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Civil penalties

Civil monetary penalties used when seizure, injunction, prosecution is inadequate

By Joseph Pickett

Managing Editor

WASHINGTON – FDA’s Center for Devices initiates civil monetary penalties  – with a maximum amount for each violation of $16,500  – on negligent medical device companies when FDA has given repeated prior notice of serious problems in 483s, warning letters, meetings/discussions and other administrative action, and when seizure, injunction or criminal prosecution are not adequate, a CDRH compliance official said.


Addressing the Feb. 19-20 FDLI conference, Casper Uldriks, associate director of regulatory guidance and government affairs at the Center, said the most likely candidate for monetary penalties are:

· Chronic violators – generally two consecutive violative inspections or acts; and

· Repeat violators – fail to comply with the same or similar requirements more than once, such as, repeated failure to submit a 510(k). 


The actual amount of a monetary penalty, he added, is based upon the nature of the violation, extent, ability to pay, history, circumstances, gravity of offense, effect on business and culpability. 

Uldriks said proceedings to levy penalties “depend upon the authorizing statute whether the proceeding is administrative or judicial,” he added, but noted most are administrative. 

In an administrative proceeding, there is an administrative law judge, and the proceeding is initiated by FDA’s Office of Chief Counsel on behalf of the FDA center with principal jurisdiction. 

Discovery generally is limited to document requests. “Subpoenas and dispositions may be granted by the judge upon written request and showing of need/good cause,” he said. 

There is no direct oral examination in an administrative proceeding, but oral cross-examination is permitted. Witness testimony must be submitted in writing prior to the hearing. 


In a judicial proceeding, it is governed by applicable federal rules of procedure and is before a federal judge in a federal district court. It is initiated by the Department of Justice or the U.S. attorney’s office. 

Unapproved drugs

CPG for 
un-cleared medicines focuses on safety risks, lack of effectiveness, fraud

By Joseph Pickett

Managing Editor

WASHINGTON – Center for Drugs’ Marketed Unapproved Drugs compliance policy guide (CPG) that was introduced in June 2006 focuses on drugs that have safety risks, lack evidence of effectiveness, are fraudulent, directly compete with an approved drug, or have formulation changes made as a pretext to avoid enforcement, stated the director of the Center’s Office of Compliance at CDER.


Deborah Autor, who spoke here Feb. 20 at FDLI’s Feb. 19-20 meeting on enforcement and litigation, said that thousands of prescription drugs are marketed without approval, and account for about two percent of the 3.6 billion prescriptions filled in the U.S. annually. 


Autor said that legal categories of marketed unapproved drugs include: 

· Drug Efficacy Study Implementation (DESI) – drugs that were the subject of 1938-1962 NDAs . Not grandfathered. They are new drugs and must eventually obtain FDA approval.

· Prescription Wrap-up – drugs that are on the market based on a claim of being a pre-’38 or pre-’62 product.

· Post-’62 Drugs – Initially marketed after 1962.

She stressed that all drugs must have FDA approval or comply with an OTC drug monograph, unless:

· DESI Pending – fewer than 20 out of almost 600 currently.

· OTC Drug Monograph Pending.

· GRAS/E (generally recognized as safe and effective) – requires a consensus among expert that the product is safe/effective based on published scientific literature.

The exception is for drugs that are grandfathered. Autor stated: “A firm must document that its product is identical in formulation, strength, dosage form, route of administration, indications, intended patient population and other conditions of use to a drug marketed on the relevant date.”

 
Some unapproved drugs are known as “legacy drugs,” but she quoted Commissioner Andrew von Eschenbach, M.D., who warned in 2007:  “Some refer to unapproved marketed drugs as ‘legacy drugs.’ A legacy is not a substitute for drug approval. Individual experience, anecdotal evidence and marketing history are insufficient bases for concluding that a drug is safe and effective. In fact, experience demonstrates that unapproved drugs often are unsafe, ineffective, inappropriately labeled and poorly manufactured.”


She said that FDA is working to increase awareness and understanding about unapproved drugs. This includes promoting voluntary compliance and enhancement of understanding and interest in the approval process. 


The agency also has appointed an unapproved drugs coordinator, and held an unapproved drugs workshop in January 2007, which had more than 400 attendees and resulted in 32 INDs and five NDAs being filed. 

Medical devices 

116 medical device warning letters issued in FY ’07 with focus on 
GMP, QS 

By Joseph Pickett

Managing Editor

WASHINGTON – FDA issued 116 medical device warning letters in fiscal 2007, with the overwhelming number being GMP related, a private attorney told FDLI’s meeting here.

Jennifer Bragg, a senior associate with the law firm King & Spalding, said the breakdown for the year ended Sept. 30, 2007, showed:

89 – GMP/QS

15 – clinical studies (BiMo)

10 – product approvals/clearances

8 – labeling

6 – advertising/promotion

2 – reporting

While Bragg said the total number of medical device warning letters is on the decline  – she noted there were 139 in fiscal 2005 and 125 in fiscal 2006  – GMP-related warning letters are on the upswing.  
Bragg spoke at Food & Drug Law Institute’s (FDLI) Feb. 19-20 meeting on enforcement and litigation, noting that GMP/QS letters are on the upswing, with 89 in FY ’07, compared to 82 in FY ’06. 

Bragg pointed out that GMP, QSR, CAPA [corrective and preventive actions] and MDRs [medical device reporting] continue to be the focus of device warning letters. 

She noted that while the total number of warning letters has been decreasing since 2004, this may be because of lack of FDA resources, not because of industry compliance. 

There has been what she termed a “substantial jump” in advertising and promotion violations from FY ’06 to ’07, with six letters this fiscal year, as opposed to zero last year. 

Bragg said that the focus will likely continue to be on warning letters in GMPs, QSR, CAPA and MDR, with FDA “focusing compliance resources in these areas to minimize future potential violations.” They also will stress systematic approaches to problems, not fixing isolated issues. 

In the area of medical device recalls, another speaker noted there was a small decline from FY ’07 to ’06. Sheila Hemeon-Heyer, VP of Global Regulatory Affairs at Boston Scientific, said there were 590 Class I recalls in fiscal 2007 versus 620 in the fiscal 2006 fiscal year. In Class II, there were 490 vs. 480 the previous year. Class III recalls also declined, with about 60 this year and 110 the prior fiscal year. 

The most common reasons for recalls were as follows:

· Design

· Software

· Sterility

· Manufacturing

FDA focused its recall efforts on Heart Rhythm Society recommendations and on FDA guidance on “Dear Doctor” letters for ICD recalls. It also stressed recalls in the area of for-cause inspections in Class I recalls, and on significant Class II recalls, as well as recall audits. 

Hemeon-Heyer advised following the 10 tips below for effective recalls: 

1. Adequate information from the field;

2. Comprehensive investigations and training;

3. Appropriate internal health hazard evaluations;

4. Comprehensive and accurate reporting to FDA;

5. Appropriate and timely containment action

6. Effective recall communication;

7. Appropriate and timely corrective action;

8. Accurate device distribution records;

9. Effective system for device reconciliation; and

10. Sufficient company resources.










Human/animal drugs
IVX slapped with 15-item 483 for contamination procedures 

            IVX Animal Health, Saint Joseph, MO, was hit with a 15-item 483 in a recent GMP audit because procedures designed to prevent microbiological contamination of drug products purporting to be sterile were not followed. 

            The report was written by investigators Julie Vosilus and Michele Williams from the Lenexa, KS, District Office. 


          
According to FDA records, clothes used to clean and sanitize the aseptic filling line and throughout the sterile core were not labeled “lint free.” Also, there was no documentation to show that the clothes were lint free. “These clothes were observed to be torn in half inside the Class A area by employees to clean the plastic curtain that enclosed the area,” the 483 stated. 

            There also was no documentation to show the dilution of cleaning solutions used in the sterile filling room suites per SOP PM-007. 

            The FDAers noted during the audit that one employee wiped the operator’s stand from bottom to top. Also, another employee wiped the outside of the conveyor line first, then worked her way to the inside sections. And, the cart wheel used during set-up stationed closest to the door had rust on it. 

            Also, as one worker cleaned the aseptic line, FDA wrote that “she cleaned from the outside to the inside of the line. She also moved from bottom to top of the equipment she cleaned to include tool carts, the operator’s stand and the paneling along the aseptic line. 

            Further, the 483 stated, as one employee sanitized the garbage can, she placed her whole head and shoulders inside the garbage can, and sanitized it from bottom to top. 

            Regarding aseptic technique, during the sterile fill of calcium gluconate 23%, at the sterile fluids site in an undisclosed room, the FDAers made the following observations: 

· Two employees added stoppers to the stopper bowl and allowed the stopper bags to touch the stopper bowl on May 9, 2007. 

· The mirror over the stopper bowl was observed moving back and forth over the stopper bowl after the addition of stoppers on May 9, 2007. It was observed moving with more vibrations after each addition of stoppers. The mirror also shook in the room when stoppers were added.

· The use of forceps without sanitization or sterile replacement was conducted for over an hour. For example, forceps were used approximately four times to release jammed stoppers in the stopper chute. Also, forceps were used approximately 19 times in one room to manipulate bottles and caps while filling Oxytet. 

The company also was cited because its gowning procedures were not followed. Specifically, SOP states that employees are to sanitize their eyeglasses before gowning and boot ties should not touch the floor while putting on sterile boots. An employee was observed not cleaning his glasses before putting on his goggles. Also, while donning the sterile boots, the ties for both boots touched the ground before tying them around his sterile boot. 

Another example was during a simulated aseptic connection where an employee’s sterile boot ties also touched the floor when he put his foot down to finish tying the boot ties to his sterile boot. 

Next, FDA records stated that “investigations of a failure of a batch or any of its components to meet any of its specifications did not extend to other drug products that may have been associated with the specific failure or discrepancy.”

For example, an incomplete investigation was conducted Feb. 15, 2007. During the sterile fill of atropine sulfate injection, “you switched from using red rubber stoppers to gray rubber stoppers, because the red stoppers would not stay down in the bottles. The investigation did not evaluate other products manufactured with the red stoppers.”

Also, microbiological contamination procedures were not validated to assure sterility of the process. “Media fill for sterile fluids room does not represent worst-case scenarios,” the 483 stated. “The mirror used to see into the stopper hopper shook during production observed on May 9 and 10, 2007. The mirror was not shaking during video of the media fill done on March 27.”

Next, the batch production record (BPR) did not show all interventions during production in order to conduct a thorough investigation. “On May 10, during the sterile fill of calcium gluconate 23%, there were problems with the stopper machine and three bottles of product with stoppers not fully seated traveling on the belt to the unclassified area where they were crimped and packaged,” the FDAers stated. 

Further, “the written stability program does not assure testing of the drug product in the same container-closure system as that in which the drug product is marketed,” the report stated. For example, pyrantel past 19.13% was placed on stability in the primary container-closure system. However, the drug product is marketed in a secondary container-closure system. 

Also, the document noted that batch records do not record the distinctive identification number to identify major equipment to show the specific equipment used in the manufacture of a batch of a drug product. 

“The weigh sheets for raw materials in the solids and liquids production areas do not indicate the unique identification numbers for the balances used to weigh out the materials for finished product formulation,” according to FDA records. 

Also, equipment used in the manufacture, processing, packing or holding of drug products was not of appropriate design to facilitate operations for its intended use. 

“During the walk-through at the main facility, employees had set blue scrapers on the non-lint free clothes. The blue scrapers were then used to move Ivermectin past 1.87% from the mixer into the holding tank.” The sticky mats used to prevent various materials from entering production or pharmacy areas were not maintained properly. Two sticky mats in the pharmacy area of the solid dose room of the main facility had the cover still on, preventing the mat to be sticky. 

Next, the report noted that the responsibilities and procedures applicable to the quality control unit were not followed. “There was no proper documentation from IVX management providing for extensions of OOS investigation deadlines, as required by SOP,” the FDAers wrote. 

In a related observation, annual review of several SOPs was not completed within the timeframe outlined in SOP QA-003 “Annual Review of Standard Operating Procedures” and stated in part A of the firm’s SOPs. 

IVX Animal Health, Saint Joseph, MO, 5/1-15/07, 
Doc. 110005M, $9 plus retrieval. 

Medical devices
CAPA and quality audit flaws cited for HaloSource


HaloSource, Raymond, WA, was the recipient of a three-item 483 because it did not implement procedures for corrective and preventive actions (CAPAs), as well as inadequate quality audits. 


The EIR stated that the firm is a medical device manufacturer of undisclosed sterile products. The product it produces includes biomedical products for wound healing and hemostatis. 


According to the report, written by inspector Nancy Saxenian-Emmons from the Bothell, WA, District Office, “procedures for handling CAPAs have not been defined, documented and implemented.”


The investigator stated: “I asked for the firm’s CAPA procedures and management said the firm did not have an overall procedure for handling CAPAs. Management stated that the firm handles CAPAs separately for non-conformances, deviations, complaints, out-of-specification (OOS) results and internal audits.” 


Management noted that its quality manual discusses CAPAs. However, the inspector reviewed the quality manual and it did not provide procedures for addressing CAPAs as a subsystem. 


Management responded that the firm’s material review board was the governing body charged with assisting quality assurance in handling CAPA actions, according to the EIR. 


“I reviewed the material review board procedure and found it does not provide procedures for handling CAPAs as a subsystem. It discusses how data sources will be handled. However, neither the material specifications and non-conformances procedure or the complaint handling procedure show how from these sources will be analyzed and monitored.”


The FDAer stated that while the firm was implementing CAPAs, they did not “have in place a procedure that covers an overall system for handling CAPAs, including the requirements for verification or validation and the monitoring for effectiveness.”


Also, the 483 stated that quality audits were not conducted at sufficient regular intervals, as prescribed by internal procedures to verify that the quality system is effective in fulfilling the firm’s quality system objectives. 


Specifically, the company was not following its own procedures, such as, internal and customer audit SOPs and conducting audits of all departments on an undisclosed basis. Also, the CAPA system and the internal audit program were not audited in 2005, as required. 


The FDAer asked for the firm’s internal audit schedule for 2005, 2006 and 2007. “I reviewed the schedule and found the firm did not perform the scheduled audits in 2005 of their internal audit program or their CAPA system. I explained to management that the firm’s procedure requires audits of all departments on an [undisclosed] basis. Management agreed and confirmed they have not audited these departments in 2005.”


The inspector also asked if the company had performed their scheduled audit on the internal audit program, and they stated they had not. “The firm admitted it had fallen behind on their audits.”


Next, the 483 noted the company’s complaint-handling procedures for receiving, reviewing and evaluating complaints were not completed. Specifically, “there are no procedures in place for describing how device, labeling or packaging failure investigations will be handled.


The EIR added that the investigator reviewed HaloSource’s procedure, and asked if the firm conducts failure investigations. Management said that they did, and that sometimes the firm’s R&D department located in Redmond would handle and perform the investigation. This depended upon the quality issues involved and that sometimes feedback was required to proceed with a corrective action. 


“Management mentioned that labeling and packaging investigations are generally conducted on-site by QA. They agreed the firm’s procedures did not define what is required for an investigation, or who is responsible for performing the investigation.”


The inspector explained that HaloSource’s procedures also should address R&D’s role when performing investigations and how results will be documented, reviewed and communicated to QA. 


Also in the EIR, the FDAer discussed the firm’s need to keep examples of an undisclosed type of labeling in device history records (DHRs). “I suggested the firm keep samples of finished product on-site and that they address re-audits in their procedures. I also discussed design control issues of future products, in that, if the Redmond facility is performing design control activities…they need to register with FDA.”


She explained that if the facility in Redmond were performing design control activities they would be subject an FDA inspection.

HaloSource, Raymond, WA, 5/8-16/06, Doc. 110006M, $16 plus retrieval. 

Validation design for Medtronic Neurological cited in 9-item 483


Medtronic Neurological, Minneapolis, MN, was slapped with a nine-item 483 because its medical device designs were not validated using production units or their equivalents. The inspection was conducted by investigators Kellie Westerbuhr and Timothy Philips from the Minneapolis, MN, District Office. 


According to the inspection records: “Design validation testing of the Model 8731 Intrahecal Catheter was conducted with catheters manufactured with a process that was different than the manufacturing process eventually used in production. The tip marker bonding process used to build lot N25816 that was tested in the design validation is different than the tip bonding process that was first used in production.”


Next, the 483 stated that processes whose results could not be verified by subsequent inspection and test were not validated. For example, “the manufacturing process planning determined that the tip bonding process was not a special process and did not require validation.”


Further, “a manufacturing process validation study was conducted but the tip marker bonding process used to build the units for the process validation was different than the bonding process that was first used in production.”


The 483 added that production processes were not controlled to ensure that a device conformed to its specifications. Specifically, undisclosed equipment sometimes broke down during the tip bonding process, but “there are no records documenting when the equipment broke down, and the manufacturing procedure was not revised until Dec. 31, 2003,” the EIR noted. 


The EIR stated that CAPAs also were deficient, in that such procedures addressing the investigation of the cause of non-conformities relating to product, processes and the quality system were not implemented. 


For example, Medtronic’s CAPA 747 was closed on June 24, 2004 with a root cause analysis that concluded: “…8731 tip dislodgements will only happen during unusual circumstances. During a typical implant, these dislodgements should not occur.” However, complaints were received that did not support that conclusion, the 483 stated. 


In one complaint dated Dec. 5, 2003, it was noted that the catheter had worked itself out of the intrathecal space. When the doctor wanted to reposition, he found the tip was missing. Another complaint stated: “The 8731 distal portion of the catheter is very prone to dislodging…it took very little effort to dislodge the tip.”


In addition, “changes in methods and procedures needed to correct and prevent identified quality problems are not implemented,” the report noted. CAPA 747 called for preventive action 1755, which included a redesign of the catheter tip and a new product specification defining an undisclosed requirement. The preventive action was not completed. The product specification was not changed, and as a result, the revised manufacturing process was not validation, and not process monitoring was conducted. 


The 483 next noted that not all of the actions needed to correct and prevent the recurrence of nonconforming product and other quality problems have been identified. 

For example, a field corrective action was not conducted until June 6, 2006, to address recurring catheter access port detachment failures in Synchromed EL implantable infusion pumps. There had been 23 cases of CAP detachment as of April 20, 2004. An additional 43 CAP detachments were predicted to occur through April 2009. 

The EIR added that procedures were not implemented to ensure that device history records (DHRs) for each batch, lot or unit are maintained to demonstrate that the device is manufactured in accordance with the device master record (DMR). 

Specifically, traceability cards for some Synchromed EL implantable infusion pumps did not include complete records of operations that were conducted under manufacturing process variances or product review requests. Also, a copy of process variance 1955 was not maintained in the documentation control system, and thus was not available for review during investigation of the CAP detachment problem. 

Finally, the 483 stated that an individual medical device manufacturer report submitted did not contain in Block B a description of the event or problem to include patient follow-up or required treatment. “Specifically, MDR report 6000003320301130 did not include information provided in the complaint that post-operative the patient showed pain in the left leg, which can be related with the remaining tip.”

Medtronic Neurological, Minneapolis, MN, 5/18-22/06, Doc. 110007M, $6 plus retrieval. 
Sterilmed not cited in 
FDA report

Sterilmed, Maple Grove, MN, a reprocessor of medical devices, passed a routine GMP inspection recently that reviewed sterilization validation, cycle data, ETC residual testing and bioburden testing, and no 483 was issued. 


The audit was performed by inspector Ralph Jerndal from the Minneapolis, MN, District Office. 


“Devices are received in standardized plastic totes supplied by Sterilmed and are inspected and sorted into product and status categories per the color coded receiving record. Devices not meeting reprocessable criteria are discarded. The totes are sent out to a vendor for washing and UV contamination,” the EIR stated. 


The initial preprocess sort stage is done one job at a time. Devices that are not approved for reprocessing or are determined to be defective are discarded prior to reprocessing. Job batching traceability includes an exact count and is processed in sequence. 


Some categories of devices receive additional reprocessing treatment, the EIR continued. “Additional cleaning steps are applied to bladed products following sharpening. All these operations are directed by procedures that specify requirements related to the device type cleaning validations. Maintenance of the various soak tanks, including solution changing intervals and maximum numbers of devices processed, are specified and controlled.”


The FDAer stated that he reviewed the most recent sterilization validation done on the process used for trocars. He also reviewed the validation report, cycle data, ETC residual testing and bioburden testing. He found everything to be in order, according to the EIR. 


“The management team holds quarterly quality system reviews. I reviewed the procedure for this function and the meeting agendas for the past three meetings. I also reviewed procedures for analysis of quality system data, post production feedback, internal quality auditing and CAPA. I verified the audit schedule and completion for the past year,” the report noted. 


The investigator noted that reprocessing operations is specific to the designated product family. “Traceability is maintained by a bar code label attached to the history record and the corresponding totes holding the devices. Devices are marked to indicate the number of times each unit has been reprocessed. Three methods are used depending on the product: indelible ink dot, laser etch mark and stick on label,” he stated. 


The FDAer also reviewed the complaint log for all products sorted by device type, then subject code, which were received in the previous year. He selected 19 complaints for detailed review and also reviewed the complaint file procedure. No deficiencies were noted. 

Sterilmed, Maple Grove, MN, 8/16-18/06,  Doc. 110008M, $4 plus retrieval. 


Human drugs
American Hormones warned warned for contamination problems

From Dec. 14-Dec. 29, 2006, FDA inspected American Hormones, Wappingers Falls, NY, which produces human prescription drugs including testosterone lipoderm gel, thyroid (T4/T3) capsules, pregnenolone capsules, DHEA (dehydroepiandrosterone) capsules, and human growth hormone products. During the investigation, the investigator documented serious violations of the Food, Drug, and Cosmetic Act.

The Jan. 10 warning letter and the inspection disclosed that the firm made products from bulk substances that are not components of FDA-approved drugs. The company’s records showed that it produced Pregnenolone SR 100 mg capsules and DHEA (Dehydroepiandrosterone) SR 15mg capsules products, and also compounded hormone therapy products containing estriol.

Pregnenolone, DHEA and estriol are not active ingredients contained in any FDA-approved drug. FDA did not sanction their use in pharmacy compounding and will not exercise enforcement discretion with respect to products that contain these ingredients.

FDA wrote, “Your firm compounds each of these products without an FDA-approved new drug application or an FDA-sanctioned investigational new drug application. As these products are not generally recognized by qualified experts as safe and effective for their labeled uses, they are new drugs and may not be introduced or delivered for introduction into interstate commerce because no approval of an application filed is in effect for them.”

In addition, FDA considered these drugs misbranded because their labeling failed to bear adequate directions for their use.

The inspection revealed that the firm engaged in activities that fall outside the traditional practice of pharmacy compounding and are instead more representative of a drug manufacturer, FDA wrote. Therefore, the drug products were adulterated because the controls and procedures used in their manufacture, processing, packing and holding did not conform to GMP regulations. 

The firm assigned a six-month expiration date to all the drug products without providing supporting documentation or the rationale underlying its decision. In-process checks, including capsule weight variation and adequacy of mixing to ensure that all ingredients are blended to achieve a homogeneous mixture, were not performed.

The firm did not provide evidence to demonstrate that the current practice of cleaning the non-dedicated equipment with alcohol is sufficient to prevent contamination of the drug product. This equipment is used to manufacture several drugs with many formulations.

The company failed to test each batch of drug product for satisfactory conformance to final specifications, including the identity and strength of each active ingredient prior to release. 

The firm also did not have written procedures for production and process controls designed to assure that drug products have the identity, strength, quality and purity that they purport or are represented to possess. The firm had not established critical control and process parameters for any of its drug products, nor had it performed performance qualification on equipment used in manufacturing these drug products. Therefore, there was no assurance that the company could manufacture drug products in a reliable and reproducible manner.

For components accompanied by a certificate of analysis (COA), no identity test was performed and no verification of the supplier’s test results was completed. In the absence of a COA, the firm failed to test each component against all appropriate specifications.
Lyne Labs warned for failure to meet specs, QC

 
An inspection of the drug manufacturing facility at Lyne Laboratories, Brockton, MA, from Sept. 20-Oct. 5 found significant deviations from FDA’s GMP regulations for finished pharmaceuticals. 

Lyne Laboratories, the Jan. 17 warning letter stated, had not thoroughly reviewed the failure of a batch or any of its components to meet any of its specifications concerning whether the batch had been thoroughly distributed. The company had not completed an investigation into the chemical composition and potential patient risk for particulate matter found in Calcitriol Injection. The firm continued to observe the presence of visible particulates in its sterile injectable product after 100% visual inspection. The firm is responsible for the labeling, finished product testing and release of the Calcitriol product and is therefore responsible for investigation of any product failures or discrepancies, the agency wrote.

FDA acknowledged “that this issue was previously brought to your attention during an inspection of your facility in December 2005. Your FDA-483 response dated November 6, 2007, indicates that this investigation is still ongoing. Please provide documentation of these results as soon as possible.”

Lyne’s quality control criteria are inadequate to ensure the removal of all ampoules with visible particulates or charring in the neck during the inspection process, FDA judged. The firm continued to find visible particulates after 100% visual inspection of the ampoules.

Tomita Pharma hit with letter for lab system flaws

The inspection of Tomita Pharmaceutical, Tokushima, Japan, July 31-Aug. 2, revealed significant deviations from GMPs in the manufacture of active pharmaceutical ingredients (APIs). These GMP deviations caused the company’s APIs to be adulterated. In addition, the firm failed to provide copies of documents requested throughout the inspection.

In reference to the company’s laboratory system, FDA noted in the Jan. 14 warning letter that the analyst worksheets were deficient because there were:

· No references to the analytical test methods used;

· No references to the instruments used; 

· No references to the manufacturer's standards and/or the lot number used;

· Unidentified post-it notes with the sample and standard weights and no reconcilability of the batches being tested;

· Weights reported without indicating the gross, tare, or net weight.

This is a repeated deviation from the Aug. 1-3, 2005, inspection of the site. After that inspection, the firm stated that “We will begin to apply the record details of analyst work, calculations and pertinent information in any analyses by the end of this year.”

Laboratory control records should include complete data derived from all tests conducted to ensure compliance with established specifications and standards. This includes the signature of the person who performed each test and the date(s) the tests were performed, as well as the date and signature of a second person showing that the original records have been reviewed for accuracy, completeness, and compliance with established standards.

During the inspection, the FDA investigator noted that at least seven OOS results were found and confirmed by the firm. However, the company failed to continue its investigation of the OOS results outside of the laboratory in order to determine the cause of the results. Although the firm promised corrective action, no documentation and/or written commitment was provided.

Any OOS result obtained should be investigated and documented according to a procedure that includes analysis of the data, assessment of the extent and cause of the problem, allocation of the tasks for corrective actions, and conclusions. Any resampling or retesting after OOS results should be performed according to a documented procedure.

It was noted that the instrument model used for a specific analysis failed to have password control for the analysts and the supervisor. It was observed that the data stored on the computer can be deleted, removed, transferred, renamed or altered.

While the firm’s management stated that they would like to implement certain improvements in order to establish a security system, no documentation or commitment has been provided.

Computerized systems should have sufficient controls to prevent unauthorized access or changes to data, controls to prevent data omissions and assure back-up, and a record of any data change made, the previous entry, who made the change and when the change was made.

During the inspection, the firm refused to provide copies of production records, laboratory records and written procedures requested by the FDA Investigator and Analyst for later review. 
This refusal to provide documents “hinders 
FDA’s ability to perform an inspection and determine your firm’s compliance with GMP requirements. Thus, FDA considers your refusal to provide documents as a refusal to allow inspection.”

Medical devices

Software firm warned for CAPAs and quality audits

During an inspection of ConnexMD, Seattle, WA, which manufactures the EchoConnex Communicator software (Digital-Image Storage and Review) that is used in hospitals, imaging centers and office practices, FDA found the devices were adulterated because the methods used in, or the facilities or controls used for, their manufacture, packing, storage or installation were not in conformity with GMP/Quality Systems rules.

The firm, the Jan. 3 letter stated, could not provide any documented quality audit or CAPA procedures during the inspection, nor has it established management review procedures. Although the company presented a draft document during the inspection that dealt with complaint handling, it was not finalized. 

The company presented to the FDA investigator a list of reported problems received, but there is no documentation of the actual investigation of these problems.

In addition to the above-noted violations, the investigator documented that the firm has not established Medical Device Reporting (MDR) procedures for its device. The failure or refusal to furnish material or information respecting a device causes the device to be misbranded. 
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Inspections


Future drug pre-approval inspections to focus on better communication between FDA divisions


By Joseph Pickett, Managing Editor

















WASHINGTON – The future of the pre-approval inspections (PAI) at the Center for Drugs will focus on enhancing communications between Center for Drugs review divisions, the Office of Compliance and field district offices on application-specific issues, and will better address the roles of the pharmaceutical inspectorate and center specialists on inspections, a Center official told the Food & Drug Law Institute’s (FDLI) Feb. 19-20 meeting on enforcement and litigation,


	Edwin Rivera-Martinez, chief of the Manufacturing Assessment and Pre-approval Compliance Branch at the Office of Compliance in CDER, noted that future PAIs will center on “incorporating risk-based concepts in inspections and sample collections.” He noted that other future changes could include to further refine the categories that would prompt a PAI request from CDER, and clarify the roles and responsibilities of CDER and ORA in the drug approval process. 


	Rivera-Martinez stated that at present, a pre-approval inspection is normally conducted for: 


New molecular entities; 


Priority NDAs;


First three generic applications filed as first generic;


First application filed by an applicant; and


New dosage forms and priority drugs. 	


PAIs also will normally be conducted for original applications, “if the current GMP status is unacceptable or greater than two years,” he said. Other circumstances include in some pre-approval supplements if GMP status is unacceptable, for treatment INDs, or for the clinical supplies manufacturer, if warranted, to protect patients or public health. 


Potential inspection categories for a district decision to inspect are the top 100 most prescribed drugs, first generics filed beyond the first three received by the Office of Generic Drugs, and other standard NDAs and supplements beyond those assigned by CDER. 


These policies exist, he noted, “to provide FDA field offices with greater flexibility in determining if a PAI is necessary, based on most current knowledge and GMP status of an establishment.” They also encourage more field involvement with selection of firms and applications for inspection, he said, and “to leverage pre-approval resources, where practical, for post-approval and GMP coverage.”


A decrease of PAIs allows for resources to be better used for systematic GMP inspections and for examination of post-approval experiences as well as other district priorities. 
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Individuals always named in consent decrees; practice strongly founded in case law


By Joseph Pickett, Managing Editor


WASHINGTON – FDA always names individuals in civil consent decrees against negligent manufacturers, and case law strongly supports personal responsibility and accountability, according to Annemarie Kempic, Associate Deputy for Litigation within the Office of the Chief Counsel (OCC) at FDA, who spoke here Feb. 20. 


	Individual liability is key, she said at the Food & Drug Law Institute’s (FDLI) Feb. 19-20 meeting on enforcement and litigation, because “corporations act through their agents.”


	“The most effective way to improve corporate behavior is to enforce the law against corporate agents. The U.S. Supreme Court has upheld the principle of strict liability for those in responsible positions in a corporation.”


	She noted that the deterrent effect of this policy is strong: “If corporate agents anticipate potential for being named as defendants in an injunction, they will act to prevent problems from occurring or correct them promptly and effectively.”


	A typical consent decree involves an initial shutdown until the problem is corrected. It may require audits and for experts to be retained. Often FDA will conduct a follow-up inspection to ensure they are satisfied that problems are corrected. 


	A company under a consent decree, she noted, has an ongoing obligation to not distribute violative products in interstate commerce. There may be periodic audit and reporting requirements, and the decree “may contain timelines for fixing subsequent problems found in an audit and to submit a report to the agency,” Kempic said. 


	Restitution and disgorgement of profits have been typical aspects of many consent decrees since the 1990s. Monetary payments are issued under the court’s equitable authority. Some disagree with the use of this remedy, but the courts mostly have supported it. 


	In restitution, monies are distributed to the wronged party – normally the consumer. In disgorgements, however, the money goes to the U.S. Treasury. 


	Kempic stressed that restitution and disgorgement are not penalties, but are to act as deterrents. This motivates companies to correct problems because they will need to forfeit money made by selling violative products and fix underlying problems. 


	Factors that can encourage the use of restitution and disgorgement are:


Long history of violations; 


Resistance to corrections;


Sold manufacturer of critical drug or device; and


Agency many also seek in contempt proceedings. 


The agency views restitution and disgorgement as non-punitive and fair, because a firm does not get to profit from the sale of products that violate the law. 


The typical stages that companies go through when experiencing a consent decree, added David Chesney, VP at Parexel Consulting, are: 


Denial – “This will never happen, FDA changed the rules…”


Resistance – “This cannot be happening in this company…”


Exploration – “What are we going to do, how is this going to work?”


Commitment – Putting personnel and systems in place to attack the issues. 


“This progression is nearly universal, though the timeline may vary somewhat,” he said. 


Chesney said most consent decrees provide for two roles for consultants  – the expert and the auditor.  It may or may not be the same person or company. 


The normal duties of the expert are to initialize the engagement and to provide a broad based assessment of compliance status through audit. Another duty is to certify whether the defendants’ operations are in conformity with specific sections of the decree. 


The job of the auditor, he continued, is “subsequent to the completion of the expert’s audit and opinion, to conduct compliance audits at specified intervals and scope, and provide his/her opinion as to the compliance status of the defendant company.”


The auditor normally re-audits annually and continues for a period of at least five years. 


Chesney stressed that industry should “verify that the consultant has sufficient experience in the regulatory and technical issues at hand.” Also, the consultant should have enough qualified personnel to conduct decree-mandated activities. 


The company should establish an internal consent decree steering committee to interface with the consultant and to manage the company’s audit responsibilities. Also, establish communication forums to ensure correct understanding of the consultant’s findings. 
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( The Checklist — Medtronic


( Device designs not validated


( Process results not validated








	





( The Checklist — Sterilmed


( No deficiencies noted








	





Bragg pointed out that GMP, QSR, CAPA [corrective and preventive actions] and MDRs [medical device reporting] continue to be the focus of device warning letters. 
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Discovery generally is limited to document requests. “Subpoenas and dispositions may be granted by the judge upon written request and showing of need/good cause,” he said. 
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Analysis of 483s/EIRs for GMP


validation issues


By Joseph Pickett, Managing Editor











( The Checklist — IVX Animal Health


( Contamination procedures not followed


( Gowning procedures not followed








	





( The Checklist — HaloSource


( CAPA procedures not fully followed


( Quality audits not performed on schedule








	





( Warning Letter Analysis — 


Details of key FDA warning letters released in February 2008 that contain citations for validation issues. �By Rebecca Mashaw











