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GAO report scolds FDA inspections performance; Dingell subpoenas 
von Eschenbach, others 
regarding Ketek

Congress’ Government Accountability Office (GAO) says FDA is so chronically understaffed that it would take 27 years to inspect every foreign medical device plant that exports to the United States, 13 years to check every foreign drug plant and 1,900 years to examine every foreign food plant.

According to news reports about the study, requested by the House Energy and Commerce Committee, computer systems at FDA are so inadequate 
that GAO can only guess the number of the plants, and the agency cannot produce a list of those that have not been inspected. 
GAO said the situation is especially bad in China, which has more drug and device plants than any other foreign nation but where FDA conducts few inspections.  GAO’s findings were not available at press time, but are expected to be released at a forthcoming committee oversight hearing on Feb. 12.

The reports and a recent assessment by the agency’s Science Board conclude that FDA is overwhelmed by a flood of imports that it is incapable of protecting the public from unsafe drugs, medical devices and food. 

According to “The Wall Street Journal,” FDA computer systems cannot determine the number of medical device manufacturing facilities abroad that export products to the U.S. or which facilities the agency has inspected, the report found. 
The Journal said FDA inspects U.S. facilities that manufacture the highest-risk medical devices once every three years and facilities that manufacture moderate-risk medical devices once every five years. Both are supposed to be looked at every two years, the “Journal” noted. 
Recent disasters involving several of the agency’s crucial responsibilities — a withdrawn painkiller and an unsafe implantable heart defibrillator — led to multiple Congressional investigations that came up with the same finding: After decades of political neglect, the agency is near the breaking point. As a result, there increased calls on Capitol Hill to provide the agency with substantially more money.

“Our investigation has found ample evidence that FDA inspections across the board are sorely lacking,” said Commerce panel chair John Dingell (D-MI) in an interview with the Journal. “How many more examples are needed to demonstrate that this agency is struggling and the public health is at risk?”

He said the Bush administration has not responded strongly to calls for more financing, noting Bush recently established an import safety working group to reform the system “within available resources.”

Investigators for the GAO found that, in many of its functions, FDA could not provide even basic information about its inspection responsibilities. For instance, one of the agency’s computer programs estimates that 3,000 plants export drugs to the United States. Another entirely incompatible program pegs the number at 6,800.
The backlog of inspections is even worse among foreign medical device. Over a six-year period, the agency inspected only 64 of the nearly 700 medical device plants registered in China. 

In related news, the Energy and Commerce Committee’s Subcommittee on Oversight and Investigations Jan. 29 unanimously approved subpoenas for the testimony of two current and one former criminal investigator of FDA for a hearing on Feb. 12. 

The subcommittee stated in a Jan. 29 press release that it seeks testimony regarding the agency’s ability and willingness to protect Americans from excessive risk from prescription drugs. The drug involved is Ketek, an antibiotic produced by Sanofi-Aventis, which had two of its three indications removed by FDA for safety concerns just before the subcommittee’s first hearing on the matter in February 2007. 

The subcommittee also approved a subpoena to the Secretary of the Department of Health and Human Resources (HHS) for documents related to the briefing book and other materials used to prepare FDA Commissioner Andrew von Eschenbach, M.D., for his testimony before the subcommittee on March 22, 2007.

Dingell noted in the statement: “The committee gave HHS and FDA every opportunity to produce these witnesses and documents voluntarily. The commissioner and Department officials failed to identify a single legal argument to support their attempt to limit the committee’s ability to conduct a thorough and fair investigation of the Ketek matter.”

Stated O&I Committee Chairman Bart Stupak (D-MI): “It is important for the subcommittee to ascertain what FDA and [the company] knew and when they knew it regarding fraud in the pivotal safety trial for Ketek. The integrity of the drug approval process is at stake. Questions about the accuracy of testimony by [the FDA commissioner] last year regarding the approval of Ketek must also be answered.”

ADE inspections drop from fiscal ’06, but 150+ ADE inspections expected in FY 2008: Krueger
WASHINGTON — There were 27 voluntary action indicated (VAI) results in post-marketing adverse drug experience (ADE) reporting inspections in fiscal 2007, a drop from 38 for the prior fiscal year, according to a supervisor in the surveillance programs team at the Center for Drugs, who spoke here Jan. 16. 

Addressing a Drug Information Assn. (DIA) conference on pharmacovigilance and risk management strategies, Carol Krueger noted there also was a drop in NAI inspection results, with 43 in fiscal ’07 compared to 57 in fiscal ’06. There also was a significant drop in the total number of ADE inspections — 100 in fiscal ’06 and 70 in fiscal ’07.

The data generally matches the decline in inspections and other enforcement actions the last few years—a fact that has alarmed Congress and consumer-advocacy groups. 
Krueger said the trend in citations is late reporting, which netted 42 observations in fiscal ’06 (the most recent numbers available). Also common were written procedures citations (19), non-reporting (16), no follow-up (4) and incomplete/inaccurate reports (3). 

She noted that overall, post-marketing ADE field inspections have increased from 35 in fiscal ’97 to an estimated 150+ in fiscal ’08. Field inspection staff has increased from one in fiscal ’97 to 10 in fiscal ’08. 

Kreuger stressed that it is an FDA requirement to “submit within 15 business days any report of a serious adverse event associated with the use in the U.S. of a nonprescription drug or dietary supplement.” 

Companies also should “submit within 15 business days any related medical information received within one year of the initial report.” The report is to be accompanied by a copy of the label on or within the retail package of the product.”

Records should be maintained related to each report for six years. Labels of OTC drugs marketed in the U.S. must have a domestic address or phone number to receive AE reports, she said. 
Krueger noted that a typical ADE inspection determines if the firm: 

· Has adequate procedures; 

· Is following procedures;

· Submits all individual and summary ADE 

reports to the agency; and 

· Submits complete, accurate and timely reports.

Pharmacovigilance reports, she said, should have comprehensive SOPs, reflect actual performance, contain all sources of data, all data transfers, evaluation and coding, follow up and data management. 

Anne Champsaur, M.D., VP of drug safety at Exelixis, South San Francisco, CA, noted that in the European Union (EU), targeted (non-routine) inspections are conducted usually for: 

· Failure to carry out specific 

obligations/follow-up measures;

Delays in reporting individual cases and ADE reports;

· Incomplete/poor quality reporting;

· Inconsistencies between reports and source;

· Change in benefit-risk balance; and

· Failure to communicate these changes. 

Some of the documents always requested in an EU pharmacoviglance inspection include:

· CVs, job descriptions, training records;

· Organization charts; 

· Procedural documents; 

· Individual ADE case files and CIOMS reports;

· Contracts and agreements with third parties;

· Risk management systems;

· Meeting minutes; and

· Line listings of ADR reports. 

Also required, she said, is all information pertaining to databases, such as, software system description, name of the vendor or developer, relationships between multiple systems, statement of compliance with the internationally agreed standards for electronic submission, registration with the EudraVigilance system, validation status of each system and of connections between multiple systems, and a list of legacy systems used. 
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IVX cited for 
contamination procedures in 15-item 483

 IVX Animal Health, Saint Joseph, MO, 
Lenexa, KS, District
            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 the 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 flaws cited for 
HaloSource

HaloSource, Raymond, WA, Bothell, WA, District


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


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 their 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 trips up device manufacturer in 
9-item 483

Medtronic Neurological, Minneapolis, MN, 
Minneapolis, MN, District


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 nonconformities 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 receives clean inspection report

Sterilmed, Maple Grove, MN, 

Minneapolis, MN, District


Sterilmed, Maple Grove, MN, a reprocessor of medical devices, passed a routine inspection recently 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. 

CLINICAL INVESTIGATORS

Dickey slapped with 4-item 483 for protocol violations

Richard Dickey, M.D., New Orleans, LA, New Orleans District Office


Richard Dickey, M.D., New Orleans, LA, was slapped with a four-item 483 for protocol violations including certain prohibited treatments being conducted on the same day. 


Conducting the investigation was investigator Dana Daigle from the New Orleans, LA, District Office. Daigle noted that the audit included a review of the following records: study protocol, a blank case report form, FDA Form 1572, data line listings of the clinical summary including the treatment groups, data line listing for the primary endpoint, serious adverse events, concomitant medications, lab abnormalities and protocol exception

During the review of subject records, the FDAer noted that subject records included case report forms and a clinic chart. “The clinic chart contains source documents including laboratory test results, the informed consent form and surgical notes,” the EIR stated. 


Copies of the source documents were included in the case report form for each subject, and all documentation was noted to be organized and complete. All source documentation was available for comparison with case report forms and sponsor-generated reports. All records audited contained appropriate observations regarding the subject at the time of entry into the study and the condition of the subject throughout the study, as well as documentation of exposure to the test article. 


“During this inspection I verified the primary efficacy endpoint for 100% of the subjects against the data line listing provided with the assignment. I also verified that 100% of the informed consent forms were present and signed as appropriate,” the FDAer stated. 


During the audit, according to the report, eight subject files were chose at random for review. Also, to verify that source data matched the data in the case report form, the data in the line listings for adverse events and concomitant medications were compared to the source documeantion for accuracy. 


The review of the subject files found that the protocol stated that in the inclusion criteria, the subject had to be negative for an undisclosed condition to be included in the study. The subject in question had this condition and still was included in the study. 


During the review of another subject record, it did not contain references to the administration diary that documented the administration and the amount of an undisclosed drug taken during the study. “The subject’s chart contained documentation that the subject stated that she self-administered one application of [undisclosed] for a period of [undisclosed].”


The investigation also covered the consent of human subjects. Throughout the study, only one version of the informed consent was used. “The form was reviwed and appeared to include all relevant elements of informed consent,” the EIR stated. An audit for the presence of 100% of the signed and data informed consent documents was conducted, and no deficiencies were noted. 

The report also reviewed the conduct of the sponsor, noting “all completed case report forms were collected by the study monitor during monitoring visits. From my review of the records, it appeared as though all dropouts and the reasons therefore, all intercurrent illnesses and concomitant therapy was reported to the sponsor as required.”


The report stated that monitoring visits were approximately every month beginning at the study initiation and ending with the close out meeting. “The regulatory binder included numerous letters of correspondence and copies of fax documents that illustrated frequent communication with the monitor,” the EIR added. No defeciencies were noted. 


In the area of records retention, all study subject records were maintained on site for the appropriate amount of time. Management stated that since most of these subjects were ongoing patients, many files were placed back in the general file area. 

Richard Dickey, M.D., New Orleans, LA, 
3/5-9/01, Doc. 110009M, $7.50 plus retrieval. 
Clinical investigator 
written up for failure to 
follow investigational plan

Randolph Hecht, M.D., Los Angeles, CA, 
Irvine, CA, District


Randolph Hecht, M.D., Los Angeles, CA, was hit with a one-item 483 because his investigation was not conducted in accordance with the signed statement of the investigator and the investigational plan. 


The investigation was performed by investigator Ronald Koller from the Irvina, CA, District Office. 


“The protocol was not adhered to, in that the dosing adjustments within a treatment cycle…were not always followed,” the EIR stated. For example, one subject had a dose withheld during cycle 1 of day 8. Another did not have a dose reduced on cycle 1 day 36. 


Also, protocol-required investigations were not always done or not always done within protocol time frames as follows. For example, cycle 5 biochemistry was not done for one subject. For another an EKG was not done within 14 days of randomization. Also ECOG and biochemistry were not done during week 4 follow up. Further, pain and quality of life questionnaires were not done prior to randomization. And, cycle 12 day 1 blood chemistry was not done. 


For another subject, liver function tests were not done within 14 days of randomization. 


During the audit, the clinical investigator stated that it was “hard to say how decisions were made for the two dosing observations without reviewing the records, but felt that patient safety came first, although he realizes the protocol must be followed. Hecht said he will keep better documentation for reasons to change doses for patient safety.”
He also agreed the scheduled protocol activities were not done according to protocol and said these were oversights and human error. 



The FDAer stated that he examined 19 of the case report forms and compared them to source documents, such as, visit records, lab reports, nursing records, clinic notes, medication sheets, physician orders, patient diaries, EKGs, CTs and pathology reports.
Randolph Hecht, M.D., Los Angeles, CA, 7/18-27/05, Doc. 110010M, $4 plus retrieval.  
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Carol Krueger noted there also was a drop in NAI inspection results, with 43 in fiscal ’07 compared to 57 in fiscal ’06. There also was a significant drop in the total number of ADE inspections — 100 in fiscal ’06 and 70 in fiscal ’07.








INSPECTION LOG


The following is a partial list of inspection documents that have been requested under the Freedom of Information Act by various parties, according to FDA’s Freedom of Information (FOI) Log, which Inspection Monitor subscribers can obtain on IBM-compatible diskette.  Copies of these 483s and EIRs, which have to be obtained from FDA in most cases and in some cases may NOT be available, can be ordered through RECORD-RETRIEVE by referencing the FOIA file # (e.g., 03008075), or, readers can submit requests on their own using the file number.  The FOI Log on Diskette can be purchased for $20 per disk, which contains all FOIAs filed in that given week.  (Week of Dec. 17, 2007, was used to compile this list.)  To order the Log on Diskette, call RECORD-RETRIEVE at (703) 779-8777, or e-mail us at � HYPERLINK "mailto:SERVICE@FDAINFO.COM" ��SERVICE@FDAINFO.COM� 





*Indicates EIR is being requested by a company regarding its own facility. 





Plant 	Location 	483/EIR Date 	FOIA File


Abbott	Altavista, VA	1/06-Present	2007-11032


Abbott	Casa Grande, AZ	1/06-Present	2007-11033


Amgen 	Fremont, CA	Most Recent	2007-11113


Banner Pharmacaps	High Point, NC	3-4/07	2007-11046


Barr Laboratories	Pomona, NY	1/31-2/15/07	2007-11046


Inwood Laboratories	Inwood, NY	Most Recent	2007-11049


Leiner Health Products	Ft. Mill, SC	1/22-3/15/07	2007-11050


Pfizer	Ann Arbor, MI	5/07	2007-11051


Schering-Plough	Kenilworth, NJ	5/2-7/04	2007-11045


Siegfried Ltd. 	Zofingen, Switzerland	Most Recent	2007-11018
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For instance, one of the agency’s computer programs estimates that 3,000 plants export drugs to the United States. Another entirely incompatible program pegs the number at 6,800.





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.
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GAO’s findings were not available at press time, but are expected to be released at a forthcoming committee oversight hearing on Feb. 12.
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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.





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.
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“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.
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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 the review of another subject record, it did not contain references to the administration diary that documented the administration and the amount of an undisclosed drug taken during the study.





Records should be maintained related to each report for six years. Labels of OTC drugs marketed in the U.S. must have a domestic address or phone number to receive AE reports, she said. 








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.
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