Drug Manufacturing Inspections (7356.002)-Cosmetics (Sunscreen)
Review:

CPGM 7356.002
Cosmetics Compliance Program 7329.001

Guide to Inspections of Cosmetic Product Manufacturers

Federal Register vol. 68, no. 106, Tuesday, 6/3/03

Federal Register vol. 67, no. 119, Thursday, 6/20/02

Federal Register vol. 65, no. 111, Thursday, 6/8/00
Federal Register vol. 64, no. 98, Friday, 5/21/99

Title 21 pt. 352—Sunscreen Drug Products for OTC Human Use revised 4/1/03

Cosmetics References
· 21 CFR Part 1 General enforcement regulations 

· 21 CFR Part 2 General administrative rulings and decisions 

· 21 CFR Part 20 Public information 

· 21 CFR Part 250 Section 250.250 Requirements for drugs and cosmetics -- hexachlorophene 

· 21 CFR Part 700 Subpart A (Section 700.3) Cosmetics -- General provisions 

· 21 CFR Part 700 Subpart B (Sections 700.11 through 700.35) Requirements for specific cosmetic products 

· 21 CFR Part 701 Subpart A (Sections 701.1 through 701.9) Cosmetic labeling -- General provisions 

· 21 CFR Part 701 Subpart B (Sections 701.10 through 701.19) Package form 

· 21 CFR Part 701 Subpart C (Sections 701.20 through 701.30) Labeling of specific ingredients 

· 21 CFR Part 710 Voluntary registration of cosmetic product establishments 

· 21 CFR Part 720 Voluntary filing of cosmetic product ingredient and cosmetic raw material composition statements 

· 21 CFR Part 740 Cosmetic product warning statements 

Interview questions:

· Previous Inspection: corrected 483 items?
· Administrative Data: location, phone, fax, mail. address
· Responsibility, organizational structure*, FDA Drug Manuf. Registration #, hours of operation, holidays 
· History of Firm: date incorporated, no. of employees, facility info (size, # bldgs), related firms, other buildings
· Interstate Commerce: % of raw mat. From outside CA, % fin. Products shipped out CA. Carriers. % wholesale. Gross annual sales/amt. product
· Jurisdiction: types of products, list of raw materials, list of OTC sunscreens with their active ingredients, brand names, who owns product formulas, suppliers/outside CA origin of raw materials
· Responsibility: Corporate officers, other employees relevant to inspection; 
· Educ., Training, Experience
· GMP Training: qualified trainer, continuing basis, sufficient frequency

· Supervisors: enough training to ensure safety, identity, strength, quality, and purity product represents

· Sufficient # of supervisors

· Products: catalog, major customers: 3 interstate, major intrastate
· Processes/Systems Covered: for full inspection option, the following should be covered, otherwise, choose 2: one must be Quality.
· Quality

· Facility & Equipment

· Production

· Laboratory

· Materials

· Quality System
· Document Control: review the maintenance of the Master Batch records in re current revisions of the finished product labels, label issuance controls, how the firm follows its SOPs re these items
· Product Reviews: Does the firm conduct Annual Product reviews?
· Complaint review/product recalls: does it maintain a db of complaints, how does the firm conduct and document the follow-up, does it follow-up with QA?
· Extrapolate all consumer complaints for the targeted products

· Follow one complaint through follow-up, any micro. follow-up? 

· Any recalls/voluntary mkt. w/drawals? (go back 10 yrs.)

· Discrepancy and failure investigations: review SOPs on Validation & Document. Procedures, OOS results, failure investing., reporting 
· Change control: written SOP for doc. Changes, change control flow diag. in Valid. Master Plan?
· Returns and salvages: written SOP? Conduct meetings to eval. returns and complaints.
· Re-processing/re-work? say of batches that need adjustment i.e. for correct shade
· Validation: any validated processes
· Training and qualifications of employees: SOP, GMP, employees sign forms?
· Facilities and Equipment Systems:
· Cleaning, sanitation and validation: coverings? sanitizers?, cleaning validation conducted? Cleaning effectiveness testing?
· Facility layout: 
· Specifically designated areas

· Lighting, hand-washing

· Equipment installational & operational qualification

· Equipment size, design, location

· Equipment Calibration: how often?
· Production System

· Training & Qualification of personnel
· Master prodxn records and batch prodxn records: any deficiencies in various revisions of labels? In label review process? Check MB record label stock no. with executed MB record label copy of MB record stock no. Compare actual finished product outer pkg. label used in prodxn label stock no. with MBR or executed MBR. Is there documentation to show review was conducted?  
· Process Validation: check to see procedures exist for all products,

· dH20: obtain a flow diag., if poss. Are, where, how often, who conducts tests. IQ/OQ? Installation Qual., Operation. Qual by vendor?
· Laboratory Control System
· Training & Qualification of personnel
· Adequacy of equip. & facility for intended use: testing of in-coming raw materials, finished product bulk? How? USP methods? SOP’s on record sign., QA test of color, odor, appear., torque, applic., fill weight? Samples held for 3 yrs? Who maintains batch records? Micro? on bulk: raw, finished, pkg’d. Stability? PET (preserv. eff. test), TPC? Any OOS results for 12 mos.?  
· Validation/verification of analyt. methods: on autoclaves, incub.?  
· Adherence to an adeq. Out-of-Spec. procedure: firm returns to mater. to supplier; 

Re-tests on OOS? Who’s notified? 
· Stability Program: data in MBR adequate?
· Materials System

· Quarantine & Sampling: raw mater. and compon. Segregated? QC tests raw stuff? QA tests components? Are lots of mater. identified? (item #, descript, order #, quantity) Firm assign own lot # to recvd. mater.
· Storage Conditions:
· Representative Samples Collected, Tested or Examined

· Manufacturing Codes: get code interpret.
Also obtain from firm:

· A list of all the company’s drug products and approval dates.

· Package inserts for products covered under the inspection.

· Periodic reports, specific 3500A forms, and associated raw data.

How are uncertain situations handled by the data entry personnel?

Determine Rates of Error in the firm’s information system.

Validation of computer system to ensure accuracy, reliability, consistent intended performance, and ability to discern invalid or altered records.

* Organizational charts: 


Operations


R&D


Quality

