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INTRODUCTION OBJECTIVE

“To determine the microbiological storage
conditons and shelf life of the
spironolactone suspension and to assess
the antimicrobial preservative efficacity of
PS.

( Method suitability )

« Alldilutions tested were validated
« The lowest dilution was selected for the stability study (1:10 for the microbial

'Spironolactone is used in pediafric patients to treat hypertension and nephroti
syndrom. In hospital pharmacies, coumpounded capsules are prepared. To reduc
errors and facilitate administration, an oral suspension of spironolactone 5 mg/m|
was formulated with 0.25% of xanthan gum in Inorpha® containing potassium

enumeration and 1:10 for the detection of spedified E.coli)

-sorbate (PS - antimicrobial preservative). (1) - - . —
TERIAL AND METHOD [ Microbiological stability study ]
Wll\ . " N MO.M1_.M2. M3
Method suitability [ Antimicrobial preservative effectiveness ] Mean CFU/mL
(Ph.Eur. Test 2.6.12/13 ) (Ph.Eur. Test5.1.3 Mo M1 M2 M3
*Kocuria rhizophila " " " " »
Microbial enumeration Detection of specified E.coli Step1 Expected log reduction s°c 20°C 5°C 20°C 5°C 20°C | 5°C | 20°C
— - - N - _ N - Preparation of compared with day 0 **Cladospori
-3 dilutions tested (1:10, 1:25, 1:50) -3 dilutions tested (1:10, 1:50, 1:100) L . porium Closed TYMC= TAMC=
~Contamination with 5 MO (Ph.Eur) ~Contamination with E.coli then plrongiacton . 0 e a (Non-sterile aqueous preparation cladosporoides bottl::en=3 ° 17 o o 1 o 0 0
TYMC : C.albicans , A.brasiliensis preincubation bottles for oral administration) {
TAMC: S.aureus, P.aeruginosa, in MacConkey broth and 2015°C e ** il
B.subtilis incubation: (72h at 42-44°C) % Logarithmic D14 D28 ***Staphylococcus _
-Surface inoculation and incubation: -Surface inoculation and incubation : Step 2 reduction I-Jd ¢ idi Openad TAMG= vYMe
TSA (3 days at 30-35°C) and MacConkey agar (3 days at 30-35°C) epidermiais bottles (n=3 17 0 0 =117 0 o 0 o
Sabouraud agar (5 days at 20-25°C) Micmbxal’ @ 0 e . G Bacteria 3 NI batches) * *% (-
Preservative neutralization if : faochiation
Difference in CFU< factor of 2 Growth of E.coli detected in the Step 3 S L ! N @ *E.colitesting remained negative up to M3 The study has been stoppedin
between the sample and positive sample and positive control TSA and Sab d NI . the opened bottles under
contral Microblal ScSona ey NI= Noincrease in the numter of *M1: Opened bottles at 20°C : TYMC > 20 CFU / mL ambiant condition at M1
- - enumeration viable MO in comparison to day 14
MO=micrcorganism *In each botfe, one of the 5 MO of the Ph.Eur. Test 5.1.3
Microbiological stability study (E-00fl, Saureus, P.aeruginosa, C.abicans, [ Antimicrobial preservative effectiveness ]
A.brasiliensis) was introduced
(Ph.Eur. Test5.1.4) Ph Eur Limit of detection Microbial enumeration 14.2:
M, Ph.Eur. limit Mean CFU (n=2) DO D14 D28
MO.M1.M2. M TAMC (aerobic) <200 E. coli 10 0 0
MO.M1.M2 M3 : CFU/MmL S ;
July August September October * Logarithmic reduction P.aeruginosa 7 0 0
TYMC (Yeast and <20 @ respected _
Closed Bottles Each month i i i .
o& § og - eo 00 n= 6 closed : Mlcro,blal enumeration molc CFU/mL *No viable MO detected at S.aureus 18 0 0
1 3x Lax 0 1 3x *§ | n=copencaaraayo) * E.coli research MO specified | Absence day 14 and 28
i E.coli C.albicans 8 0 0
Spsiieu bouiesl) I o ° & et 3x o | daiywithdrawal was performed
A.brasiliensis 9 0 0

Dﬁ Antimicrobial preservation of PS is effective

0 :|:5°C1 Microbiolog icaIIy stable for 3 months before opening. : 5 *3°Cl Mlcroblolog ically stable for 3 months both before
and after opening
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