DORMICUM / Midazotam

Ofimen,
Ampoulas Smg/5Smi, Ampoules 15mg/3 ¢ Roche Sreparad by: 0 {I,mon Mareia
Ro 21-3981 /655, /635, /637, /651, /859, / Dete: 20/10/2015 -

P.26 PHARMACEUTICAL DEVELOPMENT — COMPATIBILITY
WITH INFUSION SOLUTIONS [DORMICUM, AMPOULES,
5 MG/ ML, 10 MG/2 ML, 15 MG/3 ML, 50 MGI‘!O ML,
10 MG/S ML, AND 5 MG/5 ML]

1. l cTIo

DORMICUM ampaules must be diluted with infusion solution prior &

administration.

To confirm the stabllity of DORMICUM when mixed with the appropriata Infusion fiulds,
different injection solutions were tasted shortly after preparatiort:(time 0), over a period of
24 h, at room temperature under daylight mndtﬁuns on two batches of DORMICUM
15 mg/3 mL ampoules and one baich of DORMICUM 5 mg/5 mlL empoules
manufactured at Cenexi S.A.S. e

No special compatibility tests with the other dosage strengths of infusion solutions were
performed. The approach was to test with the highest AP concentration
and cne with the lower API cuncantratmn thus:the results are valid for all the dosage
strengths with the same and in ba!ween_ concentration, This Is justified, because all
ampoules contain the same ingredients. Since. 40 mg/2 mL, 15 mg/3 mL, 50 mg/10 mL
and 5 mg/1 mL have the sa corn _"'n of midazolam, only one dosage were
tested and the results are valid )

The compatibllity of DORMIG
(sodium chloride 0.9%, gimose': ;giucose 10%, Ringer's solution and Hartmann's
solution) evaluated at!wo d‘lffarant rug concentrations (0.15 mg/mL and 0.015 mg/mL)
in sach infusion fluid at Tg; Tex ard Tas,.

1.

R NaCimiuﬂon (0.9%)
3. Ha;-‘hnannssoluttan
4. Gl
5

"-'G!ucosa‘ solution 5%

' Glucose monchydrate (INN, Ph. Eur.), other names: Dextrose monohydrate and D-gluicase
monohydrate.
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DORMICUM / Midazolarm

Ampoules Smg/Smi, Ampouiss 15mg/3 Preparec by: - Olimon Marcla
Ro 213961 /655, /635, /637, i651, /659, / e L~

All solutions were prepared under Jaminar flow and stored at room temperature under
dayfight conditions (monitored with a temperature logger} unti 24 h without active
shaking.

3. METHODS AND ANALYSIS

The study was performed on the foliowing batches:

Dosage strength Batch

F1035F02

15 mg/3 mL
F1036F02
§ mg/5 mL . Fi054F02

Samples of the different splutions were analyzed at To, Te, and Ty, for:

o Turbldity

=  Color

»  Density at 20°C
« pH

+  Vigible and sub—vismie
e  Content of midazotam

aboratory room during the study was betwasn 20.5 - 21.9°C

v data from the data logger, The physical and chemical in-use stabifity

‘frovided in Table P.2.6-1, Table P.2.6- 2, Table P.2.6-3, Table P.2.6-4,

Ta “e P.2.6-5 and Table P.2.6-6 below.
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DORMICUM / Midazolam
Prepared by: Olimon,Marcla
Ampoules Smg/5ml, Ampoules 15mg/3 (Roche)  operedby:  Olmon

Ro 21-3981 /658, /635, /637, /651, /659, | Date: 20/10/2015
5. CONCLUSIONS

The diluted product tested in simulated administration studies is physically and
chemically stable under the tested conditions within 24 hours at room temperature under
daylight conditions.

No evidence of incompatibility of degradation was observed. Appearance and drug
content remained constant, ¢

Based on the data, we can confirm that DORMICUM ampoules is suitable for
administration with the following infusion flulds: Ringer’'s solution, 0.9% sodium chloride
solution, Hartmann's solution, 10% glucose solution and 5% glucose solution, within 24
hours.

F. Hoffmaim=La
Jdihaine Najalr 13aud
8Ualily Sile Manage
ontract Manufacturing nization
CH-4070 Basel .
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