
Anwwnaiesesanstanlusfuiieldidu bulking agent Taeld Mannitol |
Sorbitol , war PEG tBunuarududusine uwaswsounuiaeenan nald
pilot-scale freeze dryer wusnaniufiflamas@avaniandl waznanw i
ansazaneilandnitnnazats WFI uasiaounsian (45° C/ 75% RH, 1 wk)
fdaulsznevstilie Ampho.B 50 mg, SDC 41 mg, Mannitol 30 mg,
DMSO 2.0 ml T WFI 4.0 ml

Abstract



Disseminated systemic fungal infections in AIDS, cancer
and organ-transplanted patients have recently been the health
problem in Thailand. Highly effective drug of choice is
Amphotericin-B (Ampho.B), the product of which is to be
imported and cannot be manufactured in this country.

The product development of Ampho.B injection has been
carried out with formulations containing Ampho.B 50 mg,
Sodium desoxycholate (Sod.desoxy.) 41 mg, Water for Injection
(WFI) 10 ml, and 1.0, 1.5, 2.0, 2.5, or 3.0 ml of various
solvents, i.e., Dimethylacetamide (DMA), Dimethylsulfoxide
(DMSO), and DMA:DMSO mixtures in the ratios of 70:30,
50:50, and 30:70. It was found that the optimum solvent was 2.0
ml DMSO. Heat at 40 °C for 10 minutes, order of mixing, and
Tween 80 at concentrations of 0.2 and 0.5% w/v imposed no
effect on solubility of Ampho.B. The results from solubility-
phase analysis indicated the complexation of Ampho.B and
Sod.desoxy. which would increase the solubility of Ampho.B.

The residue of Ampho.B solution in DMSO 2.0 ml dried
by the reduced-pressure evaporator with oil bath was black-
brownish gel, suggesting the drug decomposition. It was also
unable to dry this Ampho.B solution with the Laboratory-scale
freeze dryer. However, having been added 2.0-10.0 ml of WFI,
this solution could readily be dried resulting a glassy product.
Such product with less amount of WFI added became more
clear solution after being reconstituted with WFI. The inclution
of bulking agents such as mannitol, sorbitol and polyethylene
glycol (PEQG) at various concentrations in the formulations were
subsequently tried by the use of Pilot-scale freeze dryer. It may
be concluded that the formulation with satisfactory physico-
chemical properties, possessing clear reconstituted solution, and
being stable under 45 °C/75 % RH for 1 week, was composed of
Ampho.B 50 mg, Sod.desoxy. 41 mg, mannitol 30 mg, and
DMSO 2.0 ml in WFI 4.0 ml.





