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APHL Updates
· Rosemary Humes, APHL Senior Advisor of Scientific Affairs welcomed the participants on the line and provided updates from APHL

· ABI has discontinued their after hour toll free response line for service requests.  The call participants are instructed to use the standard response number for all service requests, queries, etc.  
· ASTHO and CDC are collaborating with APHL, CSTE, and NACCHO to convene several workgroups to meet in Atlanta June 30th and July 1st to rapidly assess the public health system’s response to Novel H1N1 over the last month or so and to identify gaps, weaknesses, and/or off-mark or flawed planning assumptions, and develop an actionable improvement plan with recommendations warranting priority consideration over the next several months aimed at strengthening our state of readiness. 
· APHL recently launched a survey to assess the response to the recent influenza pandemic.  If you have not already, please complete the survey at your earliest convenience, the data is important for planning purposes as we move closer to influenza season in the northern hemisphere.

· APHL staff met with key members of the CDC influenza division in Atlanta last week.  It was decided to reconvene the Influenza Workgroup in order to enhance coordination with CSTE to develop successful partnerships with commercial laboratories, engage CDC leadership in the development of clinical guidance, and develop new testing algorithms to improve the efficiency of the PHL testing pipeline and relieve some off the burden of testing all specimens.  

· Peter Kyriacopoulos, Director of Public Policy at APHL, updated the call participants to congressional interest in pandemic influenza.

· President Obama signed the emergency supplemental appropriations bill on June 24th.  The bill identifies $260 million directly for State and local preparedness with a portion ($130 million) for “laboratory support”.
CDC Update
· Mr. Roy Johnson, Dr. Steve Lindstrom, and Dr. Joe Miller from the CDC Influenza addressed the participants with updates from the CDC.  One of the major focuses of the CDC is to continue to update reagents that can be used for testing and providing them to PHLs.  Reagents will be available for July, and will continue to be available through the Fall, building inventory for now and fall, with no limitations anticipated.
· CDC feels that the current ordering system has been working well, please continue to order kits and reagents through fluorder@cdc.gov.
· Mr. Johnson discussed the current and future status of the Emergency Use Authorizations (EUAs).  The original rationale for receiving reagents would be to have the IVD test serve as the first tier test, determine the influenza A unsubtypables, then test by the H1N1 (swine like) test.  With the inclusion of the universal influenza A, the H1N1 (swine-like) test could be used as the initial screen.  The EUAs for the additional specimens and agpath enzyme will be added as package inserts to all orders and shipped with kits in the coming weeks.  The package insert for the H1N1 Swine Kit will be available this fall, and will ship with kits.  

· Additionally, information detailing changes to protocol for use with the agpath enzyme will be included in the package insert.  These will in clued changes to enzyme/mastermix cocktail and thermalcycling parameters.

· Under the EUA restrictions all primers/probes MUST be distributed as kits.  Each kit has the ability to perform 1,000 reactions.  CDC has the capacity to continue to manufacturing and distributing the kits throughout the summer and into the fall.  
· From a regulatory standpoint there is NO flexibility for off-label use of this protocol.  It is acceptable for laboratories that have validated the QIAcube to continue to use this instrument platform since the chemistries (buffers and reagents) are the same as the manual kit.  CDC wishes to generate more data to draft EUAs that will allow use for additional automated extractor and RT-PCR systems.

· Dr. Lindstrom provided a laboratory update.

· CDC is currently requesting specimens for surveillance testing.  The number of specimens requested for testing continues to be about five every other week.  ALL specimens sent to CDC will be considered surveillance UNLESS they are specifically submitted as “for diagnostic need.”  For these special requests please contact CDC to inform them that diagnostics testing is required prior to their arrival.  These specimens should be properly identified for diagnostic testing.  CDC continues to request about five specimens every other week for surveillance testing.
· Throughout the response to the outbreak the questions regarding equivocal results continue to arise.

· For Seasonal influenza testing, robust influenza A specimens with Ct results less than 30, and unsubtypable should be sent to CDC to resolve.
· Specimens with Cts > 30 (32-35), and which you are unable to obtain positive results with all the targets can be considered equivocal due to low viral copy number.   Specimens yielding these results should be retested, and if the same results are observed can be determined to be inconclusive.
· Only testing with swine (high swine prevalence testing) and observing robust influenza A positive negative for swine markers, go back and test with IVD panel and retest swine targets.  Repeated results can be considered unsubtypable.

· Dr. Miller discussed added additional information regarding ancillary kits/regents and modeling 

· As posed earlier, CDC will continue to support and send ancillary reagents, primers, probes, swabs, vtm, plastics, and chemistries for the foreseeable future.  

· Unlike the kits, the ancillary reagents can be specially ordered, depending upon the needs of your laboratory.  In the next few weeks the agpath enzyme will be available.  Prior to use your laboratory may have to perform additional validations to support your CLIA requirements.

· CDC is in the process of clearing and releasing an excel based version of laboratory capacity models.  These multi parameter models can be manipulated to explore how changing hours, adding staff, platforms, etc. can affect your laboratory’s capacity.

· This tool is similar to the LRN laboratory tool developed by Martin Meltzer, and can be used as both a planning and workload tool.  It can be useful in predicting backlogs and needs, used in real-time, and to justify laboratory needs using real data to funding sources.
· The model may be available for release as early as next week, and Joe Miller and Martin Meltzer will be able to provide support for the model.  Laboratories wishing to receive can send requests directly to Joe Miller or coordinate through APHL.

· CDC has been collaborating with the University of WI Hygienic Laboratory to validate pooled specimen testing.  The studies are nearing completion and guidance for pooled sample testing is being developed.  A protocol for use with the IVD test will be developed and CDC will draft an EUA to submit to FDA.

· Mr. Johnson and Dr. Lindstrom addressed questions sent fluquestions@aphl.org prior to the conference call.  

· What is the status of the ABI 7500 upgrade program, if still active what are the requirements to qualify for the upgrade of the 7500s?
· All of the ABI7500 Fast RUOs will be up officially upgrade to the Dx by the fall.  ABI should have sent the PQ panel to your laboratory, once completed and CDC has been notified, your laboratory will be notified of your upgrade.  

· ABI, CDC, and APHL are actively working to facilitate these upgrades, proceeding with those instruments that were in the field prior to the “event,” followed by those that were purchased during the “event.”

· Many questions have come in regarding acceptable specimen types.  One question about acceptable specimens that continues to come up is regarding nasal washes.  

· CDC is working to gather data to validate nasal washes as acceptable specimen types.  Once performance has been demonstrated a EUA will be developed for this specimen type.  Other specimens that are not yet acceptable are tissue post-mortems and CSF.  They are currently not cleared, and if tested the results cannot be considered diagnostic, nor used to determine patient care.  CDC recommends that if these specimens are still collected that an acceptable specimen type be collected along side them.

· However, if they are tested, reports MUST indicate that those specimens should not indicate diagnostic, no determination of patient care, and a negative result does not preclude infection.

· Molecular testing of the virus is acceptable, and virus culture does not need to be diluted prior to testing.
Questions and Answers

· Will there be another Dx wet-lab training or can we get training from another qualified laboratory?

· The goal is to offer a truncated/shortened wet lab training on the assay this fall at CDC.

· Is it possible to get the updated package inserts electronically?  

· Yes, send an email to flusupport@cdc.gov for pdf versions of the inserts.

· Is there an established time frame that would we would need to collect an acceptable specimen post-mortem?

· Currently there is no data available for this.  If this is to be done it should be done as soon as possible, however, a negative test result in this case does not indicate absence of infection, because virus viability is currently unknown.

· We’ve tried to prepare mastermix ahead of time for our daily runs and have observed higher Ct values at the end of the day relative the beginning of the day, when using the same mastermix prep.  Should mastermix be prepared in advance, and if so how long is it stable?  
· We do not recommend preparing the mastermix ahead of time.  This could cause decrease in the enzyme kinetics thus resulting in the decrease in performance that you have observed.

· Has any lab observed a decreases in performance of primers and probes stored for a long time at 2-8 degrees C?

· CDC is performing stability studies, and has observed no decrease in daily use aliquots or through storage as describe in the protocol.

· Is the universal influenza A target in the IVD and swine kits the same?

· Yes

· Recently on the website the name of the virus changed to pandemic Influenza A.  Is this going to be the agreed upon name?

· Guidance has been changing weekly, and we have decided on a more meaningful nomenclature such as swine-like H1N1

· For nasal wash specimens that are not subtypable, should we send these specimens into CDC to assist with validations studies for this specimen type?

· CDC plans to approach PHLs that see a significant number of these types of specimens, and coordinate a manner to test them and send the information to FDA for the EUA.  For equivocal results CDC and APHL will work to collect both positive and negative nasal wash specimens
· Are there reagents to perform IFA to differentiate swine influenza from seasonal influenza?

· We are not aware of any yet nor where the research is or how far off.

· We continually receive specimens collected during autopsy; do you have any inclusion criteria for these specimen types?

· This would be a case by case basis, with more information coming from the epidemiology group here at CDC.  Requests for specific specimens would be made by epi.  Please contact Krista Kniss, krista.kniss@cdc.hhs.gov  to determine what specimens to collect.
· Will you continue to distribute other reagents through the summer and fall?

· Yes the ancillary reagents will continue to be distributed.

· Will it be possible to increase the amount of human control you provide?

· We are working on adding more human sample to the kit.  The request has to go through FDA in order to begin doing this.

· We use both the MagNA Pure LC and the Qiagen Qiacube.  We tend to see Ct values 3-5 times higher with the MagNa Pure extraction versus the Qiacube.  Is this phenomenon characteristic of the results that other labs observe?

· We have demonstrated strong performance with the cleared extractor methods.  If you’ve validate the Qiacube in your laboratory and observe a better performance with the Qiacube that is great.  

· California has been using the Light Cycler to perform influenza testing for several years.   What guidance for reporting to labs that wish to do further testing of specimens that the state lab refuses?
· We cannot give guidance for labs that want to perform tests on their own, and they will have to report under their own system.
