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Pediatric drugs
FDAAA 2007 has impact on PREA and BPCA

By Joseph Pickett

Managing Editor

ARLINGTON, VA – The Pediatric Research Equity Act (PREA) under FDAAA 2007 has been changed in the following ways: There is more complete inclusion of results of pediatric assessments on labeling, and all ADEs for one year after labeling changes are referred to the Office of Pediatric Therapeutics, with the Pediatric Advisory Committee reviewing and recommending a response or not. 


Christopher-Paul Milne, Associate Director, Tufts Center for the Study of Drug Development at Tufts University School of Medicine, noted here March 10 that under FDAAA, a Pediatric Advisory Committee study is due by Sept. 27. Also, an IOM study on the effects of PREA is due by Sept. 27, 2010. “GAO is to report to Congress on the effectiveness of PREA with a recommendation for modification by Jan. 1, 2011,” said Milne. 


Exclusivity is affected, he said, noting that there is a six-month period of additional market provisions during which competitors; ANDAs cannot be approved. 


Milne said that the number of studies conducted by written request has expanded greatly, from 2.5 studies per written request to 4.2 in 2006. 


Speaking at the CBI conference on FDAAA 2007, he also noted on changes the new regulations have had on the Best Pharmaceuticals for Children (BPCA) Act. Pre-clinical studies can now be requested, he said. 


“Lead time is restricted for submission of exclusive pediatric studies to nine months before the expiration of a patent.  Also, information is now distributed to health care practitioners if pediatric studies result in labeling changes.”

Also, the Pediatric Advisory Committee may review exclusive pediatric studies and recommend acceptance or rejection. The Pediatric Advisory Committee must track and report on the number of pediatric studies. The IOM report also will report on these studies, he said. 


FDA has 180 days to determine if an exclusive pediatric study meets the terms of a written request. 

PDUFA

$225 million authorized under FDAAA 2007 Act for PDUFA user fees

ARLINGTON, VA – In the recent FDA Amendments Act (FDAAA) of 2007, FDA requested an additional $392 million in user fees under PDUFA, $87.5 million more than under previous PDUFA legislation. Congress authorized an additional $225 million, according to a senior Amylin Pharmaceuticals representative who spoke here March 10.


The increase in user fees was approved, noted Thomas Bicsak, PhD, Director, Regulatory Affairs, because the agency’s NDA volume has steadily grown since 2001. 

For example, he added at the CBI conference on the FDAAA, there were about 98 NDAs in 2001, and more than 120 in 2006. However, he also pointed out that the average review timelines over the last 10 years has remained somewhat steady. “Since 2004, the average review time has stayed at about 13 months,” he said. 

Regarding review goals under the FDAAA, Bicsak said that for original applications, the goal is to have a decision on 90% of applications within 10 months. 

For Class I resubmissions, the goal is 90% in two months. For Class II, it is 90% in six months. For original efficacy supplements, the goal is 90% in 10 months, he said. 

He said that under the FDAAA, the proposed DTC advertisement review user fee program has been discontinued. “These activities are to be funded through additional appropriations.”
Regarding follow-on biologic submissions, Bicsak noted: “They could come with a unique user fee structure, if and when legislation is proposed and enacted.”

Some questions that still need to be answered, he noted, are: “Have user fees really impacted FDA review time since PDUFA enactment, or is the change really an improvement in review quality? With the renewed emphasis on safety and risk management that come with FDAAA, are review times likely to get shorter, or longer? How can FDA and industry dispel the continuing false public perception that user fees represent ‘buying’ the agency’s favor?”
Post-marketing surveillance

REMS frequency seen increasing under FDAAA 2007, former chief counsel says

ARLINGTON, VA – Risk evaluation and management strategies (REMS) are expected to increase under the FDA Amendments Act (FDAAA) of 2007, a former chief counsel of FDA told a CBI conference here March 10.

Sheldon Bradshaw, now with the Washington office of Hunton & Williams, said Congress “significantly expanded FDA’s authority over the post-market safety of drugs and biologics, including the authorization of FDA to require sponsors to conduct postapproval studies and clinical trials.”

Bradshaw said the agency can now “order sponsors to make changes to a drug’s label based on new safety information.”  He said Congress patterned REMs, in part, after several guidance documents previously issued by FDA. 

“As such, the concept isn’t entirely new. What is potentially new, however, is the frequency at which REMs will be imposed. In the past, risk management plans were only used when the drug posed a significant risk,” he said. 


Bradshaw said that under FDAAA 2007, FDA may order the development of REMs when it is necessary to ensure that the benefits of a drug outweigh its risks. And, FDA may request a REMS from the holder of an approved

NDA or BLA if:

· The holder is seeking approval of a new indication or

·  FDA obtains new safety information and determines that a REMS is necessary to ensure that the benefits of the drug outweigh its risks.

In determining that a REMs is necessary, FDAAA specifies that the FDA should consider:

· The estimated size of the population likely to use the drug;

· The seriousness of the disease or condition treated with the drug;

· The expected benefit of the drug with respect to the disease or condition;

· The expected or actual duration of treatment with the drug;

· The seriousness of any known or potential adverse events that may be related to the drug and the background incidence of such events in the population likely to use the drug; and

· Whether the drug is a new molecular entity.

In the area of drug safety, Bradshaw said, FDA also is authorized to require a post-approval study or trial to:

· Assess a known serious risk related to the use of the drug

· Assess signals of serious risk related to the use of the drug.

· Identify an unexpected serious risk when available data indicate the potential for a serious risk.

· After a drug or biologic has been approved, the FDA may order a study or trial only if the agency becomes aware of new safety information. 

Under drug labeling, said Bradshaw, the FDAAA says that FDA now has explicit authority to mandate labeling changes based on “new safety information. “While the new authority (and the accelerated review process) certainly gives FDA additional leverage when negotiating with industry, FDAAA did not change the regulatory standard for adding a warning,” he added. 

Under the physician labeling rule, labeling may be revised to include a warning about a clinically significant hazard only if “there is reasonable evidence of a causal association with a drug.” 














Human drugs

BASF receives 483 for unvalidated computer systems


 BASF Aktiengesellshaft, Ludwigshafen, Germany, was slapped with a six-item 483 for computer labeling systems that were not properly validated. 


According to the audit records, compiled by investigator Michele Perry-Williams and chemist Luella Rossi, “the labeling systems…used to generate labels for all GMP-API products distributed to the U.S. have not been validated.” The company stated that it attempted to validate the systems but had several problems and discontinued these validation efforts. 

According to the 483, the computer system had been used for the past five years and is the computer system they are currently validating for the generation of labels for GMP-API products only. 


Further, the company did not establish written procedures for the review and approval of labeling material to determine compliance with an accurate reproduction of the master label before use during packaging for the GMP-API product.

Next, “actual and theoretical yield information is not recorded in the API batch records for all U.S. GMP-API products,” she stated. The FDAer stated that because of time constraints, she only reviewed the master processing and DMF records for one undisclosed product. “I found both DMFs contained theoretical yields in these records. I reviewed the master production records, and did not see a range of acceptance for actual yields and theoretical yields included in this documentation,” she stated.


“Management agreed with this observation and stated procedures were not currently in place for all areas of the company that generates labels for use on API products distributed in the U.S.,” the FDAer stated. She observed different packaging and labeling operations in the firm’s different buildings. 


“Management stated this would be corrected immediately and provided documentation showing one of their departments that generates and applies labels to GMP-API products does have the appropriate procedures in place. They stated that they would use this procedure as a guide for all areas where label review procedures and adequate documentation are not in place.”

In a related observation, the 483 stated that there were no label specimens located in the master packaging record. “I reviewed the master records and found they do not have a specimen of the labels used during packaging.” 


The FDAer also noted in a verbal observation the following: “The current [undisclosed] methods used for analysis gives the impression that there are no system suitability requirements. The SOPs for use of the equipment, however, require that the standards analyzed with each method be run at least [undisclosed] and that they be reproducible. I explained that if these methods were to be transferred to another laboratory as written, they would be deficient in this aspect. The requirement for suitability should be with each method.”
BASF Aktiengesellshaft, Ludwigshafen, Germany, 
1/12-15/04, Doc. 110019M, $8 plus retrieval. 
Biozyme gets 3-item 483 for inadequate investigations of API validation batches  


Biozyme Laboratories, Blaenavon, South Wales, U.K., received a three-item 483 because its investigations into the production of API validation batches were not complete. 


The audit of the manufacturer of active bio-pharmaceutical intermediates was conducted by CDER investigator Daniel Grabicki. 



“The acceptability of the [undisclosed] lot used in the manufacture of the validation batches and the compatibility of the newly modified [undisclosed] were not investigated,” Grabicki wrote. 


The investigations into the process deviations concluded there was no adverse impact on product quality. The specific activity and yield of the undisclosed material for each batch were within the acceptance criteria. The FDAer reviewed historical data pertaining to the specific yield and activity of the undisclosed material from validation, pre-validation and development batches. No significant variability was observed.   The inspector wrote:


“During the inspection, I explained to the firm that the investigations were not complete to determine the cause and establish appropriate corrective action. The firm stated the investigation needed to be expanded to try and determine the cause of the process deviations.”

Next, the company’s manufacturing batch records for an undisclosed intermediate did not contain certain undisclosed specifications. The firm stated in its response that the specifications were inadvertently omitted and would be established. 


Further, the firm’s production operators lacked training to determine abnormalities in the appearance of the undisclosed intermediate and a certain API at the completion of one of the steps of the manufacturing process. 


“Visual examples of the above referenced abnormalities were not contained in the procedure nor were they shown to operators during training. 


Biozyme stated in its written reply that it would develop training aids based on recent experience and library pictures of artificially produced abnormalities. The training aids and modified SOP and all relevant staff have been trained in the new procedures.”
Biozyme Laboratories, Blaenavon, South Wales, U.K., 2/13-17/04, Doc. 110018M, $4.50 plus retrieval. 

Changzhou fails to remove impurities, check OOS results


Changzhou SPL Company, the company implicated in Baxter’s heparin recall, received an 11-item 483 in a February audit because of its evaluation of the steps it takes to remove impurities; its investigation of out of specification (OOS) results; issues related to waste material flow; and deficiencies related to equipment.



The EIR had not been released at press time. Conducting the audit for CDER were investigator Regina Brown and chemist Zi-Qiang Gu.  The firm is based in Wujing, Changzhou City, China.


The company’s APIs were linked to hundreds of allergic reactions and possibly 19 deaths in the United States.


According to inspection records, FDA wrote:
“There have been no critical processing steps identified for the Heparin Sodium USP process, and the repeated and efficient removal of impurities, such as, proteins, nucleotides, virus, endotoxins, bacterial and heavy metals at the appropriate, specified process steps has not been evaluated. There was no report for annual [undisclosed] test results available.”

The 483 also stated there was no impurity profile established for Heparin Sodium USP and no evaluation for degradants during stability program testing. 


Also, “the manufacturing instructions for Heparin Sodium USP are incomplete in that they do not include a description of manual manipulation of the [undisclosed] during processing steps, they do not include the actual, manually entered [undisclosed] set temperatures and times, and operator observations, such as, level measurements, used in calculations, during the [undisclosed] step are not recorded.”

Further, the report stated there were no test method verifications performed for the reported USP test methods, Nitrogen Determination, Protein and Total Aerobic Microbial Count, employed in testing of Heparin Sodium USP and Heparin Crude material, to show that the methods are suitable under actual conditions of use. In addition, there was no routine test for an undisclosed residue amount at the line of release. 


Next, the 483 addressed the inside surface of large “cleaned” tanks used in an undisclosed step: “After both [undisclosed] were very scratched with unidentified material adhering to the insides, and the inverted handles held liquid, which spilled to the bottom of the tank when it was uprighted. There was no written procedure showing that the tanks were dedicated to a particular process step. There was no data collected to verify marker and tap volume markings on the outside of the tanks.”

The cleaning method also was not validated. “It was noted that equipment cleaning tags were made of paper and taped to the piece of equipment unprotected from liquids used in the processing room environments,” the 483 noted. 


In addition, FDA documented that raw material inventory records were incomplete in that samples removed from the containers and the status and amount of materials returned from use by the production processing department were not recorded.


“Control of material flow in the processing area was inadequate in that waste was carted through a door to the outside in the processing area and not provided for by the material flow written procedure.”
Changzhou SPL Company, Wujing, Changzhou City, China, 2/20-26/08, Doc. 110017M, $3 plus retrieval. 
Eli Lilly-Clinton Labs receives hefty EIR, but no 483 issued

Eli Lilly-Clinton Labs, Clinton, IN, did not receive any citations in three recent FDA inspections, but FDA left the firm with an extensive EIR, listing a number of verbal observations that were not cited on a 483. 


The first audit was conducted by investigator Jeffrey Sommers from the Detroit, MI, District Office. The second was performed by investigator Ernest Bizjak, and the third by investigator Benjamin Smith. 


The first inspection focused on the facility’s product, laboratory and quality control areas. The firm produces its type-A medicated articles through fermentation operations and batches are then routed to dedicated lines for recovery and finishing operations. 


“The firm receives frozen straws of pure master cell cultures from Indianapolis in liquid nitrogen Dewar vessels which are then transferred to storage Dewars where nitrogen levels are checked daily to assure proper storage. This occurs in the firm’s media preparation laboratory,” the EIR stated. These fermentation/recovery and finishing operations were viewed during the inspection and no deviations were noted. 


Maintenance and calibration procedures and test reports were reviewed for production equipment. This included the company’s two most recent checks for the two monensin pre-blenders and the two final blenders for maintenance activity and calibration of the blender load cells. The scale calibrations of the firm’s blenders were noted in the firm’s recordkeeping system with frequency of checks and process tolerances shown. 


“Laboratory operations and instruments were observed in the firm’s QC laboratories as equipment used for monensin final API testing was pointed out. The firm’s calibration and maintenance records for its HPLC instrumentation used for monensin assay and oven for volatile testing were reviewed, and no deficiencies were noted.”

The company had set up a new storage area for stability and reserve samples earlier in the year and this area was reviewed by FDA. The company had walk-in chambers with various temperature and humidity requirements from accelerated conditions of an undisclosed humidity. 

“The firm has back-up incubator units for the walk-in chambers and were empty. The units are equipped with local alarms and storage conditions are recorded daily on a log with chart recorders used for each unit. The firm is in process of qualification of a computerized system to replace the chart recorders for temperature monitoring.”
The FDAer asked about Lilly’s blending practices, as the active, monesin granulated is first added as one or two lots to pre-blenders along with any rework or add back from processing and then blended with undisclosed ingredients. “The blending step is not routinely checked for homogeneity as the samples taken are representative of the blend by sampling different collection drums but are analyzed for potency as a composite,” the report noted. 

FDA added:  “The company did have an incident where one batch was blended as over the validated batch size and this batch was assayed by maintaining and testing individual samples from the blend. I reviewed the documentation for this incident and noted that the batch size was shown as 14,084 kilograms, which is above the maximum validated batch size.” Testing did show, however, that the batch met the firm’s specifications for homogeneity requirements. 

Lilly also has a site validation master plan for animal health which involved this firm’s policy to revalidate its animal health product processes, signed off by plant personnel in April 2003. The plan calls for specific product validation master plans to be developed for the various operations of each product. This includes blending and bagging of monesin and tylosin medicated articles. 

The FDAer also reviewed the firm’s Form 8 records which are used to record clean between campaigns. “These Form 8 cleaning records are handled as batch records with lot numbers assigned as lots 008SJ1 and 008SJ2 and had occurred on July 10, 2001, and Jan. 16, 2002, after processing of loracarbef disolvate, which shares common equipment.”
Since the company discontinued the production of loracarbef disolvate intermediate in March 2003, “there will be no additional cleaning checks to include for validation purposes,” the EIR stated. 

Verbal observations included no laboratory investigation performed for volatile retests performed for higher than normal results received. There also were no frequency instructions for replacement of pH and dissolved oxygen probes in fermentors. Also, process validation for monensin product was not updated regarding homogeneity for blending practices. 

In response to the FDAer’s comment, management indicated that the procedure for the frequency of the monitoring probes was undergoing revision to include the frequency.  

During the next audit, the inspector reviewed stability data for lorabid and cefaclor which included stability procedures, stability protocols, stability data, test methods, raw data from laboratory notebooks, reference standards and associated documents, such as OOS reports or deviations.  The FDAers wrote:

“I reviewed the raw data of preparing the samples and conducting the stability tests for one lot of each product. There were no deviations from the test methods found in the raw data. The firm followed the stability protocol and I found no deviations during the current inspection.”  

At the close of the audit, there was a brief discussion to determine approximately when stability testing would be completed for lorabid. There were 41 lots of lorabid in Lilly inventory that had not been made into finished drug product. Of these 41, 10 were still on stability at Clinton Laboratories. The firm projected that within one or two years, the product would be distributed and all stability studies would be 

complete.

 “The firm stated they would contact FDA when they were 100% done with human health products, which includes distribution and stability testing of product.”

In the third audit, two issues were discussed with management. The first was at the close-out meeting concerning the use of heavy duty truck grease in the pellet mill located in the Narasin granulation process.


“During the time that use of a new grease was occurring, operators discovered that the wrong type of grease had been connected to the pellet mill. As part of their investigation, they learned that 90 pounds of [undisclosed] had been allowed to mix with narasin product over the course of five days. During this time frame, 165,000 kilograms of Narasin product was manufactured. The firm calculated that the concentration of [undisclosed] in narasin product would have been approximately 250 parts per million,” the report stated. 

According to management, Lilly contacted its regulatory consultant, who agreed that the concentration of grease in the Narasin product was too insignificant to adversely affect animals. 


“I stated that if a material can end up in their finished product, then they should be handling it in the same manner as other raw materials. As part of the corrective actions after this incident, management explained that they have added an operator verification for the type of grease to be pumped into the pellet mill for the Narasin process.”

Another verbal observation involved retesting conducted as part of the investigation of deviations. The deviation in question was initiated on Oct. 18, 2005, when testing of stability lot 606DK3 had an OOS loss on drying result. 


“The investigation implicated the venting of the oven as the reason for the OOS result. When vented too quickly, the pan containing the sample was observed to move, which could then allow the sample material to fall out of the pan,” the report added. 


Due to the presence of an assignable cause, the original sample bottles from the affected lots were to be retested. But the original sample bottle for the lot could not be found and a new sample was tested instead.


The FDAer explained that the firm should not be losing sample bottles that are part of an investigation. They agreed and pointed out that the sample retention system had been improved in the laboratory to prevent this from happening again. 

Eli Lilly – Clinton Labs, Clinton, IN, 10/21-31/03, 5/19/05, 10/23-27/06, Doc. 110016M, $9 plus retrieval. 
Medical devices

Gebauer tripped on CAPAs and environmental condition procedures 

Gebauer Company, Cleveland, OH, received a three-item 483 following a recent GMP audit because the device manufacturer failed to implement corrective and preventive actions (CAPAs), and because appropriate procedures have not been defined for controlling environmental conditions.


The investigation was conducted by investigator Benjamin Dastoli from the Cincinnati, OH, District Office. 


CAPA deviations that were noted included failed stability testing for microbial limits in Salivart, which resulted in a correction and removal of the product. Another CAPA involved an unacceptable level of mold found in Pain Ease medium, which resulted in an additional correction and removal by the firm. 


Also related to CAPAs, “information in the files regarding investigations, root cause and corrective actions were not contemporaneous nor did they provide a guide or reference for work that was being done by the firm,” the report stated. Also, corrective action files were open beyond their due date without documented approval of the VP of operations. 

According to the company response: “It is important to note that all of the intended contents of the CAPA were available during the inspection and provided to the inspector upon request, but due to the implementation of back to back recalls, Gebauer had not yet been able to compile the documentation in a separate CAPA file and attach it to the CAPA, and therefore the QA manager.”

The company also stated it did not recognize the GMP requirement for a CAPA to be contemporaneous. 


Further, the firm’s procedures for CAPAs were being updated to prohibit management from assigning indefinite due dates and to require any future CAPA due date extensions to be documented. FDA added:  “Also, any request for a CAPA due date extension must be accompanied by a CAPA status report ensuring that the CAPA remains contemporaneous.”

Regarding controlling environmental conditions, “the firm has no procedures to inspect or test the heating ventilation and cooling system at the firm for potential contamination of fungi, molds or microorganisms. The firm’s HVAC system has been identified as the root cause of the source of contamination in hydroflurocarbon which led to the current voluntary correction and removal of the firm’s HFC products manufactured at the firm since Jun 2006.”

Next, a medical device report (MDR) was not submitted within 30 days of receiving or otherwise becoming aware of information that reasonably suggested that a marketed device may have contributed to a death or serious injury.

One complaint described a customer who became sick after using Salivart oral moisturizer product which was under recall. The customer was admitted to the hospital with symptoms and side effects that were described in the current recall of Salivart. Symptoms included diarrhea, nausea, vomiting, stomach cramps and dehydration.


The firm responded: “Gebauer did open complaints for all Salivart Oral Moisturizer adverse events that we received as per our internal complaint handling procedures…All of the Salivart adverse event complaints that we have received were obtained in response to the implementation of the recall of Salivart. The first health and safety complaint that was received was assigned a complaint number, and an MDR evaluation was completed.


“The MDR identified that the patient experienced the symptoms and side effects as described in the recall notification and that an MDR was not required.”

The letter also stated that in two cases, complaint numbers were assigned and additional MDR evaluations were not completed, in error. “To correct this, additional investigation into these complaints was performed and MDR decision trees were completed.”

The company also stated that it would revise its complaint-handling procedures “to identify that all health and safety complaints can only be closed by the director of regulatory affairs to assure that MDR evaluations are completed and that references to other complaint investigations or CAPAs are appropriate for the complaint being evaluated.”
Gebauer Company, Cleveland, OH, 4/18-26/07, 
Doc. 110015M, $5 plus retrieval. 


Human drugs

Vintage Pharma tripped up by microbiological contamination

During an inspection of the manufacturing facility of Vintage Pharmaceuticals, Huntsville, AL, on July 16-20, 23-25, and August 8, investigators from FDA documented significant violations of GMP regulations, causing the firm’s drug products to be adulterated, according to a Feb. 1 warning letter. FDA also deemed the drugs misbranded because they lacked agency approval.  

The GMP violations in the letter included failure to “adequately investigate evidence of microbiological contamination and failure to maintain a complete record of data secured in the course of each test, including all graphs, charts, and spectra from laboratory instrumentation.” The report of an investigation conducted by the firm to identify microbial growth in a sample of pre-gelatinized starch contradicted the findings of FDA, whose “investigators found laboratory notebooks contained no record of the results of the reported testing on media, and no record of the results of identification testing using the system.”
According to the investigation report and the firm’s 483 response, after initial testing failed to positively identify the growth observed, retesting was conducted on a new sample collected from the lot. The report stated that the isolate from the original sample was not retested because there was insufficient sample remaining after the initial testing, and that the colony was not detected during the retest on a new sample.

In contrast to the investigation report, FDA wrote: “Vintage personnel told our investigators retesting was not conducted on the original sample because the isolate from the original sample was lost.”
Vintage SOPs required documentation of the results and rationale for any re-sampling and re-testing conducted during an investigation, but there was no mention in the company’s records that the original isolate was lost. 

The company’s Sept. 6 response to the 483 concluded that since the tests conducted found a low probability of identifying the growth initially observed, it is not likely the microorganism was objectionable.

FDA did not agree with that conclusion, writing: “We believe there can be numerous technical reasons why the probability for identification was low, which are unrelated to the clinical significance or pathology factors of the microorganism.”
The firm’s laboratory test data showed that during the tests conducted with a new sample, growth was observed on media used to selectively isolate Pseudomonas aeruginosa. The company did not mention this result in its report and there was no indication additional testing was conducted to positively identify the microorganism.

The firm failed to follow established test procedures and failed to record the initials or signature of the person who performed each test and the date each test was performed.

FDA’s review of the Vintage test data corresponding to the investigation of microbial contamination in pre-gelatinized starch deviations from the company’s SOP regarding sample sizes for retests and volume of enrichment broth. The 483 response acknowledged the SOP was not followed but stated this was deliberate and justified to increase the probability of recovering microorganisms. 

The firm also asserted that increasing the concentration of the sample was not a problem because the sample maintained solubility without falling out of solution, re-crystallizing or forming sediment. The company said it had revised its SOP.

FDA did not agree with the response, noting that it “is not acceptable” for analysts to ignore or deviate from approved SOPs unless the deviation is recorded and justified. The revised SOP “permits analysts to vary the amount of diluent during a retest, without validation and without oversight by the appropriate organizational and quality units,” and permits analysts to base adjustments to the amount of diluent during a retest solely on maintaining the sample in solution. “A validated concentration should be used for all microbial limit testing,” FDA wrote.

The Vintage SOP requires retests, conducted as part of an investigation of out-of-specification (OOS) or out-of-trend test results, not be performed by the original analyst. However, FDA found laboratory notebook entries for the original testing and retesting signed by the same analyst. Vintage personnel told FDA investigators the person who signs the notebook entry is not necessarily the person who conducts the analysis, and the analyst usually can be identified by the handwriting.

FDA noted that it is not appropriate “for anyone other than the analyst who conducted the test and entered it into the laboratory notebook to sign and date the entry.”.

The testing of capsules, Vintage SOP and procedures specified in USP Chapter 61, “Microbial Limit Tests,” were not followed because tests were not conducted to confirm the presence of Staphylococcus aureus. 

The 483 response also described alternative tests conducted using differential media not specified in the SOP. FDA disagreed with the firm’s position that it was acceptable to deviate from SOPs and from procedures specified in USP Chapter 61. Laboratory records contain no written justification and no record of approval by the appropriate organizational and quality units of the firm for the use of the alternative test methods.

In addition, FDA said the company failed to follow appropriate written procedures designed to prevent objectionable microorganisms in drug products not required to be sterile. The inspection initially found the firm had over 13 months of environmental monitoring data. There was no record showing isolates obtained from air samples were being identified; during the inspection, investigators were told there was no record of environmental trending data. 

Subsequently, the investigators received a report dated July 19, which contained environmental trending data for January through June, which established action and alert limits. The 483 response acknowledged SOP was not followed, in which environmental trending reports were not prepared and alert and action limits were not initially established after the period of May 26 through December 2006.

The 483 response asserted that the microorganisms isolated from air samples were identified but the records pertaining to the identifications were not reviewed by the investigators. However, FDA investigators noted that the log book page dated July 19 did not show isolates from air samples had been identified.

The promised corrections in the 483 response appear to be adequate. 

The firm did not establish “scientifically sound and appropriate test procedures designed to assure in-process materials and drug products conform to appropriate standards of identity, strength, quality, and purity,” FDA wrote.

Microbial test methods were not validated properly because preparatory tests were not conducted adequately. The 483 response letters reported that new preparatory testing had been conducted and showed additional inactivation procedures were necessary and microbial test methods were modified accordingly. Where test methods were modified, Vintage tested representative retention samples of currently marketed products using the modified test methods to verify the absence of any microbial contamination.

While the actions described appear to be generally adequate, FDA requested clarification of some parts of the responses concerning identified preparatory test failures, and data recorded in several tables that appeared to be inconsistent with the narrative descriptions of test results.

Vintage failed to withhold each lot of components from use until the lot had been sampled, tested or examined as appropriate, and released for use by the quality control unit.

Records corresponding to the investigation of microbial growth in a sample indicated the lot was released before the investigation report was signed by the Quality Control Director and by officials. The records indicated the lot was released and material from this lot was dispensed for production prior to the date the laboratory test data was verified by the Microbiology Manager. 

In addition to the GMP violations, Vintage manufactured and marketed unapproved new drugs and its wholly owned subsidiary, Qualitest, distributed unapproved new drugs.

Based on the information the firm submitted to FDA’s Drug Registration and Listing System and the labeling collected during the inspection of your facilities the company  marketed Tussiden C Liquid (codeine phosphate and guaifenisin); Hyoscyamine Sulfate Capsules Timed Release; Yohimbine HCl; Phenazopyrine HCl; and, Salsalate Tablets without FDA-approved applications on file for these drug products. These drugs also are misbranded because they lack adequate directions for use. 

Medical devices

Design control procedures faulty, notes Baxa Corp. warning letter

An inspection of Baxa Corporation, Englewood, CO, July 12- 30 resulted in FDA’s determination that the company’s “electro-mechanical infusion pumps and related sterile tubing sets, electro-mechanical pharmacy compounders, mixers and mixing/filling equipment, and other sterile and non-sterile pharmacy accessories” are adulterated due to violations of GMP/Quality System (QS) regulation.

The Jan. 14 warning letter noted that Baxa failed to follow its design control procedures to assure that design changes were identified, documented, reviewed and approved before implementation. The firm also failed to adequately validate design changes, because acceptance criteria were not established prior to performing validation activities. 

Baxa did not establish and maintain corrective and preventive action (CAPA) procedures that identified the actions needed to correct the recurrence of nonconforming product and other quality problems had been identified. Complaints of intermittent shutdown, unable to close port due to the valve moving, and broken USB port from the connector PCA involving the EM2400 device were investigated and preventive action initiated through the initiation of various engineering change orders (ECOs). However, the files had no record of any corrective action being taken to address the units that were already distributed in the marketplace.

The company failed to assure that all complaints involving the possible failure of a device to meet its specifications were investigated. For example, a review of complaint files related to the EM2400 disclosed a number of problems. The results of the firm’s investigation into these failures stated that the root cause was attributed to customer error and/or normal wear and tear. However, FDA found no documentation about how the determination of user error was made or what constitutes normal wear and tear.

Baxa also failed to establish and maintain procedures to ensure that complaints were evaluated to determine whether the complaint represented an event required to be reported to FDA under MDR requirements. Two complaints received in 2006 indicated serious injury resulted from the incorrect concentrations of solutions administered. Although Baxa indicated to the FDA investigator that these were not reported because the firm concluded the incidents were caused by user error, the MDR requirements specifically requires these types of events to be reported.

The investigator also reviewed 19 complaints involving inaccurate or incorrect delivery. The complaint records failed to contain sufficient patient information to effectively evaluate the events for MDR reportability, nor did they contain reasons for absence of the patient information and subsequent MDR evaluation.

Baxa did not establish and maintain procedures to ensure that management with executive responsibility reviewed the suitability and effectiveness of the Quality System at defined intervals. 

The inspection also revealed that the devices are misbranded because Baxa failed or refused to furnish material or information about its the devices, as required. 

Significant deviations included failure to submit an MDR report within 30 days of becoming aware of information that reasonably suggested that a marketed device may have caused or contributed to a death or serious injury, and that “reasonably suggests that a marketed device has malfunctioned or a similar device that you market would be likely to cause or contribute to a death or serious injury, if the malfunction were to recur.” The company also failed to investigate each event and evaluate the cause(s) of the event. 
The firm’s response concerning the investigator’s observations as well as status update reports, appeared to be adequate, FDA noted. However a follow-up inspection will be required to assure that corrections are adequate.

FDA requested that Baxa submit certification “by your outside expert consultant that he/she has conducted an audit of your establishment’s manufacturing and quality assurance systems relative to the requirements of the device QS regulation,” along with a copy of the consultant’s report, and certification that the company has reviewed the consultant’s report and that Baxa has initiated or completed all corrections called for. 









Vol. X, No. 3								 		                 March 2008





NEWS





FDA, USP to use compendial tests for heparin, possibly NMR; agency to add inspectors in China


                                               1


Violations of new FDAAA of 2007 up to $100 million for multiple offenses                    1





FDAAA 2007 has impact on PREA and BPCA


	                                  2





$225 million authorized under FDAAA 2007 Act for PDUFA user fees                   2





REMS frequency seen increasing under FDAAA 2007, former chief counsel says      3











483/EIR ANALYSIS


 


Human drugs





BASF Aktiengesellshaft, Ludwigshafen, Germany                                     


                                               5


Biozyme Laboratories, Blaenavon, South Wales, U.K.                                     


                                               6





Changzhou SPL Company, Wujing, Changzhou City, China                                      6





Eli Lilly-Clinton Labs, 


Clinton, IN                               7





Medical devices





Gebauer Company, 


Cleveland, OH                        9








WARNING LETTERS


Vintage Pharmaceuticals, Baxa Corporation	                 10				





Imports


FDA, USP to use compendial tests for heparin, possibly NMR; agency to add inspectors in China


By Validation Times Staff

















FDA has initiated a partnership with the U.S. Pharmacopeia to develop “compendial tests in an expedited manner” on heparin and testing for purity, Center for Drugs Director Janet Woodcock, M.D., stated in a March 20 press conference. 


The tests will most likely use nuclear magnetic resonance spectroscopy and capillary electrophoresis, she said. 


This developing partnership is in light of FDA’s recent identification of the contaminant found in tainted lots of heparin manufactured in China. Baxter International, which purchased its heparin active pharmaceutical ingredients (APIs) from Scientific Protein Laboratories (SPL). SPL operates a plant in Changzhou, China, where the tainted ingredients were produced.


The contaminant was identified as oversulfated chondriotin sulfate -- a modified form of an inexpensive and widely used dietary supplement,


The agency is likely to require “more rigorous tests” for heparin than those it has already suggested. However, Woodcock said the agency feels “doctors and patients now can be confident that the product on the market has been tested and is safe.”


The impure compound is “not an approved” drug or supplement, nor is it a normal byproduct of the manufacturing process, explained Woodcock. It can be created only through chemical modification of ordinary chondroitin sulfate, which combined with glucosamine is sold as a supplement to help rebuild joint cartilage and reduce the pain of arthritis.


“This is a biological compound that is not found in nature,” Janet Woodcock said. “At this point, it’s still to be determined if it was introduced intentionally or by accident.”


FDA also recently announced that it has received approval from the U.S. State Department to establish eight full-time permanent FDA positions at U.S. diplomatic posts in China, pending authorization from the Chinese government. The agency plans to hire and place FDA staff in China over the next 18 months. 


In addition, FDA will be hiring a total of five local Chinese nationals to work with the new FDA staff at the U.S. Embassy in Beijing and the U.S. Consulates General in Shanghai and Guangzhou. 


“In an age when a border is not a barrier, the globalized economy demands nothing less than heightened regulatory interoperability, information exchange, and cooperation, especially on product quality and enforcement matters,” said Murray M. Lumpkin, M.D., deputy commissioner for International and Special Programs, FDA. 


The creation of a permanent FDA presence in China is part of the agency’s “Beyond our Borders” initiative, which “facilitates the building of stronger cooperative relationships with the FDA’s counterpart agencies around the world and enhanced technical cooperation with foreign regulators,” the agency stated in its announcement. The permanent overseas offices in China will also allow greater access for inspections and greater interactions with manufacturers to help assure that products that are shipped to the United States meet U.S. standards for safety and manufacturing quality.    


Woodcock and other FDA officials participating in the March 20 conference call were careful to state that while the oversulfated chondroitin sulfate was found in “some lots” of the large-volume heparin associated with severe adverse events, the agency has not yet definitively linked the contaminant to those reactions. “We’re not sure how this contaminant might cause these reactions,” Woodcock said. “We’re doing tests now.”


FDA issued a heparin import alert March 14, ordering that all shipments of heparin and active ingredients to make heparin be stopped at the U.S. border to test for contaminants, if drug makers had not already conducted such tests. Five manufacturers that make the majority of heparin used in the U.S. have agreed to test all shipments of heparin ingredients or finished products to see if there is any contamination. 


Woodcock said in an earlier conference call that since Feb. 28, the agency has not received any additional reports of deaths, and only two more reports of allergic reactions. APP Pharmaceuticals now supplies the large heparin doses needed for U.S. surgery and has said it hasn’t seen allergic reactions to its product, according to “The Wall Street Journal.” 


SPL also supplies heparin APIs to B. Braun Medical, which recalled 23 lots of its own heparin March 21 after being notified of the oversulfated chondroitin sulfate contamination in SPL’s ingredient. In the March 20 conference, Woodcock noted that “other lots of heparin have tested positive” for the contaminant and that “new lots will be added to the recall,” including formulations of heparin for uses other than the large-volume applications.


The German firm Rotexmedica also found that heparin ingredients purchased from the Chinese company Yantai Dongcheng Biochemicals were contaminated, The Journal reported. FDA officials said they are working with German health authorities to see if the contamination is the same as that found in the Baxter heparin.


The contaminant has been found in lots of large-volume heparin associated with more than 700 severe allergic reactions in American patients, including a number of deaths. 


The announcement of the heparin contamination came within days of the one-year anniversary of the pet food contamination case, when FDA found that Chinese suppliers had been putting the compound melamine into gluten used by American pet food manufacturers, to boost the apparent protein content. Thousands of American pets became sick or died as a result.


As in the pet food case, in which the melamine offered a cheaper means to produce ingredients that appeared to meet U.S. standards, the oversulfated chondroitin sulfate in the heparin is considerably less expensive to produce than pure heparin. 


Because chondroitin sulfate is widely available “from ample sources,” FDA officials said, it is in inexpensive and easily acquired. Although there are some legitimate reasons for creating oversulfated chondroitin sulfate, they are largely involved in experimental testing and it is unlikely, but not impossible, that the compound could have gotten into the heparin accidentally.


The heparin problem has highlighted the high amount of APIs manufactured abroad and the declining number of international FDA audits. 


There are 566 plants in China that export drugs to the United States, but the agency inspected just 13 of them last year, according to “The New York Times.”


The agency does not have the money to inspect many more, and the Bush administration has no plans to fix this most basic of problems. The administration’s budget calls for a 3% increase in allocated funds next year, not enough even to keep up with rising costs.


Congress, though, may finally heed calls to allocate far more money. The Senate passed a budget resolution March 21 to give FDA an additional $375 million, a 20% increase over this year.


The uncertain prospects of the increased financing have led many in Congress to consider a user-fee system to pay for foreign inspections. The agency already relies heavily on user fees to pay for new drug reviews. Rep. Bart Stupak (D-MI) said such a system might be the only way to pay for the necessary inspections of an industry rapidly moving to places like China.


“Why should the taxpayer pay for these inspections so that you can close a plant here and open it over there to ship it back?” Stupak said. “It will be sustainable income so that we don’t have to get into these budget battles every year.”


About 80% of APIs used in drugs sold in the U.S. are manufactured abroad, The Times stated: 40% are made in China and India. Meanwhile, FDA has cut back on its foreign drug inspections, which declined to 341 in 2006 from 391 in 2000.


 








Civil penalties


Violations of new FDAAA of 2007 up to $100 million for multiple offenses


By Joseph Pickett, Managing Editor


ARLINGTON, VA – The four key components of Food and Drug Administration Amendment of 2007 (FDAAA) are post-approval study requirements, safety-related label changes, risk evaluation and mitigation strategies (REMS) and pre-review of DTC advertising. Penalties for violations of these provisions are up to $250,000 for a single charge, or up to $100 million for multiple offenses, according to a senior Amylin Pharmaceuticals regulatory affairs director. 


	Speaking here at a Center for Business Intelligence (CBI) conference on the FDAAA 2007 Act March 10, Cheryl Watton, M.D., said that the FDAAA states regarding post-approval clinical trials that a manufacturer should submit a timetable for completion of the clinical trial to provide a periodic report/update to FDA on the status of clinical trial, including: 


Enrollment status


Challenges with patient accrual


Purpose of clinical trial


Assess a known serious risks


Assess signals of serious risks


Identify unexpected serious risks


Regarding safety label changes, the FDAAA states that the sponsor has to submit changes within 30 calendar days. The supplement that updates label should include proposed safety changes (box warning, contraindication, warnings, precautions or adverse reactions), or provide justification why labeling changes are not warranted


“If FDA disagrees with either of the above, has to institute a discussion with sponsor, and discuss what needs to occur within 30 days of notification,” she said. 


 	Within 15 days after the conclusion of discussion with sponsor, FDA should notify sponsor to submit label changes. Sponsor has 15 days from this date to submit label changes. Acceleration of timeline is allowed by FDA, she said. 


	REMS, she continued, are risk management plans specifically tailored to enhance safety knowledge of products. 


REMS include:


Elements to ensure effective communication of product risks


HCP information (protocol of use)


Restriction on distribution or use to ensure safety use of the product


Monitor HCP compliance of use


Requiring prescribers to have specialized training


Dispensation of the product in controlled settings such as hospital


Allowing the dispensation of the product only to patients with evidence of safety use conditions 


Enroll patients in a registry or a clinical trial to undergo monitoring


Watton stressed that FDA’s Review Division and the Office of Drug Safety can request REMS within 120 days after approval of NDA or becomes aware of new safety information.


The timetable for a submission of assessment of the REMS is:


At 18 months


At 36 months 


At 84 months














[See FDAAA, page 4]








[see Imports, page 4]








( The Checklist — BASF


( Computer systems not validated


( No label specimens in master packaging 





	





( The Checklist — Changzhou SPL


( Lack of critical processing steps for heparin


( Cleaning methods not validated
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Analysis of 483s/EIRs for GMP


validation issues


By Joseph Pickett, Managing Editor





Regarding follow-on biologic submissions, Bicsak noted: “They could come with a unique user fee structure, if and when legislation is proposed and enacted.”








( The Checklist — Eli Lilly


( No 483s issued








	





( The Checklist — Gebauer Company


( CAPA deviations noted – failed stability test


( No procedures for environmental monitoring








	





( Warning Letter Analysis — 


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





( The Checklist — Biozyme Labs


( Batch validation not performed properly


( Employees lacked proper training
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