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1- Alpha Lipoic Acid (Thioctic Acid).

2- Hypericum perforatum (St.John’s Wort).
3- Co-enzyme Qqo.

4- lvy Leaves Extract.

5- Glucosamine/Chondroitin.

6- Ginkgo Biloba.
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Level 1

1-Analysis for registration (one to three batches)

Level 2

1-Analysis for registration (one to three batches)

2 - Comparative in vitro dissolution (new formula against old formula or innovator)

3- Accelerated stability study of one batch for 3 months & one batch on- going stability upon
request.

Level 3

1-Analysis for registration (one to three batches)

2 — Comparative in vitro dissolution (new formula against old formula or innovator)

3- Accelerated stability study of one batch for 3 months & one batch on- going stability upon
request

4- In- vivo Bioequivalence.
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1-Analysis for registration (one to three batches)

2 - Comparative in vitro dissolution (new formula against old formula or innovator)

3- Accelerated stability study of one batch for 3 months & one batch on- going stability upon
request.
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For level 1
» Analysis for registration (one to three batches).
For level 2
» Analysis for registration (one to three batches).
» Comparative In vitro Dissolution study against old formula or Innovator.
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» Accelerated Stability Study for one batch for 6 months & one batch on- going stability
(upon request)

For level 3

» Analysis for registration (one to three batches).

» Comparative In vitro Dissolution study against old or Innovator.

» Accelerated Stability Study for one batch for 3 months & one batch on- going stability

(upon request)

» Bioequivalence study is required only for Narrow Therapeutic Range Drugs;
(1- Aminophylline Tablets, ER Tablets 2- Carbamazepine Tablets, Oral Suspension 3-
Clindamycin Hydrochloride Capsules 4- Clonidine Hydrochloride Tablets 5- Clonidine
Transdermal Patches 6- Dyphylline Tablets 7- Disopyramide Phosphate Capsules, ER Capsules 8-
Ethinyl Estradiol/Progestin Oral Contraceptive Tablets 9- Guanethidine Sulfate Tablets 10-
Isoetharine Mesylate Inhalation Aerosol 11- Isoproterenol Sulfate Tablets 12- Lithium Carbonate
Capsules, Tablets, ER Tablets 13- Metaproterenol Sulfate Tablets 14- Minoxidil Tablets 15-
Oxtriphylline Tablets, DR Tablets, ER Tablets 16- Phenytoin, Sodium Capsules (Prompt or
Extended), Oral Suspension 17- Prazosin Hydrochloride Capsules 18- Primidone Tablets, Oral
Suspension 19- Procainamide Hydrochloride, Capsules, Tablets, ER Tablets 20- Quinidine Sulfate
Capsules, Tablets, ER Tablets 21- Quinidine Gluconate Tablets, ER Tablets 22- Theophylline
Capsules, ER Capsules, Tablets, ER Tablets 23- Valproic Acid Capsules, Syrup 24- Divalproex,
Sodium DR Capsules, DR Tablets 25- Warfarin, Sodium Tablets) & Critical use medicine
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*HPLC (High Performance Liquid Chromatograph) with different detectors and/or LC-MS, Spectrophotometer,
Sample concentrator with vacuum and temperature control, Filtration Kit with vacuum pump, Sonicator, Oven, pH
meter, Bench-Top centrifuge, Micro- pipettes, Magnetic stirrer, Vortex mixer, Freezer (-80°C), Refrigerator,

Sensitive digital balance with minimum 4 digits accuracy, Water purification system (Distillator) , USP
Dissolution apparatus and Cooling centrifuge .
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Examples of the List of Standard Operating Procedures at the Contract Research Organization Performing
Bioequivalence Studies

Note: all documents at the CRO related to a bioequivalence should be controlled (version date, approved,

etc.) documents. This control is easier if the documents are in the SOP format or are appended to SOPs.

SOPs should be in place at least for all the critical and major operations in the bioequivalence.

No. | Name of SOP

1. | Conduct of bioequivalence (BE) study.

2. | Archiving and retrieval of documents related to BE study.

3. | Quality assurance of the BE study; audits of clinical and bioanalytical part of the study and the
study report.
Study files/Study report.

Preparation and review of the protocol for the study.

Amendment to the protocol for the study, Protocol deviations/violation recording and reporting.

Sponsor/CRO quality assurance agreement in conducting the BE study.

Study approval process by ethical committee.
Bioavailability (BA)/BE report.

10. | Written informed consent (Obtaining written informed consent for screening from study
volunteers).
11. | Allotment of identification numbers to volunteers at various stages in BE study.

©| ®| N | g &~

12. | Case-report form (CRF), preparation of CRF, review and completion, Data collection and CRF
completion.
13. | Adverse/serious adverse event monitoring, recording and reporting.

14. | Organization chart of the study (Flow chart).

15. | Training of the personnel.

16. | Responsibilities of the members of the research team.

17. | Monitoring of the study by the sponsor.

18. | Conduct of pre-study meeting.

19. | Study start-up.

20. | Eligibility criteria for registration and registration of individuals into volunteer bank.

21. | Handling of volunteer withdrawal.

22. | Allotment of identification numbers to volunteers at various stages in biostudy.

23. | Screening of enrolled volunteers for the study and Frequency.

24. | Payments to research subjects for BA/BE studies.

25. | Procedures for entry into and exit from clinical unit.

26. | Handling of subject check-in and check-out.

27. | Housekeeping at clinical unit.
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28.

Planning, preparation, evaluation and service of standardized meals for bio-studies.

29.

Distribution of meals to study subjects.

30.

Administration of oral solid dosage forms of the drug to human subjects during BA/BE study.

31.

Cannulation of study subjects.

32.

Collection of blood samples from study subjects.

33.

System for number of bio-samples.

34.

Recording of vital signs of subjects.

35.

Operation and verification of fire alarm system if present.

36.

Oxygen administration to subject from medical oxygen cylinder, Emergency care of subjects
during BA/BE study.

37.

Availability of ambulance during BA/BE study (SOP for calling ambulance when necessary).

38.

Centrifugation and separation of blood samples.

39.

Storage of plasma/serum samples.

40.

Segregation of bio-samples.

41.

Transfer of plasma/serum samples to bioanalytical laboratory (Handling & Delivery).

42.

Procedures for washing glassware.

43.

Recording temperature and relative humidity of rooms.

44,

Instruction on operation and maintenance procedures for all the equipment in the clinical unit.

45.

Numbering the equipment and log books for use in the clinical unit (system of numbering).

46.

Control of access to pharmacy.

47.

Pharmacy area requirements.

48.

Authorization related to drug storage, dispensing and retrieval from storage for BE study.

49.

Study drug receipt, return and accountability documentation (Forms).

50.

Study drug receipt and return procedures.

ol.

Storage of drugs.

52.

Line clearance before and after dispensing.

53.

Documentation of line clearance and dispensing; packaging records and
release of dispensed drugs (Certificates & Forms)

54.

Retention of samples of study drugs.

55.

Disposal of archived study drugs and storage procedures.

56.

Disposal of biological materials.

S7.

Procedures for bioanalytical laboratory (SOPs for the all equipment,
Analytical methods, reagent preparation).

58.

Out-of-specification (OOS) situation in the laboratory.

59.

Acceptance criteria for analytical runs: acceptance of calibration curves,
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acceptance of the runs based on OC samples results

60. | Chromatographic acceptance criteria, chromatogram integration.

61. | Sample reassay (how many times?)

62. | Pharmacokinetic data from bioanalytical data & how it is edited.

63. | Statistics in the BE study (Programs which are acceptable to be used).

64. | Equipment calibration.
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