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Legislation

Dingell discussion draft requires inspection prior to importing any drug or device to U.S.;  FDA disagrees

By Joseph Pickett

Managing Editor


The Food and Drug Administration Globalization Act of 2008 by House Energy and Commerce Committee Chairman John Dingell (D-MI), would require “an initial inspection before…any drug, active pharmaceutical ingredient, Class II or III device, or device part to such a device” is sold in the U.S, according to a discussion draft issued April 17.


According to the draft, this section requires domestic and foreign drug and device establishments to be inspected every two years. Current law requires only domestic drug and device establishments to be inspected every two years. 


FDAers already have concerns with the sweeping nature of the measure.  CDER Director Janet Woodcock, M.D., testified before the committee May 1: “FDA cannot rely on inspection as its primary means of ensuring product safety. Any legislation should build in safety measures to address risks throughout a product’s life cycle and focus efforts on preventing problems first, and then using risk-based interventions to ensure preventive approaches are effective, coupled with a rapid response as soon as a problem is detected.”

Besides, Woodcock said FDA is attempting to ramp up foreign inspections under its existing authority, but that it is not the sole answer to increased safety.  

Regarding inspections, she did note FDA conducted more foreign inspections in FY 2007 than any other in the agency’s history. For example, in FY 2007, FDA conducted 332 inspections of foreign drug manufacturers, compared to 260 in FY 2004, 266 in FY 2005, and 212 in FY 2006. 

“We plan to conduct 500 in FY 2009,” she promised. “While, inspections are an important component of the agency’s systematic approach to ensuring the safety of imported medical products, they alone cannot fully address these challenges.” 

The proposed legislation also contains a section that states that a drug should only enter the United States through a port of entry that is located in a metropolitan area with a federal testing laboratory, unless the party offering that drug for import provides documentation demonstrating compliance with applicable requirements pertaining to identity, strength, quality, purity, approval, listing, labeling, and registration. 

Another section of the proposed legislation states: “A drug shall be deemed adulterated if, upon request, the manufacturer of the ingredient and of each drug that contains that ingredient does not have adequate documentation to establish where the ingredient was made, that the ingredient is not adulterated or misbranded, that the ingredient will perform in accordance with specifications, and is not contaminated.”

Regarding regulation of import activities, Woodcock added: “Our Action Plan for Import Safety calls for increased FDA and Customs and Border Protection (CBP) cooperation, including the development of interdepartmental procedures for clearing and controlling shipments at ports-of-entry, co-locating FDA and CBP at locations to improve coordination and efficient use of resources, and greater import information sharing between FDA and CBP through new technology applications,” she testified. 


The next part of the draft calls for FDA to “assess and collect an annual registration fee for domestic and foreign drug and device establishments for the purpose of defraying the costs of inspecting establishments registered to ensure that such establishments are in compliance with requirements of this Act.”


Woodcock commented in her testimony: “While FDA is supportive of user fee programs in which regulated industry provides funding for additional performance and efforts or programs designed to recoup the costs of regulatory actions resulting from findings of violations (such as re-inspections), [we] will carefully review any proposed user fee program to ensure that it is being assessed against identifiable recipients of special benefits derived from federal activities beyond those received by the general public.”


Added Rep. Frank Pallone (D-NJ) during the May 2 hearing: “FDA’s need is so great, there is going to be a need for user fees in addition to whatever is appropriated.” 

Billy Tauzin, president of the Pharmaceutical Research and Manufacturers of America (PhRMA), noted during his testimony that having a secure drug supply chain is as important as increased foreign inspections.

“Our current system is by and large a ‘closed’ distribution system and even with such a system, from time to time counterfeit and tainted products surface, and the public health could be placed at risk. Domestic challenges thus remain great. These challenges would, however, be multiplied exponentially by the added complexities and burdens of an expanded international supply of drugs from various wholesalers and pharmacies,” he stated. 

Tauzin said that Congress “should reject proposals, such as proposals to legalize prescription drug importation, which would further strain and compromise the FDA’s ability to protect Americans from potentially dangerous counterfeit medicines and maintain the current ‘closed’ distribution system.”

The PhRMA president had praise for a related bill, H.R. 5839, “The Safeguarding America’s Pharmaceuticals Act of 2008,” sponsored by Rep. Stephen Buyer (R-IN), which calls for anti-counterfeiting technologies for prescription medicines based initially on the potential risks posed by counterfeiting and diversion of such products.


He stated: “It is important to recognize that any requirement to apply electronic technologies to prescription drug products will necessarily need to be applied using a phased approach, both in terms of the scope of products selected, and phased across all partners in the prescription drug supply chain.”

In PhRMA’s view, any legislative or regulatory requirements to authenticate products and pass pedigree information should be uniform, should apply to all parties in

the pharmaceutical supply chain, and should recognize the recent federal requirement 20 for a standardized numerical identifier, Tauzin said. 


AdvaMed President and CEO Stephen Ubl testified regarding the user fees in the discussion draft that inspections are a core function of FDA and funding should come from appropriations, not industry fees. The draft legislation would impose an additional facility registration fee and a $10,000 importer registration fee. 

“Many of our members, particularly small companies, do not have foreign facilities, yet through their fees they would effectively subsidize inspection of foreign companies exporting their products to the U.S.,” Ubl said.  

Meanwhile, the Senate May 22 passed an amendment to a war funding bill that earmarked an additional $48.5 million to CDER and related field activities in the Office of Regulatory Affairs, and $23.5 million to Center for Biologics. 

 

The Senate supplemental appropriations bill also would add $26 million to the CDC’s budget, of which at least $5 million must go to responses to outbreaks of communicable diseases, including genetic sequencing of those who potentially have been exposed to such diseases.

Documents pertaining to the bill are at http://energycommerce.house.gov/FDAGlobalAct-08/index.shtml 
Inspections/IT
FDA policy, IT limits failed in Baxter audit of Changzhou SPL
By Joseph Pickett
Managing Editor

Baxter International did not send an inspector into the Changzhou SPL plant until February 2007, the inspection lasted only one day, and Baxter stated the plant was GMP compliant.

FDA’s February 2008 inspection – which ensued only after contaminated heparin sourced from China was cited in injuries and deaths -- lasted several days with a team of auditors, and found GMP violations so serious that the plant was barred from importing drugs into the U.S. until it passed a re-inspection, according to David Nelson, a senior investigator for the Committee on Energy and Commerce.
He testified at an April 29 oversight hearing that the role of corporate due diligence cannot be relied upon to uphold the safety of imported drugs and APIs into the U.S. 

He said Baxter’s grade in its inspection would be “incomplete, bordering on failure.”


Nelson testified that Baxter’s audit found only one GMP issue regarding microbial limits testing, which the plant addressed. It also was found that Baxter relied on Changzhou SPL staff to translate documents, and that the firm failed to look closely at the plant’s supply chain. 


The scope of the audit essentially was the same as the one later conducted by FDA, he said -- to ascertain GMP compliance status. “It appears that the areas examined were same as those looked at by FDA, including incoming materials, warehouse, packaging, stability QC, lab operations, and QA process,” he said. 

The Congressional investigator also testified that the Changzhou SPL plant was not tested earlier by FDA because the pre-approval inspection policy was abandoned. 

“If that had not happened, a 2004 inspection would have occurred before permitting products into U.S.,” he said.

Nelson also revealed exactly how the plant was not inspected due to a clerical error. 

He said that it was optional for the inspection to take place, but a clerical error by an official in charge of foreign inspections made it appear in an outdated computer system to have been inspected in last three years. 

This person has since resigned, Nelson said, but the problem was really the out-of-date IT infrastructure that allowed the wrong plant to be inspected. The system allowed three correct ID numbers to be ignored. The person using the system focused only on the name, due to knowing the system was inadequate, thus leading to the wrong plant being inspected. 

However, the person who made this clerical error has said that if he had the same information on the plant and had not made the error, he still would not have sent out inspectors to the plant to inspect, said Nelson.

Nelson asked: “The critical question is: Why does CDER policy permit an option of an inspection to determine whether a plant coming online is capable of producing material? The current system ignores that the plant is in China and that it is an area that is known to have poor GMP compliance.

“The plant that was mistakenly inspected had no heparin history of production. How could this not have raised questions? There seems to be no account for fact that raw material was going to go into a process that was sterile and for critical use. There should have been special care in this case for sterile products at end use. The person involved was not aware of the possible contamination, but the fact is that there is some risk and someone should have been sent over. “

Nelson further pointed out the inadequacies of FDA’s drug import verification systems. There are 321 ports of entry into the U.S., with only 90 inspectors roughly that can inspect heparin shipments. 

In his review of data entry reviewers in San Francisco, they each had about 1,000 entries per day. They had to decide in 30 seconds which shipments should be inspected. “The chance of human error is increased when there is not an adequate import alert.”
















Human drugs

Berna Biotech cited for faulty media fill procedures


Berna Biotech, Berne, Switzerland, was hit with an 11-item 483 following a recent FDA inspection due to problems with its media fill procedures. Investigator Cynthia Jim from the Center for Drugs in Rockville, MD, conducted the audit. 


The report stated that Berna Biotech is a vaccine manufacturer. Only the 483 was available at press time. 


“Aseptic connections are performed during routine production of the formulated trivalent bulks,” the 483 stated. The SOP for these operations did not specify that these connections be stimulated. Media fill run lots were limited in the number and scope of aseptic connections. “In addition, this procedure does not define interventions performed during media fill studies,” FDA stated. 


Next, the 483 stated there were other live virus manufacturing operations being performed where the production area for inactivated influenza virus vaccine was located. 


Further: “Even though there are separate air handlers and equipment exiting the live virus manufacturing area, the operations occurring on the…floor share a common cleaning and preparation room on the…floor; a common area for initial operator gowning; and common hallways for movement of materials and personnel.”

( The Checklist — Berna Biotech

( Media fill procedures flawed
( Vendor audit program lacked re-auditing

It was not clear that all possible routes of cross contamination between the live, attenuated viral vaccine production areas and the area being used for inactivated influenza virus vaccine manufacture were addressed. 


For example, the 483 stated, not all equipment located on the floor where operations occurred was unambiguously identified as being dedicated to live virus production versus inactivated vaccine production operations. 


“Retained samples of a live virus from previous production operations for measles, mumps and rubella virus are stored in [undisclosed] freezers located throughout the common hallways serving both attenuated live viral production areas, and the newly renovated inactivated influenza virus vaccine production area,” the report added. 


Also, validation studies performed to support the acceptability of an undisclosed process did not include a viral challenge sample in the personnel air locks opening directly to the shared corridors.


In addition, FDA documents noted that final lot-release decisions made by the qualified person were not based on a review of all batch documentation, deviations and investigations generated during production of the bulk antigen monovalent lots. 


Further, the report stated there were problems with the specifications in the agreement between Berna Bitech and an undisclosed firm related to manufacturing operations for the inactivated influenza virus vaccine conducted at an undisclosed location. 


“There are no specified prohibitions of the species of bioburden present in the process stream at the time of manufacture by the [undisclosed]…In addition, the IND holder does not receive any additional characterization of the upstream process operations conducted at [undisclosed] beyond the vendor’s summary of production and certificate of analysis,” FDA documents stated. 


Also, there was no specified upper limit for bioburden for the upstream processing performed or information communicated to Berna Biotech. “The only information related to bioburden loading during upstream operations, which could affect final product quality was the testing of endotoxin content as a surrogate indicator.”


During the 2004 vaccine production season, endotoxin values for monovalent bulks received ranged from below detection limit to a couple of lots that reached nearly 100 FU/ml. The results from the past year, the report added, were within the written specification, but were not reflective of historical process experience. 


Further, regarding the vendor audit program, “there are no provisions for periodically re-auditing critical vendors after the initial qualification is granted, unless there are specific internal complaints against the vendor,” the 483 stated. 

Next, concerning production buffers and excipients, there was no data available to support an undisclosed expiration dating period for buffers and excipients that were used on multiple occasions during production of monovalent and trivalent lots. Also, a certain type of undisclosed testing was not performed prior to release of the buffers and excipients.


For example, one process provides the inactivated monovalent whole virus bulks for purification and production of the virosome influenza virus vaccine trivalent bulk at Berna, but Berna Biotech will not be scheduled to perform another audit under the current SOP. 


Also, no deviations were generated, nor investigations performed, per SOP “Handling of Technical Complaints” for the three temperature excursions noted during shipping that were above the specified storage conditions, FDA stated.  


Regarding equipment cleaning, the report noted that qualifications of personnel performing an undisclosed type of cleaning of product contact equipment was not performed as part of SOP “Hygiene on Product Contact Surfaces.”


FDA also said a validation report for an undisclosed type of tank used for monovalent, trivalent formulation and trivalent shipment did not include an evaluation of cleaning capabilities to remove dried product on soiled equipment, or potential worst-case product contact locations in these tanks. 


In addition, “the SOP does not specify the maximum time that equipment can be held prior to initiation of cleaning,” the 483 noted. 

Berna Biotech, Berne, Switzerland, 11/8-10/04, 
Doc. 110035M, $5 plus retrieval. 
Medical devices

Pulse Biomedical hit with 6-item 483 for design change flaws


Pulse Biomedical, Norristown, PA, received a six-item 483 because the firm failed to complete and follow procedures for the identification, validation or verification, review and approval of design changes. 


The investigation of the medical device manufacturer was performed by investigator Edward McDonald from the Philadelphia District Office. 


“The QRS-Card design change from a standard USB interface to a Bluetooth patient PC interface has not been documented according to established design control procedures. There is no evidence the design change has been validated and verified, reviewed and approved before implementation,” according to the 483. 


The EIR stated the inspector asked management if he could review the firm’s design control records for the change from a USB to a Bluetooth QRS-Card. There were no such records documenting this change, and the Blue Tooth design changes were not listed in the engineering change orders (ECO) log. 

( The Checklist — Pulse Biomedical

( Design changes not validated
( Document control procedures not reviewed

Management did explain, however, that the company was in the process of designing and developing a QRS-Card with Bluetooth technology. “He explained that the current QRS-Card with Bluetooth is the QRS-Card USB with a piggyback Bluetooth PCB hard wired into the card. He stated that this manufacturing step is conducted during assembly of the QRS-Card.”


The EIR added that management agreed with the observation and explained that they would no longer manufacture or distribute a Bluetooth technology on a modified PCB. 


Next, the 483 stated that the device master record did not include or refer to the location of all specifications. 


“During the inspection, I asked management if I could see the device master record for the QRS-Card PC ECG Machine with Bluetooth technology. They stated that they did not have a device master record for this device,” McDonald wrote in the report. 


He asked the firm if they followed the established procedures describing the responsibilities for establishing device master records for their products. They replied “no.” He also asked if they had component specifications for each of the parts on the bill of materials. They also said “no.” “I explained that each medical device is required to have a device master record,” the EIR stated. 

Next in the 483, complaint-handling procedures were not implemented. 


“Customer support records concerning the use of the Holter software identified as ‘Holter ECG’ were not handled in accordance with the firm’s established complaint procedure,” the 483 noted. 


During the audit, the EIR continued, McDonald asked if he could review the firm’s customer complaint procedures. He was provided with a copy of the procedure titled “Customer Complaint Recording.” He reviewed the procedure and asked if he could see their customer complaint records from 2006 to present. McDonald was given a document that had an undisclosed number of customer issues. He was told that only some of the customer problems were classified as a complaint. McDonald then was told that the complaint procedures were not followed. 


“Management provided copies of records concerning this complaint and stated that this is the only information or documentation concerning this complaint. He stated that the complaint was not processed according to their procedures,” the FDAer stated. 


Next, McDonald reviewed their technical support records for the same time period. “A review of the technical support records noted a trend associated with the Holter software on the cardiology suite software. I noted that there were [undisclosed] customer problems with file corruption and/or losing ECG data. I explained that a review of the support records all indicate data download problems. I asked why these were not classified as complaints, since the Holter software was not working as required. Management stated that they did not know why.”


Management promised to review customer support records and if necessary process them as customer complaints in accordance with their established procedures. “I noted that customer complaints are a very useful tool to identify trends or similar complaints that may require corrective action or preventative actions,” the EIR stated. 


Next, “documents were not reviewed and approved by the person designated in document control procedures,” the 483 stated. 


Specifically, all operating procedures were not approved by the designated personnel prior to dissemination and use. 


During a review of SOPs, it was noted that several were not approved by the president of quality assurance, engineering and marketing. Management did not have another copy with the appropriate approvals. 


Management stated that they would remove the signature approvals and base the document approval on the change record, which is approved by a “responsible person.” “Management stated that the company is small and does not need all of these approvals,” the EIR stated. 


Further, documents were not reviewed and approved by the person designated for document control procedures. “All operating procedures have not been approved by the designated personnel prior to dissemination and use,” the EIR stated. 


During the 483 meeting, management told McDonald that they agreed with the observation but that the documents were never meant to be approved by four people. They said that the approved section would be removed and the documents would be approved by one person. “Management stated that the company is very small and does not require numerous approvals to review and communicate the SOP.”

Pulse Biomedical, Norristown, PA, 2/9-27/07, 
Doc. 110036M, $6 plus retrieval. 

Biologicals
Quality SOPs trip up Sanofi Pasteur


Sanofi Pasteur, Swiftwater, PA, was hit with a 12-item 483 that outlined several SOP flaws in the company’s quality system.  


The report was written by investigator Cynthia Jim of the Center for Drugs headquarters in Rockville, MD. 


“SOP titled ‘Schematic Outline of Production Procedures and Quality Control Testing for Influenza Subunit Virus Vaccine, No Preservative,’ allows for the inactivation step to be repeated in order to correct a virus inactivation failure…there is no data to support the cumulative re-inactivation process at both stages. The firm has not released product manufactured under the [undisclosed] process. Studies are currently being conducted to evaluate the stability of monovalent concentrate bulks that have been re-inactivated,” the report stated. 

( The Checklist — Sanofi Pasteur
( Quality SOPs generally inadequate
( QA review did not include proper reviews

Also, data from in-process test samples were pulled during various processing steps for information collection purposes. “The data are currently used as additional information during an investigation of a failed intermediate specification and informally to evaluate the overall performance of the manufacturing process. However, there are no formal procedures in place on how to proceed when tests results fall out of inspected data trends,” the 483 stated. 


Regarding SOP J003627, Microbial Trending of Routine Environmental Monitoring Results, annual trending of microbial data obtained from routine environmental monitoring results is required. Trend information is used to evaluate and establish the status or pattern of the program, but the year 2003 report was still in draft form during the audit, and had not been approved, FDA documents noted. 


Next, the 483 stated that quality assurance review of batch production records did not include an evaluation of the sterilization record for sterile product contact equipment used in the manufacture of influenza virus vaccine. 


Further, “manufacturing personnel collect environmental monitoring samples and perform personnel monitoring on themselves without routine quality oversight,” the report added. 


Next, there, concerning production buffers and excipients, there was no data available to support an undisclosed expiration dating period for buffers and excipients that were used on multiple occasions during production of monovalent and trivalent lots. Also, a certain type of undisclosed testing was not performed prior to release of the buffers and excipients.  was no procedure in place to trend environmental monitoring excursions for personnel working in aseptic areas. “There is no system in place for re-qualification for personnel that exceed monitoring limits multiple times,” the FDAer wrote. 


Regarding the quality control laboratory, the report continued, there was no procedure in place to limit storage time of sterility samples and no studies to support length of time samples were held prior to testing. Also, “action limits were established for routine monitoring of the water system, but there were no alert limits established.”

Sanofi Pasteur, Swiftwater, PA, 3/14-18/05, 
Doc. 110037M, $4 plus retrieval. 


Human drugs

Heparin manufacturer warned for failing to remove impurities

Changzhou SPL, Changzhou, China, which triggered a major international crisis regarding the safety of heparin and exposed FDA and drug manufacturers to heightened oversight from Congress, failed to adequately address issues cited in an agency inspection, received a warning letter in April that cited serious GMP problems. 

These findings came a year after an inspection of the plant by the firm’s owner Baxter International that found only one minor GMP problem.  At least 700 deaths have been reported with China-sourced heparin worldwide, and about 81 in the U.S.  
According to the April 21 warning letter, Changzhou SPL, which made the APIin the contaminated heparin, responded to FDA on March 17 and April 15 and both times, the agency wrote, “some corrections appear to have been implemented and you have promised that others will soon be implemented. However, your response does not adequately address some of the deficiencies.” 

There was no assurance that processing steps used to manufacture heparin sodium, USP, were capable of effectively removing impurities. “Our inspection disclosed that your firm lacked an adequate evaluation of the effectiveness of critical processing steps designed to remove impurities, and critical process parameters were not well defined or controlled,” FDA stated. “The inspection also found that an impurity profile has not been established for the heparin sodium API.”

Although the company responded that it had conducted two successful process validation studies, those studies “failed to determine whether the process was capable of adequately removing identified and unidentified impurities. Your response does not include data to demonstrate that your process will consistently remove impurities, and your firm continues to lack established impurity limits for the API,” FDA stated. The agency requested “data from validation studies that assess whether the process is capable of consistently removing impurities, and your evaluation of the reliability of the controls used to establish and monitor performance of the processing steps.”

In its response, the company stated that the current testing regimen for heparin sodium is consistent with industry practice reflected in the ICH Q7A Guidance (Laboratory Controls, Testing of Intermediates and APIs) which states that “Impurity profiles are normally not necessary for APIs from herbal or animal tissue origin.” 

However, FDA wrote:  “The ICH Q7 A Guidance states that appropriate specifications should be established for APIs, including for control of impurities. Your firm failed to establish appropriate specifications for identified and unidentified impurities for the heparin sodium API. Your firm also failed to perform adequate tests to detect impurities in this API.” Further, FDA noted, “the mere fact that it is difficult to isolate and identify impurities is insufficient rationale for not establishing appropriate specifications for, and routinely monitoring, impurities during production.”

FDA also cited the company for failure to “have adequate systems for evaluating the suppliers of heparin crude materials, and the crude materials themselves, to ensure that these materials are acceptable for use.”

The inspection found that Changzhou SPL received lots of material from an unacceptable workshop vendor that were used in the API. The firm acknowledged inadequacies in its supplier qualification efforts. “Your firm accepted and used heparin crude material from a supplier that you had preliminarily determined was unacceptable,” FDA noted. 

“Furthermore, after your firm determined that the supplier was not acceptable, your firm failed to take any corrective action with respect to the processed raw material.” The agency stated that the company’s “vendor qualification program should provide adequate evidence that the manufacturer can consistently provide reliable and safe materials. It is your responsibility to ensure that raw materials received are suitable and approved by the quality unit prior to use.”

The test methods performed for heparin sodium USP have not been verified to ensure suitability under actual conditions of use, FDA stated. The inspection found that the company had “failed to conduct adequate verification of USP compendial test methods as applied to the production of your firm’s API. The data you provided in your response did not include information about the suitability, accuracy and detection limits of certain test methods for API, such as the protein test method, used by your firm. There was no indication from these data that your firm’s test methods could reliably detect and quantify the presence of proteins in the finished API.” 

FDA disagreed “with your assertions that verification is not required for those USP test methods used by your firm. In accordance with [GMPs], analytical methods should be validated unless the methods used are included in a relevant pharmacopoeia or other recognized standard reference. If the method is a compendial method, verification of the methods should be conducted to determine that the method is suitable for its intended use under actual conditions.”

Further, FDA observed, the ICH Q7A guidance states clearly that “the suitability of all testing methods used should nonetheless be verified under actual conditions of use and documented. Thus, although it is not necessary to validate USP test methods, it is necessary to verify that these USP methods are suitable for the specific conditions of use.”  

FDA also found that equipment used to manufacture heparin sodium USP is unsuitable for its intended use, the letter stated. The equipment tanks used in the final step “were identified as clean. However, unidentified material was observed adhering to the inside surfaces of tanks. It was also observed that surfaces of the tank were scratched, not smooth. In addition, the cleaning method used for cleaning these tanks was not qualified.”

The agency stated that there should be “written procedures for cleaning of equipment. Cleaning procedures should contain sufficient details to enable operators to clean each type of equipment in a reproducible and effective manner. Acceptance criteria should be established and cleaning procedures should be defined and evaluated.”

The company noted that the tanks used in the final step will be replaced and equipped with lean-in-place system and an automated level reader. 

The inspectional observations “indicate significant deficiencies in your overall quality system,” FDA wrote. “There should be a quality unit that is independent of production and capably discharges quality assurance and quality control responsibilities. Please respond to the FDA with your corrective action plan to address the above concerns with respect to your quality system.” 
Merck failed to investigate unexplained discrepancies

FDA investigators at Merck’s West Point, PA, plant “documented significant deviations” from GMPs in the manufacture of several products at Merck’s West Point, PA, facility, including Liquid PedvaxHIB, RECOMBIVAX HB, ProQuad, Gardasil, VAQTA and COMVAX. 

Merck, the April 28 warning letter stated, failed to “thoroughly investigate any unexplained discrepancy of a batch or any of its components to meet any of its specifications” and to extend the investigation to other batches of the same drug product and other products that may have been associated with the specific failure, FDA wrote. The company submitted a Biological Product Deviation Report to FDA in October 2006, due to Varivax III being out-of-specification at the two-month stability time point. 

Merck’s investigation concluded that the failure was due to leakage into the vial headspace during shipment; however, Merck did not test other potentially affected products such as ProQuad to determine if there were any similar detrimental effects on these products.

The investigations of numerous customer complaints about over-pressurization of vials did not address certain possibilities as the reason for the problem, nor consider the possibility that the packing method might not be functioning as validated.

Although several lots of lyophilized product and liquid products were filled during a specific time of receipt and use, only lots of product in which fibers were observed during filling were quarantined and assessed. Not all lots of product that may have been affected by fibers being shed were assessed.

Product lots that failed the initial visual inspection for critical defects were not thoroughly investigated. Two MMR II lots failed the critical defect category and no investigations were performed. These lots were subsequently distributed.

Merck failed to establish adequate written procedures describing the handling of all written and oral complaints regarding a drug product. An SOP directs that a lot history be performed for the final finish lot number; however, complaints such as leaking vials/syringes and various container/closure defects would be associated with a fill lot number, which may be associated with several final finish lot numbers.

Merck failed to assure that there were written procedures for production and process controls to ensure that the drug products had the identity, strength, quality and purity they purported to possess, FDA wrote. A validation performed in December 2006 was not representative of the actual automated inspection process for detection of defects, in that there was no assessment of acceptably filled vials. Process control limits were not evaluated and re-established for filling line defects for Zostavax as required by SOP. 

The company failed to assure that equipment used in the manufacture, processing, packing and holding of a drug product was calibrated, inspected or checked according to a written program designed to assure proper performance. The reject set testing allows high rates of known rejects to be accepted by the equipment. In addition, the first time non-accepts are sent back through the equipment and only those rejected a second time are discarded.

FDA wrote that the company failed to exercise appropriate controls over computer or related systems to assure that changes in master production were instituted. There was no documentation to support software manufacturing changes used in the manufacture of two lots of Gardasil.

Further, FDA charged that Merck failed to establish test procedures or other laboratory control mechanisms designed to assure that drug products conform to appropriate standards of identity, strength, quality and purity and to assure that any deviation from the written test procedures or laboratory control mechanisms was recorded and justified. During review of atypical process reports (APRs), QA release personnel may edit the number of occurrences calculated by the software—a practice not addressed in the product release SOP and that had been used inconsistently. Another procedure did not direct that any anomaly concerning the product or sample preparation, such as leaking vials or test canisters, over-pressurized vials or particles, be documented on the testing worksheet. The procedure only addresses foreign material in test media and the inability to reconstitute lyophilized product. 

Additionally, significant deviations in manufacture of bulk drug substances and drug components were observed during the inspection, FDA wrote, which cause Merck’s bulk drug substances and drug components to be adulterated.

The company failed to assure that there were written production and process controls designed to assure that the drug products have the identity, strength, quality and purity they purport or are represented to possess. One SOP allowed for a maximum of three re-dispensing operations prior to filling. There had been no stability studies initiated for re-dispensed bulk.

The tanks used for media challenges to support the post hold were not equivalent to the PedvaxHIB processing tanks. 

Failures were not fully investigated and documented, nor extended to other batches as appropriate. Merck failed to quarantine numerous process intermediates associated with the use of filter membranes that were identified to cause foaming during filtration. This foaming was found to be associated with leaching into process intermediates used to further manufacture MMRII, PedvaxHIB, VAQTA and VARIVAX product lots.

The company’s investigation into leaks discovered during recharge for a lot concluded that the leaks resulted from a small hole and there was no impact “due to the isolation of the leak and immediate remediation of the leak.” Attached to the investigation was an unsigned and undated chronology of events, estimated to the second. This information was derived from a notebook maintained by the production operator. However, these pages from the notebook are no longer available.

An APR dated 8/24/2006 was issued for the sterility failure of a Pedvax bulk lot. The investigation failed to assess a recent change in the SIP cycle. The validation of this SIP change was subsequently implicated during investigation of the failure of a media challenge, which led to the recall of several PedVaxHIB and COMVAX lots.

Laboratory controls do not include scientifically sound and appropriate specifications, standards, sampling plans and test procedures designed to assure components and products conform to appropriate standards of identity, strength, quality and purity, FDA charged. There had been no evaluation of the stability of certain measles, mumps and rubella drug components over the multiple year storage and use periods. Existing stability data for the drug components were limited to potency of the vaccine components and sterility testing.

Written procedures for the use of cleaning and sanitizing agents designed to prevent contamination of the facility were incomplete. In addition, written procedures were not followed for the maintenance of equipment used in manufacture, processing, packing or holding. 

FDA wrote that Merck “failed to assure that container closure systems provide adequate protection against foreseeable external factors in storage and use that can cause deterioration or contamination of bulk drug substances and sterile solutions used in production.” One study did not include an assessment of the effect of storage conditions. This container/closure is used for bulk drug substances including PedvaxHIB, RECOMBIVAX and other products.

Validation studies have not been conducted to assure container/closure integrity of sterile filtered solutions used in the manufacture of vaccines.

Merck submitted a written response dated Feb. 15, which addressed the inspectional observations on the 483. FDA noted that the “response(s) did not provide sufficient detail to fully assess the adequacy of the corrective actions” and requested further clarification on several items. The agency further requested “a meeting with you and other senior management at Merck to further discuss the issues cited in this letter and your proposed responses to address them.” 

lot were discarded from production without subjecting the media to sterility testing to determine the extent of the contamination. The retained sample for filling of a media lot was not tested for sterility.

In 2005, six Rabies Vaccine lots intended for use in Rabipur were found non-sterile; four were linked to contamination of media. The failure investigation was closed in January 2006. Corrective actions were recommended and several were implemented, but final correction was not implemented until January 2007. From January 2006 to January 2007, two media lots were found to be contaminated and two RabAvert vaccine lots were linked to contamination of a media lot.

Three rabies vaccine batches that failed viable rabies virus testing after the virus inactivation process were rejected and the firm suspended production of rabies vaccine in February 2007. The investigations were incomplete because they did not identify a root cause for the virus inactivation failures and did not include an evaluation of the cleaning processes and procedures for product contacting equipment to determine if equipment cleaning is effective in preventing cross contamination.

Medical devices
Heartsine warned for failing to validate device design
Heartsine Technologies, Belfast, Ireland, the manufacturer of the Samaritan Automatic External Defibrillator (Samaritan AED) and the Samaritan Public Access Defibrillator (Samaritan PAD) devices was determined to be in violation of GMPs following a Nov. 26-29, 2007 audit. 

The April 18 warning letter stated that the company failed to establish and maintain adequate procedures for validating the device design to include software validation and risk analysis, FDA wrote. The validation protocol failed to document how the company validated a software upgrade or the pediatric capability transfer.

Heartsine also failed to establish and maintain adequate procedures for acceptance of incoming product “to include inspection, testing or other verification as conforming to specified requirements.” The Heartsine Samaritan AED System Traveler form indicates that Internal Inspection and In QAT testing was not performed for some serial numbers. In addition, some Heartsine Samaritan PAD Unit forms indicated that Internal Inspection and In QAT testing were not performed for some serial numbers.

FDA considered the company’s Dec. 14 response inadequate because it failed to provide documentation of inspection, testing or other verification that incoming product conformed to specified requirements. The firm committed to train production operators, supervisors and managers in revised procedures by the end of December, but neither the procedure nor the documentation of training were provided with the response, FDA noted. Additionally, there was no retrospective review of device history records for completeness and adherence to the device master record (DMR).

Heartsine Technologies had no written procedures to control labeling activities, the FDA inspector had found. The company’s response was inadequate, FDA wrote, “because it failed to provide documentation of how labeling activities are controlled, or evidence of its implementation. You committed to establishing instructions for the full labeling cycle by the end of January 2008, but to date, no written procedure to control such labeling activities was provided, nor any information or personnel training to these new procedures.”

Heartsine failed to establish and maintain procedures to ensure that sampling methods are adequate for their intended use, FDA had observed. For example, the company had no formal sampling method or standard to follow for incoming goods. Again, FDA considered the response inadequate because “there is no documentation that a procedure for sampling plans has been implemented. You indicated Heartsine is currently writing a sampling plan procedure; however, to date, no sampling plan procedure was provided.”

The company also failed to establish and maintain adequate procedures for receiving, reviewing and evaluating complaints by a formally designated unit. The inspection revealed there were no records to indicate that a reply was sent to 15 complainants regarding the results of the conclusion of the investigation. Again, FDA noted that the company’s response was not adequate because it had not “provided a revised procedure to clearly delineate when replies should be issued and when they should not.”

Heartsine had failed to ensure that all personnel were trained to adequately perform their assigned responsibilities, FDA wrote. The inspection revealed that some production operators did not receive this training. The company’s response provided “no documentation that the six employees had been trained in [GMPs] or Defects Awareness. Additionally, you committed to retrain any employee who has not had the required training within the past two years; however, to date, no documentation of such retraining was provided.”

FDA also deemed the Samaritan PAD misbranded because “the labeling of the device fails to contain the required caution statement for prescription devices.”

FDA noted that it will require a follow-up inspection. 
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Recalls/inspections


Burden of proof of safety must fall on drug manufacturers: Woodcock


By Joseph Pickett, Managing Editor

















Top FDA officials broke ranks with the Bush administration at a recent hearing of a House Energy and Commerce subcommittee, saying they would welcome Congress to grant it powers to order recalls of drug products, require foreign firms to divulge data in inspections and block suspicious imported from gaining access into the U.S.


	The hearing of the Oversight and Investigations Subcommittee April 29 focused on imported active pharmaceutical ingredients (API) from overseas, especially China and the recent heparin contamination, which claimed the lives of more than 700 patients worldwide.


 	Panel Chairman Bart Stupak (D-MI) asked FDAers: “Right now we [FDA] must show at the border that the API is unsafe. The burden is on us. Wouldn’t it be better if the firm has the obligation to prove it?”


CDER Director Janet Woodcock, M.D., said FDA currently has the burden of proof to show the appearance of a violation in order for shipments of drugs to be stopped at the U.S. border. 


 “If it were incumbent upon a manufacturer to show they meet FDA requirements, that would make a much better and safer drug supply. We can’t keep a drug out just because we have not been on that site to inspect,” she said. 


She added: “We need a safety net that includes more audits, better protection at the border, and we need best possible science and the IT systems to support these efforts.”


Deborah Autor, CDER’s director of compliance, said that while the burden-on-FDA standard did not appear to delay voluntary recalls of lots of heparin in the U.S., “resistance from manufacturers to recall in the past has happened because we lacked the authority to order it.” 


To have a more proactive drug safety import system, Autor said that “we could have a better pedigree for products, have good distribution/import practices, and more tests for impurities. It may never be possible to anticipate all types of thuggery, but we can put a plan into place where we are looking for it.”


Autor noted that it is not a violation of the law to send uninspected APIs to the U.S. without inspection. “We cannot require a recall, we can only ask for one” under current law, she said, adding it would be helpful for Congress to give FDA such powers.   
































But Stupak snapped at Woodcock and Autor, asking: “How do you work with Congress if you don’t ask for authority?”


“We are providing this testimony for this purpose,” Autor replied.  Stupak criticized the Bush Administration for never asking formally to give the agency the power to recall drugs as it has such powers to mandate recalls of medical devices.  











Inspections/APIs


Inspector finds Changzhou testing equipment ‘unsuitable,’ but MOU with FDA didn’t help get information


By Joseph Pickett, Managing Editor


	An urgent February 2008 audit of the Changzhou SPL plant determined to be responsible for the contaminated heparin that reached 11 countries and killed at least 81 people in the U.S. found tanks used to process crude heparin that were scratched and improperly cleaned, according to a member of the FDA inspection team. April 29 in Congressional testimony.


	Regina Brown, a CDER investigator based in Rockville, MD, testified that there were three pieces of problematic equipment at the plant, located in Changzhou, China, one of which was a set of big tanks in which they dissolved crude heparin before it became the active pharmaceutical ingredient (API) for the suspected heparin.


	“These tanks were scratched on the bottom, as if product was chopped out of it.” Brown said that she ran her fingers over the bottom of the tank and it was like “running your fingers over an accordion.” 


	Brown also testified that there was material of unknown origin clinging to the sides of the tank. These tanks were reported to be clean, she added. 


	Also, when the tanks were turned, a gray liquid fell out of the handles. She was not sure what the liquid was. 


	Another serious problem found was the centrifuges used to get rid of waste protein. The firm examined the sludge left in one centrifuge to determine how long to run the other one. “This was not in SOPs for use of the centrifuge,” she said. 


	Under questioning from Subcommittee Chairman Bart Stupak (D-MI), Brown noted the testing methods were not verified under conditions of use. “The test methods used were USP compendia methods. Firms must verify that tests are suitable for their products,” Brown said. 


	One of the tests was a protein test, specifically, a turbidity test. It required the employee to put a solution in a test tube and add the crude heparin. If turbidity showed up, the crude heparin it did have protein in it.


 	Brown termed this to be “a crude test.” When the firm did its process validation, they used this test, but they never showed that it was repeatable. It may not have been suitable for use as an in-process test, she said. 


	The investigator stated that the certificate of analysis that came with the crude heparin was the only proof it came from pigs. “It is important because Changzu SPL had just begun PCR [polymerase chain reaction] testing that shows the pig origin of heparin in June 2007. This is a new test, and [sic] hadn’t done it before in China,” she said. 


	Another problem at the plant was with its lyophilizer, Brown added.  The company lacked the software that would provide the person with the parameters.  No records of parameters that were punched in at the beginning. There was no way to tell what temperatures were used to dry the material. 


Brown added: “The firm had a quality unit of four people, and they were trying to track what was going on at the firm. But they did not have anyone on the quality team with experience with heparin. The general manager of the firm described the process to me and how he thought impure materials were removed from crude heparin. He said he was not a heparin expert.”


She noted the FDA inspection team likely will return to re-inspect the plant within a year, after it responds to the warning letter that was issued in the case (See Warning Letters, this issue). 


Brown added later in her testimony that she inspected other consolidators in China, but had some trouble getting information at plants. 


“At one place, we had no trouble walking through, but could not make copies. At another, we could walk through, but only on one day. We were refused permission to walk through the lab. We were refused access to all records. The president of firm did not want to answer further questions,” Brown said. 


Commerce Committee Chairman John Dingell (D-MI) asked what is the point of the U.S. having a memorandum of agreement with China on drug and food safety if U.S. inspectors are not allowed to do their work there?


	CDER Compliance Director Deborah Autor testified: “The memorandum of agreement with China helped to expedite these audits, which happened in five days. However, it didn’t help us to get into labs, make copies, and talk to employees. The agreement is a start but is not the full answer.”


	Asked why Changzhou SPL did not believe their product caused the contamination,  CDER Director Janet Woodcock said Chinese authorities only used one test on the lot of material. “We tested it in three labs and found the contaminant.” 


	Dingell asked whether this response from the Chinese authorities shows their lack of concern over the problem. 


	“I think this was a disagreement over analytical results,” she replied. 


Stupak noted that there are 12 Chinese sources of contaminated heparin going to 11 countries. “You are allowing some imports because they volunteered to do the tests you recommend. But you did not publicly identify them,” he noted to Woodcock. 





















































We have signed agreements of confidentiality, and we are constrained by our own laws that restrict how much info we can release publicly, she said. It is what other countries give us voluntarily. 


	Dingell asked, why are you not able to say you want this information? Woodcock replied: “The concern is confidentiality. We cannot release this information publicly.” She agreed with Dingell that the law should likely be changed. 


	Dingell also asked if it is true if there are some importers that refuse to test their heparin for contamination. Autor replied that there are some. “So these importers are being able to continue importing although they did not sign confidentiality agreements, right?” Dingell asked in disbelief. 


	Autor did point out that right now all heparin is being stopped at the border and being tested. Although typical FDA entry reviewers have only 30 seconds on average to decide which lots to stop and which to let in, Autor said with heparin they are taking more time to make the decision. 


	Dingell asked how could she be certain. Autor stated: “FDA has a system in place at the border, and we have a sampling assignment that tells field agents to stop and make sure heparin is being tested.” She added that while there is adequate protection as respect to heparin right now, a new drug safety system is needed that places the burden of proof on the manufacturer. 


	Woodcock also noted that while safety is of great concern, heparin must be allowed to enter the country without too much delay. “It is an essential drug. We cannot just stop the supply. We must have a balance of safety and access.”


	Autor said to stop heparin importing would cause a severe shortage. “Under the current legal scheme, we cannot stop all heparin from entering the country. We need a system that requires manufacturers to show their suppliers are GMP compliant.”


“To expect FDA at 300+ import points to show what is wrong in a few seconds, is impossible. The manufactures must be able to show what is right.”


Stupak asked: “We have this new test for heparin. Fine. But what is next? Who is thinking like a criminal and is trying to do this with another product? Is there any computer modeling on what could be the next drug in line for this kind of thuggery?”























“That is a level of specificity that we don’t have right now. We need a grip on inventory of firms and their unique identifiers,” Autor replied. 








[See Inspection, page 4]








[see Woodcock, page 5]








Is there any computer modeling on what could be the next drug in line for this kind of thuggery?”





Stupak noted that there are 12 Chinese sources of contaminated heparin going to 11 countries. “You are allowing some imports because they volunteered to do the tests you recommend. But you did not publicly identify them,” he noted to Woodcock. 
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Analysis of 483s/EIRs for GMP


validation issues


By Joseph Pickett, Managing Editor





“We cannot require a recall, we can only ask for one” under current law, she said, adding it would be helpful for Congress to give FDA such powers.”





Again, FDA noted that the company’s response was not adequate because it had not “provided a revised procedure to clearly delineate when replies should be issued and when they should not.”











( Warning Letter Analysis — 


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





…”any legislative or regulatory requirements to authenticate products and pass pedigree information should be uniform, should apply to all parties in


the pharmaceutical supply chain…”











