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1. Purpose

Communication between the Office of Regulatory Affairs (ORA) and the Centers is critical in effectively managing product shortages. This Field Management Directive (FMD) will allow ORA to share information involving inspections, investigations, laboratory reports, recalls, field alerts, or any other information involving product shortages. It is equally important for the Centers’ shortage staff members to communicate to ORA any product shortage issues affecting field operations. Documented processes are necessary to achieve the broader goal of having effective and timely collaboration between ORA and the Centers for protecting and promoting public health and maintaining a record of the Agency’s actions and deliberations. 
2. Scope
This FMD establishes a mutual understanding of communication roles, responsibilities, and expectations involving both potential and current product shortage situations between the Office of Regulatory Affairs (ORA) and the following Centers: Center for Drug Evaluation and Research (CDER), Center for Biologics Evaluation and Research (CBER), Center for Devices and Radiological Health (CDRH), and the Center for Veterinary Medicine (CVM).  This FMD pertains to mainly drug shortage situations, but other product types such as medical devices, are included to provide a comprehensive document involving shortage contacts for other regulated medical products.
3. Guidelines
Communication takes place through e-mail, telephone, and face-to-face meetings.  In addition to these written directives and procedures, frequent communication among partners is critical to build, then institutionalize, standing channels of communication that become an integrated and expected part of the way the Agency does business.

4. Background 

On October 31, 2011, Presidential Executive Order 13588 was signed into law directing the FDA to work with drug manufacturers to alleviate drug shortages in an expedited manner.  The order involving expedited regulatory review states, “To the extent practicable, and consistent with its statutory responsibility to ensure the safety and effectiveness of the drug supply, the FDA shall take steps to expand its current efforts to expedite its regulatory reviews, including reviews of new drug suppliers, manufacturing sites, and manufacturing changes, whenever it determines that expedited review would help to avoid or mitigate existing or potential drug shortages. In prioritizing and allocating its limited resources, the FDA should consider both the severity of the shortage and the importance of the affected drug to public health.”

Initially, this FMD was developed to improve the communication efforts made between ORA and CDER in an effort to address drug shortage issues as outlined in the Presidential Executive Order. It was later realized that the communication efforts between ORA and all of the medical product centers was valuable, necessary, and proactive.  Therefore, the scope of the FMD was expanded to include any FDA regulated product shortage. 
Historically, product shortages are caused by a variety of factors, such as manufacturing delays or problems, unavailability of raw materials or packaging components, business decisions, recalled products, or mass casualty events. Effective sharing of information and coordination of efforts can optimize ultimate outcomes and use of resources by both ORA and Center staff, such as when there is an emergency need to conduct an inspection to resolve a product shortage issue. 
5. Procedure/Responsibilities
A. FDA District Offices: 

Drug Shortage Coordinator (DSC):  Is the point of contact (POC) in each of the district offices who is responsible for notifying the affected Center of any of the issues or thresholds described in section 5.2A that has the potential to lead to a product shortage.
District Directors (DD), Directors of Investigation Branch (DIB), Directors of Compliance Branch (DCB), and Supervisory Consumer Safety Officers (SCSO): Maintain awareness of product shortages involving field activities.  Receive briefings and attend meetings as necessary. Supervise the DSC, provide adequate resources to ensure timeliness of field actions relating to product shortages, and minimizes competition for resources, which might delay resolution of the drug shortage issue.

Recall Coordinators, Consumer Complaint Coordinators, and Emergency Response Coordinators:  Promptly give information to the DSC involving potential and current product shortages.  Participate in relevant meetings and teleconferences and facilitate short and long term solutions, as appropriate.

Investigators/Consumer Safety Officers (CSO): Conduct inspections and investigations and are often the first to learn of a product shortage issue.  Using the criteria in Section 5.2A, promptly notify SCSO and DSC if current or potential product shortage situations occur.  Attend relevant meetings and teleconferences, as needed.

B.  FDA Headquarters (HQ) Offices: 
 
Office of Regulatory Affairs (ORA) (including Office of Regional Operations (ORO), Division of Domestic Field Investigations (DDFI), Division of Foreign Field Investigations (DFFI), and Office of Enforcement (OE)):  Work with both the Districts and the Centers to promptly provide information about potential or current product shortages.


C.  Center for Drug Evaluation and Research (CDER):

Drug Shortage Program Staff (DSP):  Coordinates all aspects of drug shortages of medically necessary drugs as described in MAPP 6003.1.  CDER’s DSP staff resides in the Immediate Office of the Office of Antimicrobial Products (OAP), within the Office of New Drugs (OND) and is the FDA focal point for resolving current and impending drug shortage issues.

Office of Compliance, Office of Drug Integrity Security & Recalls (ODSIR), Recalls and Shortages Branch (RSB):  The primary CDER contact for the District’s Drug Shortage Coordinator who serves in a Liaison role between ORA and CDER’s Drug Shortage Program involving drug shortage situations.  The coordinator provides notification via teleconference, e-mail, or other forms, when thresholds described in Section 5B are met. 

Additional Office of Compliance duties described in CDER’s MANUAL OF POLICIES AND PROCEDURES for Drug Shortage Management – MAPP 6003.1 including:

· Screen and forward all reports of OC-related shortage situations to the DSP, including recalls and compliance actions that could lead to potential shortages.
· Request a medical necessity determination through the DSP regarding drugs with issues that could lead to a shortage.

· Support and coordinate with OC program units regarding the development of shortage management features in compliance corrective action plans to resolve shortages (e.g., additional testing, regulatory discretion, consultant oversight).

· Communicate drug medical necessity status and shortage information internally with all OC program units on recalled drugs or drugs involved in compliance actions.

· Initiate, facilitate, and monitor importation plans when deemed necessary and assist with importation procedures related to drug shortages.

· Request and process Health Hazard Evaluations (HHEs) from Divisions as needed and project the effect of the evaluations on market supply.

· Facilitate expedited inspections or develop options related to inspections and re-inspections.

· Assist in identification of non-U.S. drug sources for drugs in shortage.

· Be involved in all compliance and regulatory discussions with industry where compliance actions, recall, or drug withdrawal are under discussion.
ORA should send information, or request for market impact evaluation involving human drugs to:

 CDERRecalls@fda.hhs.gov
CDER’s Drug Shortage web-page:

http://www.fda.gov/Drugs/DrugSafety/DrugShortages/default.htm
D. Center for Biologics Evaluation and Research (CBER)
CBER’s Product Shortage Coordinator manages all aspects of biologic product shortages as described in SOPP 8506: Management of Shortages of CBER-Regulated Products.  CBER’s product shortage coordinator resides in the Immediate Office of the Director of the Compliance and Biologics Quality (OCBQ) and is the CBER focal point for assisting in the resolution of current and impending biologic product shortage issues.

For biologic product shortages, ORA should contact:

CBERshortage@fda.hhs.gov
Phone: (301) 827-4239

Or

Joseph P. Manik

Special Assistant for Imports and Product Availability

Office of Compliance and Biologics Quality, CBER

Phone: (301) 827-2596  

Fax: (301) 827-3381

Email: joseph.manik@fda.hhs.gov
A list of licensed biological products regulated by CBER can be found here:

http://www.fda.gov/BiologicsBloodVaccines/ucm133705.htm?utm_campaign=Google2&utm_source=fdaSearch&utm_medium=website&utm_term=CBER%20products&utm_content=3
CBER’s Biologic Product Shortage web-page:

http://www.fda.gov/BiologicsBloodVaccines/SafetyAvailability/Shortages/default.htm
E.
Center for Devices and Radiological Health (CDRH)
For medical device shortages involving manufacturing quality failures, ORA should contact:

Deputy Director, Regulatory Affairs

Office of Compliance, CDRH

10903 New Hampshire Avenue

Silver Spring, MD  20993-0002  

Currently: Jan B. Welch, MHS, MT (ASCP) SBB

Building 66 Room 3412                                                                                     

Phone: (301) 796-5776  

Fax: (301) 847-8136

Email: jan.welch@fda.hhs.gov
For other medical device shortages involving non-manufacturing-quality failures (e.g., natural disasters or pandemics), ORA should contact:

Director, CDRH Director of Medical Countermeasures and Emergency Response Program Office of Compliance, CDRH

10903 New Hampshire Avenue    

Silver Spring, MD  20993-0002  
Currently: Michelle McMurry-Heath

Office of the Center Director, CDRH

Phone: 301-796-7647

Email: McMurry-Heath.Michelle@fda.hhs.gov

And

Compliance Medical Officer with Shortage Program Lead

Office of Compliance, CDRH

10903 New Hampshire Avenue

Silver Spring, MD  20993 – 0002

Currently: 
Murray Malin, MD, MBA

Medical Officer

Building 66 Room 3418

Phone: (301) 796-9233

Fax: (240) 276-4193

Email: murray.malin@fda.hhs.gov
CDRH’s product shortage procedure (CDRH Document 100.002):

https://traction.fda.gov/traction#/attiviosearch&proj=*&brief=f&query=shortages%20SOP
F.
Center for Veterinary Medicine (CVM):

CVM’s roles in managing animal drug shortages include:

· Reviewing all animal drug shortage reports to determine if a shortage truly exists. 

· Determining if the shortage involves a Medically Necessary Veterinary Product (MNVP). 

· Creating an action plan to prevent or alleviate an animal drug shortage. The action plan may include: 

· Holding discussions with drug manufacturers and others in the animal health industry; 

· Speeding up the animal drug review and approval process; and 

· Exercising enforcement discretion (certain situations when the FDA decides not to strictly enforce approval requirements found in the Federal Food, Drug, and Cosmetic Act).

For animal drug shortages, ORA should contact:
Office of Surveillance and Compliance

CVM Drug Shortage Coordinator
Arnel Peralta, D.V.M.

Phone: (240) 276-9066

Fax: (240) 453-6880

Email: arnel.peralta@fda.hhs.gov
Alternate contact:

Alfred Montgomery, D.V.M.

Phone:  (240) 453-6836

Fax:  (240) 453-6880

Email:  alfred.montgomery@fda.hhs.gov

CVM’s Animal Drug Shortage web-page:

http://www.fda.gov/AnimalVeterinary/SafetyHealth/ProductSafetyInformation/ucm248095.htm
 
5.1.   Procedures

The District’s Drug Shortage Coordinator will establish a mechanism within his or her District to receive rapid notification of any current or potential product shortage issues from ORA personnel.  When a District becomes aware of a product shortage issue, the DSC will immediately communicate to relevant District Managers and the responsible Center’s point of contact of the current understanding of the issues, anticipated timelines, and best understanding of possible impact on market supply and the public health. 

ORA staff involved with product shortage issues will partner with the Centers to identify, obtain, and provide risk-based review of information that is relevant to the cause and relief of the current or potential shortage.  This review and consultation will be executed according to this FMD.

5.2
Thresholds


A.  FDA Field Offices provide information to the Centers if any of the following thresholds are met:

 
	Threshold
	Examples

	 
	 
	 

	1
	Advanced notice of upcoming inspections of firms that have historically experienced product shortages e.g., such as manufacturers of small volume parenteral drug products.


	- Workplan inspections 

- For-cause assignments

	2
	Notification of any firm that is considering a recall, shutdown, slowdown, or discontinuance of products having the potential to adversely impact market supply.


	- Information may be obtained from an ongoing inspection or ORA staff may receive phone calls, letters, or emails directly from firms


	3
	Firm has significant Field Alert Reports (FAR) that may lead to market action that has the potential to cause a drug product to be in short supply.


	- FAR received directly from firm.


	4
	Notification of pending or recommended compliance/ enforcement actions, including inspections that are likely to be classified Official Action Indicated (OAI). Notification should be for only those firms making products having the potential to adversely impact market supply. 


	- FDA inspections/findings with potential to result in compliance actions

- Embargo/injunction/seizure

	5
	ORA has other information that may increase the likelihood of a product shortage.


	- Information on outbreaks or emergencies


 

Minimum information to provide to Centers:

· Reason for Notification (e.g., recall, shutdown, FAR)
· Firm’s name and address
· FEI number
· Products the firm makes for U.S. distribution (including dosage forms,  strengths, and number in distribution/market share)
· For drug substance/API manufacturers, need to include the name of the finished drug product and its manufacturer.
· For contract manufacturers, need to include the name and address of the own-label distributors/application holders

B.   Centers provide information to ORA if any of the following thresholds are met.:
 
	 Thresholds
	Examples

	 
	 
	 

	1
	Notification of any firm that is considering a recall, shutdown, slowdown, or discontinuance of products that have the potential to be in short supply
	    Information may be obtained by Center staff from phone calls, letters, or emails directly from firms


	2
	Notification when enforcement discretion is exercised to mitigate a product shortage 
	Meetings/discussions held between FDA  and regulated industry that result in enforcement discretion

	3
	Provide information to Districts when medical necessity determinations may impact a firm’s manufacturing operations and product supply
	Information is available within the Centers noting impact on the drug supply

	4
	Contact Districts when an expedited inspection is needed to mitigate a product shortage
	  Firm’s needing re-inspection after a compliance action, or an inspection of an alternate manufacturing site


6.  References/Supporting Documents
 
A.  Field Management Directives 17, 30, 30A, 37, 76, 119, and 121.
http://www.fda.gov/ICECI/Inspections/FieldManagementDirectives/UCM056246
B.   Investigations Operations Manual (IOM)
http://www.fda.gov/ICECI/Inspections/IOM/default.htm 
C.  Regulatory Procedures Manual (RPM)
http://www.fda.gov/ICECI/ComplianceManuals/RegulatoryProceduresManual/default.htm
D.
CDER’s Manual of Policies and Procedures

Drug Shortage Management – MAPP 6003.1
E. CDRH’s Product Shortage Procedure (CDRH Document 100.002):

https://traction.fda.gov/traction#/attiviosearch&proj=*&brief=f&query=shortages%20SOP

F. CBER’s Standard Operating Policy and Procedure


SOPP 8506: Management of Shortages of CBER-Regulated Products
      G.  CVM Program Policy and Procedures Manual Guide 1240.4170


      CVM Animal Drug Shortage Management
7.      Definitions/Glossary
 

Drug Discontinuation – A situation in which a drug is no longer being commercially distributed by an FDA-regulated manufacturer whether or not a formal withdrawal request is made to the FDA.  Formal notice to the FDA of the discontinuation of medically necessary products was required under section 506c of the Federal Food, Drug, and Cosmetic Act. The Food and Drug Administration Safety and Innovation Act (FDASIA), signed into law on July 9, 2012, Amended, Section 506C to require manufacturers of drugs which are life-supporting, life-sustaining, or intended for use in the prevention or treatment of a debilitating disease or condition, including any such drug used in emergency medical care or surgery to notify FDA of potential discontinuances.  The manufactures must notify FDA regardless of whether they intend to discontinue the product permanently or are facing only a temporary interruption of supply.
Drug Shortage – A situation in which the total supply of all clinically interchangeable versions of an FDA-regulated drug is inadequate to meet the current or projected demand at the user level.  In general, the DSP focuses on shortages of medically necessary products that have a significant effect on public health.

Drug Shortage Program – The program designated by the CDER Center Director to oversee and facilitate the resolution of all shortage situations involving CDER drug products.  The DSP also monitors the production and availability of emergency and counterterrorism drug products.

Health Hazard Evaluation (HHE) – A formal determination of patient safety (risk-benefit) related to the drug or device product in question.  According to 21 CFR Part 7.41, an HHE is “An evaluation of the health risks presented by a product recalled or considered for recall, conducted by an adhoc committee of Food and Drug Administration scientists.”  The HHE takes into account multiple factors including exposure, patient population, likelihood, occurrence, and consequences of the hazard. This evaluation is obtained through the Office of Compliance (OC/ODSIR/RSB) in CDER and the Office of Compliance in CDRH.

Medically Necessary Product — Any product used to treat or prevent a serious disease or medical condition for which there is no other adequately available product that is judged by medical staff to be an appropriate substitute.  Off-label uses and IND drug products/IDE and EUA medical devices can be considered when determining medical necessity.  Note: Patient inconvenience alone is an insufficient reason to classify a drug product as medically necessary. 

Medically Necessary Veterinary Product (MNVP) – A product that is used to treat or prevent a serious animal disease or condition, or is needed to assure the availability of safe food products of animal origin, and no other available source of that product or adequate alternative drug substitute exists.

Medical Necessity Determination— A formal, written assessment made by an FDA medical officer or officers with requisite expertise on the product, stating whether the product meets the definition of a medically necessary product. Multiple FDA experts may be asked to make this determination when there are multiple approved indications and/or off-label uses. 

8.  Records – None
9.  Supporting Documents - None
10. Attachments - None
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