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(Azithromycin 2.0 g prolonged - released granules for oral suspension)
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. Formulation and Manufacturing Process

In-process specification

Specification and certificate of analysis of excipient

Method of analysis of APIs (following USP 32)

Method of analysis of finished product (following USP 32)

Validation of Preservative content *
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Microbial effectiveness * (following USP 32)

—_
—_

. Test result report and analytical raw data

Specification and certificate of analysis of API (following USP 32)

Verification/ Validation of analytical method for APIs (following ASEAN Guideline)

Verification/ Validation of analytical method for finished product (following ASEAN Guideline)

12. In vitro dissolution profiles of azithromycin comparative with Zma><®(Pfizer Co.Ltd) in 4 mediums (0.1N HCI,

Acetate buffer pH 4.5, Phosphate buffer pH 6.8 and Phosphate buffer pH 6.0 (following USFDA))

13. Stability protocol (following ASEAN Guideline)

14. Stability data of 2 Lab scale batches : in HDPE bottle in Aluminium foil (following ASEAN Guideline)

a. Accelerated condition ( 40°C, 75% RH)

b. Long term condition ( 30°C, 75% RH)

c. After mixing water within 12 hours at room temperature
15. Pharmaceutical development (following ICH Q8)

16. Shelf life at least 2 years
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Specification of Azithromycin 2.0 g prolonged - released granules for oral suspension

Test parameter

Specification

Description

White granules with banana and cherry flavours and white suspension

with banana and cherry flavours obtained after reconstitution with water

Identification

Conforms to USP32

Color test

Meets the requirements

Uniformity of dosage units

(content uniformity)

The requirements for dosage uniformity are met if the acceptance value

of 10 dosage units is less than or equal to 15

Water Not more than 1.5%
pH 9.0-11.0
Dissolution Two time point specification

- 40-70% of the labeled amount of C_.H

38" 72

N,O,, is dissolved in 30
minutes.

H_ N, O, is

38" 720 212

- Not less than 80% (Q) of the labeled amount of C

dissolved in 180 minutes.

Deliverable volume

Conforms to USP32

Content of azithromycin

90.0-110.0 % of the labeled amount

Preservative content

Meets the requirements

Individual impurity

Not more than 0.2%

Total impurities

Not more than 1.0%

Microbial limit test

Total aerobic microbial

Not more than 1000 CFU/ml

Enterobacteria Not more than 100 CFU/ml
E. coli Negative
P. aeruginosa Negative
S. aureus Negative
Salmonella sp. Negative

Total combined molds and yeasts count

Not more than 100 CFU/ml
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Test parameter

Specification

Description

White crystalline powder

Identification

Conforms to USP32

-HPLC

- FT-IR

Color test Meets the requirements
Water 40-50%

pH (2 mg/ml) 9.0-11.0

Specific optical rotation -45° - -49°

Residue on ignition

Not more than 0.3%

Heavy metals

0.0025%

Crystallinity

Meets the requirements

Assay

945 - 1030 pug of the labeled amount

Desosaminylazithromycin

Not more than 0.3%

N-demethylazithromycin

Not more than 0.7%

Unidentified Individual impurity

Not more than 1.0%

Total impurities

Not more than 3.0%

Particle size

Meets the requirements

Microbial limit test

Total aerobic microbial

Not more than 1000 CFU/ml

Enterobacteria Not more than 100 CFU/ml
E. coli Negative
P. aeruginosa Negative
S. aureus Negative
Salmonella sp. Negative

Total combined molds and yeasts count

Not more than 100 CFU/ml




