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A total of 36 unique questions were proposed by the commenters for inclusion. FDA reviewed the comments and proposed questions and believes that the information sought from the proposed questions will be captured within the existing questions published in FDA’s 60-day notice.

· FDA believes that 12 of the proposed questions are included within the existing question, “Do outsourcing facilities understand the Federal laws and policies that apply to them? What, if any, knowledge gaps do we need to address?”. The proposed questions that FDA believes are included within this existing question are as follows:

· “What are outsourcing facilities’ written and implemented procedures for the surveillance, receipt, evaluation, and reporting of postmarketing adverse drug experiences to FDA?”.[footnoteRef:2] [2:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “What measures are outsourcing facilities taking to ensure that they and their partners do not engage in false and misleading advertising and promotion of compounded drugs?”.[footnoteRef:3]  [3:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “How are outsourcing facilities establishing the validity of the certificates of analyses (“COA”) accompanying bulk drug substances that will be used in compounding?”.[footnoteRef:4]  [4:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “When outsourcing facilities are compounding versions of FDA-approved drugs that appear on FDA’s drug shortage list, are they ensuring that those compounded drugs are identical or nearly identical to the FDA-approved drugs currently in shortage?”.[footnoteRef:5]  [5:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “How do outsourcing facilities make certain that the prescribing practitioner is arriving at their own determination that a change between a compounded drug and the comparable approved drug produces a clinical difference for an individual patient?”.[footnoteRef:6]  [6:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “Do outsourcing facilities label compounded drugs as ‘Not for Resale’ and ‘Office Use Only’ when they are selling or transferring compounded drugs outside of clinical settings?”.[footnoteRef:7]  [7:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “How do outsourcing facilities ensure that compounded drugs are not resold or used in violation of the ‘Not for Resale’ and ‘Office Use Only’ labeling requirements?”.[footnoteRef:8]  [8:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “How do outsourcing facilities secure compliance with the prohibitions on wholesaling and resale when they enter into commercial arrangements with other entities?”.[footnoteRef:9]  [9:  See docket number FDA-2024-N-3762, document numbers FDA-2024-N-3762-0004 and FDA-2024-N-3762-0005.] 


· “What provisions of Section 503B affect patient safety?”.[footnoteRef:10]  [10:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “Are outsourcing facilities complying with device quality system regulation requirements as described in 21 C.F.R. Part 4 when they make new single-entity combination products comprised of a compounded drug and delivery device?”.[footnoteRef:11] [11:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0005.] 


· “Are outsourcing facilities using devices that lack approval or 510(k)-clearance for use with their compounded drugs or using devices outside their cleared or approved indications for use?”.[footnoteRef:12] [12:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0005.] 


· “Do outsourcing facilities supply adequate directions for use of the device constituents of their compounded drugs?”.[footnoteRef:13] [13:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0005.] 


· FDA believes that nine of the proposed questions are included within the existing question, “What factors impact developing a sustainable outsourcing facility business?”. The proposed questions that FDA believes are included within this existing question are as follows:

· “What resources or assistance do outsourcing facilities need in procuring the individual components/raw materials to a formulation they intend to manufacture?”.[footnoteRef:14]  [14:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0003.] 


· “Where do you source starting materials from?”.[footnoteRef:15]  [15:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “How has FDA guidance affected the operation of your outsourcing facility?”.[footnoteRef:16] [16:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What topics could the industry benefit from additional FDA guidance?”.[footnoteRef:17] [17:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What issues have you experienced with State Agencies?”.[footnoteRef:18]  [18:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What challenges do you face when compounding from FDA approved product as a starting material?”.[footnoteRef:19] [19:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What supply issues have you experienced?”.[footnoteRef:20]  [20:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “How can FDA help to explain to customers that outsourcing facilities follow CGMP, the same standards that pharmaceutical manufacturers follow?”. [footnoteRef:21] [21:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “How can FDA publicly identify outsourcing facilities that are compliant with regulations from those that are non-compliant?”.[footnoteRef:22]  [22:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· FDA believes that 14 of the proposed questions are included within the existing question, “What financial and operational considerations inform outsourcing facility product decisions?”. The proposed questions that FDA believes are included within this existing question are as follows:

· “What financial and operational considerations exist for an outsourcing facility that had been making a copy of a drug on the shortage list and it is later removed?”.[footnoteRef:23] [23:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0003.] 


· “What are the research and development costs associated with a 503B preparing to produce a compounded drug product?”.[footnoteRef:24] [24:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “How much does it cost to perform the testing required under cGMP?”.[footnoteRef:25]  [25:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What percentage of your operations are compounding from bulk versus compounding from finished dosage form?”.[footnoteRef:26]  [26:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What percentage of your operations are compounding sterile products versus nonsterile products?”.[footnoteRef:27]  [27:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “If a drug is removed from the Drug Shortage List, how long should outsourcing facilities be able to sell existing inventory?”.[footnoteRef:28]  [28:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “If a drug is added to the Drug Shortage List, how long does it take until you can fulfill orders using bulk drug substances to compound the product?”.[footnoteRef:29] [29:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What factors do outsourcing facilities consider when determining whether, or not, to help alleviate shortages by compounding a drug that is added to the Drug Shortage List?”.[footnoteRef:30]  [30:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “Would it be helpful to outsourcing facilities if the FDA provided advanced notice that it was considering removing a drug from the Drug Shortage List?”.[footnoteRef:31]  [31:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “Would you be willing to provide information on the volume of drugs that are on the Drug Shortage List that you are compounding in order for the FDA to get better information on the true size of the market for that drug considering that such information may become publicly available?”.[footnoteRef:32]  [32:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “What financial and operational considerations inform an outsourcing facility’s decision to copy a drug on the shortage list?”.[footnoteRef:33]  [33:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0003.] 


·  “How do outsourcing facilities plan to transition from using the hundreds of bulk drug substances on Category 1 to the limited number of bulk drug substances on the 503B Bulks List when FDA sunsets the 503B Interim Policy?”.[footnoteRef:34]  [34:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0005.] 


· “What is your experience with the development of the 503B Bulk List?”.[footnoteRef:35]  [35:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· “How can FDA improve the development of the 503B Bulk List?”.[footnoteRef:36] [36:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


· FDA believes that one of the proposed questions is included within the existing question, “What are outsourcing facility management and staff views on current interactions with FDA? How do they want the interactions to change?”. The proposed questions that FDA believes are included within this existing question are as follows:

· “How can FDA increase transparency with inspections?”.[footnoteRef:37]  [37:  See docket number FDA-2024-N-3762, document number FDA-2024-N-3762-0002.] 


