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BACKGROUND

Protein Science Corporation (PSC) was notified on August 7, 2009 of FDA’s decision that it
would not present FluBlok at the September 11, 2009 Vaccines and Related Biologics Products
Advisory Committee (VRBPAC). PSC contacted CBER to inform them of its concern that
FluBlok would not be presented at the September 11, 2009 VRBPAC. CBER management
recommended that PSC request a meeting with CBER to discuss unresolved CMC and other
issues affecting BLA approval. A meeting between CBER and PSC was scheduled for
September 24, 2009 and meeting materials with questions was received from PSC on September
2, 2009. CBER submitted a response to PSC’s questions on September 23, 2009. PSC’s
questions and CBER’s response are included as an appendix to these meeting minutes.

DISCUSSION

CBER began the meeting by indicating that CBER wanted to move the BLA review/approval
process forward. However, since CBER had provided PSC a response to its meeting material
questions and was drafting an Information Request for PSC, certain details might not be
discussed at the meeting. CBER noted that FluBlok process validation is important and that the
approval process could not move forward without assurance that FluBlok can be manufactured
consistently.

PSC indicated that they wanted to have more certainty regarding the issues that remain a concern
to the FDA.

CBER suggested that PSC seek clarification on any of the statements submitted by CBER in
response to PSC’s meeting material questions.

Question 1. Process validation

la-c: PSC did not request further clarification.

1d:  PSC asked whether the additional data sought by CBER to support the bulk filtration step
included information such as flow rates and---(b)(4)--- testing. CBER indicated yes and
that PSC would need to set parameters for these values in the Batch Production Record.
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le:

1f:

1g:

1h:

1i:

1j:

1k:

1l:

CBER also stated that parameters should be set for time, temperature and any product
sampling performed (e.qg., bioburden) prior to filtration.

PSC did not request further clarification.

PSC noted that it did not show purification at the -------------- (b)(4)----------------

------ (b)(4)------ steps and asked CBER whether these were the steps CBER sought
additional information regarding product purification. CBER indicated that PSC should
identify the effect of these steps on product purity and demonstrate consistent purification
at this/these step(s).

PSC did not request further clarification but noted that there was no hold time between

PSC requested further clarification regarding Drug Substance hold time. CBER indicated
that this is synonymous with drug substance shelf life, and that drug substance stability
data should be used to support this hold time/shelf life.

PSC did not request further clarification.

PSC noted that it stored columns in —(b)(4)---. CBER stated the IR response was unclear
because ----- (b)(4)------------- were not assessed to support cleaning and sanitization of
the columns prior to use.

PSC noted that acceptance criteria had been set and asked CBER what additional
information was needed. CBER indicated that its recommendation was for PSC’s
internal information and that no further information will be requested.

PSC noted that it has batch records for visually confirmed parameters which are done as a
check-off. CBER noted that when parameters are not electronically recorded, it would be
beneficial to document the measurements instead of checking them off. No further
information will be requested.

1m and u:

1n-p:

1q:

1r:

1s:

PSC noted that it was concerned with its --------- (b)(4)-------------=---- and it would

fix the problems associated with this step. PSC also stated that they had approval from
the Director of Quality to -------------=--==-mmmememev (b)(4)--------------- . CBER informed
PSC that they did not provide the necessary documentation to support this statement.

PSC did not request further clarification.

PSC requested further clarification and CBER noted that the details regarding the
additional information it needed would be included in the pending Information Request.

PSC did not request further clarification.

PSC asked CBER to confirm that the specification for Triton X-100 should only be based
on results from the 2008 season. CBER concurred.
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1t: PSC noted that ----(b)(4)--------------- would be addressed accounting for assay
variability and strain-specific trends.

lv:  PSC noted that Hospira was working with -------- (b)(4)-------- to evaluate container
closure integrity. CBER noted that PSC would need to demonstrate the ability of testing
to detect moderate to small leaks and that CBER would work with PSC to resolve this
issue. CBER also explained that test parameters should incorporate applied stresses that
the system will experience over its shelf life (e.g., pressure differential experienced
during transport).

1w:  PSC noted that it would use 1 lot and 3 shippers to repeat the container closure
integrity validation.

1x:  CBER noted that Hospira’s test plan for confirming reliability of the supplier’s results for
------- (b)(4)------------------------ stoppers needs to be statistically valid.

Question 2. Clinical lot consistency:

PSC asked whether CBER thought that a closed session at VRBPAC would be needed and
whether CBER’s main concern regarding the need for a closed session was FluBlok process
validation. CBER said that the purpose of a closed session (if it were held) would be to inform
the Advisory Committee about any aspects of the product relevant to their decisions. PSC also
asked whether CBER had a target due date for its review of PSC’s response to CBER’s pending
Information Request. CBER noted that PSC’s response and CBER’s review of the pending
Information Request may or may not be addressed in time for the November 19, 2009 VRBPAC.

Questions 3, 4 and 5:

PSC did not request further clarification.

Question 6. Additional CBER Concerns:

PSC described a list of tests conducted by ----- (b)(4)------- on the Master Cell Bank and End of
Production Cells to address CBER’s concerns regarding -------------- (b)(4)---------- in one of
three Drug Substance Batches. ------------ (D)(4)--=-=-mmm e

with PSC to resolve the issue.

Question 7. Action Due Date and other timing:

PSC did not request further clarification.
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ADDITIONAL DISCUSSION

CBER noted that the 4 month shelf life for FluBlok was unusual and asked whether PSC would
be collecting additional stability data. PSC acknowledged that the shelf life was unusual and that
it was evaluating alternative assays to monitor stability (e.g.----------------- (b)(4)------------=------ ,
--------- (b)(4)----) and also evaluating ---------------------(b) (4)-----------=-==-=--=--=-—-----) tO
increase FluBlok stability. CBER asked whether instability was also observed in monovalent
bulks. PSC indicated that instability was observed in monovalent bulks.

CBER asked whether PSC has observed changes in safety or immunogenicity of FluBlok due to
instability. PSC indicated that it had investigated this and that, though not statistically
significant, it appeared that FluBlok became more immunogenic as it decayed but that it was not
more reactogenic.

CBER reiterated that it was important that PSC understand the cause of FluBlok’s instability and
that if a closed VRBPAC session was needed, CBER would need to communicate its concerns to
the Advisory Committee. PSC asked when CBER could complete its review of PSC’s response
to the pending Information Request. CBER noted that it could not provide a specific date due to
the unknown volume of unrelated work it would be receiving.

ACTION ITEMS

Action Item/Description Owner Due Date
As soon as possible. Target
Information Request CBER is the week of September 28,
20009.
Responsg to CBER PSC As soon as possible.
Information Request
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APPENDIX (PSC questions and CBER response for September 24, 2009 meeting)
Dear Dr. Post-

We have reviewed your September 3, 2009 pre-read materials for the September 24 meeting with
CBER to discuss outstanding issues related to your FluBlok BLA 125285.

Protein Science Corporation’s questions are presented below followed by CBER responses in
bold. Please note that our reviews of BLA 125285 and your response to our IR letter are
ongoing and we will provide specific comments on those responses separately.

Process Validation:

1. PSC has submitted three series of drug substance process validation data and/or protocols to
the Agency from the period of June, 2007 to the present. Information on drug substance
process validation is located in Background Information Section 1 of this package. Does the
Agency concur that our August 24, 2009 response to the July 30, 2009 IR is complete and
that the drug substance manufacturing process is sufficiently validated for licensure? If not,
what additional information is needed?

CBER Response:

We do not consider the process sufficiently validated for licensure at this time. PSC
submitted an interim 2009 validation report in July 2009 in response to CBER’s request.
The Final 2009 Validation report will be needed and is expected to contain the following
information:

a. Data to support validation of (b)(4) step using a —(b)(4)---- column.
b. Data to support validation of H1 and B HA purification by (b)(4)-- column

chromatography

c. Your assay to quantify Tween 20, the associated validation report, and Tween 20
results to support validation of the ------- (b)(4)--------- step.

d. Data to validate bulk filtration step (performance criteria have not been
submitted).

e. Todemonstrate the process effectiveness, the --------------------- (b)(4)--------=--==-m=--

f. Data to support consistent purification at the step(s) that increase product purity.
The purity attained by the end of (b)) is surprisingly low and yet bulk (b)(4) meets
specification of (b)(4).

g. Hold time between ------------- (b)(4)-------------==mmm - , and data to support this
hold time.

h. Further data to demonstrate consistency of product quality during the drug
substance hold time. This should include records for at least 3 lots of each strain to
demonstrate specifications are met throughout the hold time, and demonstration of
consistent conditions during the hold time.

Process parameters or procedures that need to be addressed:
7
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Linear flow rate parameters for the ---(b)(4)--- columns to include a lower limit
based on process capabilities.

Testing performed to confirm complete removal of column storage solution prior to
use.

Updated acceptance criteria to take into account test variability. For example,
when ---(b)(4)---- is a critical process parameter, the variability of the test should be
considered in the acceptance criteria.

Documentation of parameters that are visually confirmed when there is no
electronic record of conditions used.

----- (b)(4)----------- of lot ----(b)(4)------- should have followed SOP QG0041 which
states that the lot will be assigned a unique number.

Temperature parameters used for incubation during bioburden tests. If the
excursion noted in deviation 09-023 was out of these limits, a rationale for why the
temperature excursion was deemed to have minimal impact on the result.

The discrepancy between DNA removal efficiency in Process Development and full
scale manufacture.

Results of ----(b)(4)----and ------ (b)(4)---------- for ------- (b)(4)-------------- samples
(one lot each of H1, H3 and B HAS) ------- (b)(4)-------- analysis in order evaluate the
presence of -------- (b)(4)---------- :

Validation of your ----- (b)(4)------ DNA assay.

We agree that quantitative analysis for -------- (b)(4)------ IS unnecessary; however, it

should be listed as a potential impurity.
Specification for Triton X-100 (based on results from the 2008 season, not 2007).
-------- (b)(4)----------------- should be included as an upper limit for drug substance

Concerning ------ (b)(4)----------- .

u.

Lack of documentation to support your claim that the Quality Unit knew of and
approved the ------- (b)(4)------ step associated with Process Validation Lot ----(b)(4)-
prior to its execution on May 4, 2009.

Concerning Formulation and Filling:

V.

Microbial failure occurs in the leak rate region of 10™*° to 107 std cc/sec, which
roughly corresponds to leak diameters ranging from 0.4 to 2 microns. It is not
clear if your method can detect a critical leak in the range mention above.

Container closure integrity validation must be repeated with vials used in the
shipping validation study or repeat container closure integrity testing to include
dynamic conditions (i.e., exposure to differential pressures to simulate anticipated
product processing or distribution conditions) must be conducted.

Your test plan for confirming reliability of the supplier's results for ----(b)(4)---- for
the -----(b)(4)------ stoppers.



Meeting Minutes ~ CBER/OVRR/DVRPA BLA Meeting Confidential Filing  Reference # CRMTS 7226
10/23/2009

2. Given the clinical data from the pivotal studies, including non-inferiority to licensed TIV in
two studies and clinical endpoint efficacy results in two other studies, does the Agency agree
that the overall clinical results support manufacturing consistency that is adequate to license
a seasonal influenza vaccine?

CBER Response:
We are still considering the issue of clinical results supporting the manufacturing
consistency and this issue is related to VRBPAC discussion, so we are unable to provide

comments on this question.

Product Specifications and Stability:

Information on specifications (product potency, --(b)(4)----, and release) and stability is provided
in Background Information Section 2 of this package.

3. Isthe Agency in agreement that the information provided supports a minimum potency
value of ------- (b)(4)----------- strain at expiration and a 16 week shelf-life of FluBlok?

CBER Response:

Yes, we agree. Please note that a shelf-life should also be defined for your monovalent bulk
drug substance. Please specify shelf-life and provide data to support this length of time.

4. Is the Agency in agreement with a minimum potency of ------- (b)(4)------ at the time of drug
product release and maximum release potency of ----- (b)(4)--------- ?

CBER Response:

We agree with ------- (b)(4)------ as the minimum potency release specification. The
maximum release potency of ------ (b)(4)------ can also be accepted for the near term. We
strongly encourage your commitment to optimize stability in terms of SRID potency to
narrow the difference between minimum and maximum potency in each dose.

Formulation and Filling:

5. Information regarding drug product process validation timelines is provided in Section 3 of
this package. Pending resolution of product specification matters, we have postponed drug
product process validation activities until the end of September/early October timeframe
assuming we can reach agreement with the agency on drug product specifications at the
September 24, 2009 meeting. Is the Agency in agreement with our proposed timelines?

CBER Response:

Your timeframe appears acceptable. Please submit the data, when available, from two
100% fills prior to licensure.

General
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6. PSC has responded recently to three information requests received on June 19, 2009; July
30, 2009; and August 14, 2009, respectively. Does the Agency concur that our responses
submitted on June 29, July 17, August 24 and August 31, respectively, are essentially
complete or are there other product concerns (CMC, clinical, or pharm/tox) that the agency
has regarding F1uBlok that need to be addressed prior to licensure?

CBER Response:

Based on the review of information submitted by you in response to our IR letter (July 30,
2009), we have concerns about the ------ (b)(4)----------------- in your vaccine. We plan to
send you specific comments related to the review of that information separately that will
include request for information such as:

CMC

Clinical
e Other clinical concerns such aspost-marketing commitments (PMC) and labeling
which are not the focus of this meeting will have to be addressed prior to licensure.

7. Taking into account the information submitted by PSC in response to the three information
requests, and the discussions to identify and resolve any other outstanding issues at the
September 24, 2009 meeting, can the Agency please clarify the anticipated action due date,
along with the timing of any other requirements necessary for product approval?

CBER Response:

We have made your August 24, 2009 submission a major amendment, and that changes the
Action Due date from October 28, 2009 to January 27, 2010.

10
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BACKGROUND



Protein Science Corporation (PSC) was notified on August 7, 2009 of FDA’s decision that it would not present FluBlok at the September 11, 2009 Vaccines and Related Biologics Products Advisory Committee (VRBPAC).  PSC contacted CBER to inform them of its concern that FluBlok would not be presented at the September 11, 2009 VRBPAC.  CBER management recommended that PSC request a meeting with CBER to discuss unresolved CMC and other issues affecting BLA approval.  A meeting between CBER and PSC was scheduled for September 24, 2009 and meeting materials with questions was received from PSC on September 2, 2009.  CBER submitted a response to PSC’s questions on September 23, 2009.  PSC’s questions and CBER’s response are included as an appendix to these meeting minutes.



DISCUSSION



CBER began the meeting by indicating that CBER wanted to move the BLA review/approval process forward.  However, since CBER had provided PSC a response to its meeting material questions and was drafting an Information Request for PSC, certain details might not be discussed at the meeting.  CBER noted that FluBlok process validation is important and that the approval process could not move forward without assurance that FluBlok can be manufactured consistently.



PSC indicated that they wanted to have more certainty regarding the issues that remain a concern to the FDA.



CBER suggested that PSC seek clarification on any of the statements submitted by CBER in response to PSC’s meeting material questions.



Question 1.  Process validation



1a-c:	PSC did not request further clarification.



1d:	PSC asked whether the additional data sought by CBER to support the bulk filtration step 	included information such as flow rates and---(b)(4)--- testing.  CBER indicated yes and 	that PSC would need to set parameters for these values in the Batch Production Record. 	CBER also stated that parameters should be set for time, temperature and any product 	sampling performed (e.g., bioburden) prior to filtration.



1e:	PSC did not request further clarification.



1f:	PSC noted that it did not show purification at the --------------(b)(4)---------------- 	

------(b)(4)------ steps and asked CBER whether these were the steps CBER sought 	additional information regarding product purification.  CBER indicated that PSC should 	identify the effect of these steps on product purity and demonstrate consistent purification 	at this/these step(s).



1g:	PSC did not request further clarification but noted that there was no hold time between 	-----------(b)(4)-----------------------.



1h:	PSC requested further clarification regarding Drug Substance hold time.  CBER indicated 	that this is synonymous with drug substance shelf life, and that drug substance stability 	data should be used to support this hold time/shelf life.



1i:	PSC did not request further clarification.



1j:	PSC noted that it stored columns in –(b)(4)---.  CBER stated the IR response was unclear because -----(b)(4)------------- were not assessed to support cleaning and sanitization of the columns prior to use. 



1k:	PSC noted that acceptance criteria had been set and asked CBER what additional 	information was needed.  CBER indicated that its recommendation was for PSC’s 	internal information and that no further information will be requested.



1l:	PSC noted that it has batch records for visually confirmed parameters which are done as a 	check-off.  CBER noted that when parameters are not electronically recorded, it would be 	beneficial to document the measurements instead of checking them off.  No further 	information will be requested.



1m and u:

	PSC noted that it was concerned with its ---------(b)(4)------------------ and it would 	fix the problems associated with this step.  PSC also stated that they had approval from 	the Director of Quality to -----------------------------(b)(4)---------------.   CBER informed 	PSC that they did not provide the necessary documentation to support this statement.  



1n-p:	PSC did not request further clarification.



1q:	PSC requested further clarification and CBER noted that the details regarding the 	additional information it needed would be included in the pending Information Request.



1r:	PSC did not request further clarification.



1s:	PSC asked CBER to confirm that the specification for Triton X-100 should only be based 	on results from the 2008 season.  CBER concurred.



1t:	PSC noted that ----(b)(4)---------------would be addressed accounting for assay 	variability and strain-specific trends.



1v:	PSC noted that Hospira was working with --------(b)(4)-------- to evaluate container 	closure integrity.  CBER noted that PSC would need to demonstrate the ability of testing 	to detect moderate to small leaks and that CBER would work with PSC to resolve this 	issue.  CBER also explained that test parameters should incorporate applied stresses that 	the system will experience over its shelf life (e.g., pressure differential experienced 	during transport).



[bookmark: OLE_LINK1][bookmark: OLE_LINK2]1w:	PSC noted that it would use 1 lot and 3 shippers to repeat the container closure 	integrity validation.



1x:	CBER noted that Hospira’s test plan for confirming reliability of the supplier’s results for 	-------(b)(4)------------------------ stoppers needs to be statistically valid.



Question 2.  Clinical lot consistency:



PSC asked whether CBER thought that a closed session at VRBPAC would be needed and whether CBER’s main concern regarding the need for a closed session was FluBlok process validation.  CBER said that the purpose of a closed session (if it were held) would be to inform the Advisory Committee about any aspects of the product relevant to their decisions.  PSC also asked whether CBER had a target due date for its review of PSC’s response to CBER’s pending Information Request.  CBER noted that PSC’s response and CBER’s review of the pending Information Request may or may not be addressed in time for the November 19, 2009 VRBPAC.



Questions 3, 4 and 5:



PSC did not request further clarification.



Question 6.  Additional CBER Concerns:



PSC described a list of tests conducted by -----(b)(4)------- on the Master Cell Bank and End of Production Cells to address CBER’s concerns regarding --------------(b)(4)---------- in one of three Drug Substance Batches.  ------------(b)(4)-----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------.  CBER offered to work directly with PSC to resolve the issue.



Question 7.  Action Due Date and other timing:



PSC did not request further clarification.



ADDITIONAL DISCUSSION



CBER noted that the 4 month shelf life for FluBlok was unusual and asked whether PSC would be collecting additional stability data.  PSC acknowledged that the shelf life was unusual and that it was evaluating alternative assays to monitor stability (e.g.-----------------(b)(4)-------------------, ---------(b)(4)----) and also evaluating ---------------------(b)(4)------------------------------) to increase FluBlok stability.  CBER asked whether instability was also observed in monovalent bulks.  PSC indicated that instability was observed in monovalent bulks.



CBER asked whether PSC has observed changes in safety or immunogenicity of FluBlok due to instability.  PSC indicated that it had investigated this and that, though not statistically significant, it appeared that FluBlok became more immunogenic as it decayed but that it was not more reactogenic.



CBER reiterated that it was important that PSC understand the cause of FluBlok’s instability and that if a closed VRBPAC session was needed, CBER would need to communicate its concerns to the Advisory Committee.  PSC asked when CBER could complete its review of PSC’s response to the pending Information Request.  CBER noted that it could not provide a specific date due to the unknown volume of unrelated work it would be receiving.



ACTION ITEMS



		[bookmark: _GoBack]Action Item/Description

		Owner

		Due Date



		Information Request

		CBER

		As soon as possible.  Target is the week of September 28, 2009.



		Response to CBER Information Request

		PSC

		As soon as possible.






APPENDIX (PSC questions and CBER response for September 24, 2009 meeting)



Dear Dr. Post-



We have reviewed your September 3, 2009 pre-read materials for the September 24 meeting with CBER to discuss outstanding issues related to your FluBlok BLA 125285.



Protein Science Corporation’s questions are presented below followed by CBER responses in bold.  Please note that our reviews of BLA 125285 and your response to our IR letter are ongoing and we will provide specific comments on those responses separately.



Process Validation:



1. PSC has submitted three series of drug substance process validation data and/or protocols to the Agency from the period of June, 2007 to the present.  Information on drug substance process validation is located in Background Information Section 1 of this package. Does the Agency concur that our August 24, 2009 response to the July 30, 2009 IR is complete and that the drug substance manufacturing process is sufficiently validated for licensure?  If not, what additional information is needed?



CBER Response:



We do not consider the process sufficiently validated for licensure at this time.  PSC submitted an interim 2009 validation report in July 2009 in response to CBER’s request.  The Final 2009 Validation report will be needed and is expected to contain the following information:



1. Data to support validation of (b)(4) step using a –(b)(4)---- column.

1. Data to support validation of H1 and B HA purification by (b)(4)-- column chromatography

1. Your assay to quantify Tween 20, the associated validation report, and Tween 20 results to support validation of the -------(b)(4)--------- step.

1. Data to validate bulk filtration step (performance criteria have not been submitted). 

1. To demonstrate the process effectiveness, the ---------------------(b)(4)----------------------------------------------.

1. Data to support consistent purification at the step(s) that increase product purity.  The purity attained by the end of (b)(4) is surprisingly low and yet bulk (b)(4) meets specification of (b)(4).  

1. Hold time between -------------(b)(4)------------------------, and data to support this hold time. 

1. Further data to demonstrate consistency of product quality during the drug substance hold time.  This should include records for at least 3 lots of each strain to demonstrate specifications are met throughout the hold time, and demonstration of consistent conditions during the hold time.





Process parameters or procedures that need to be addressed:



1. Linear flow rate parameters for the ---(b)(4)--- columns to include a lower limit based on process capabilities. 

1. Testing performed to confirm complete removal of column storage solution prior to use.

1. Updated acceptance criteria to take into account test variability.  For example, when ---(b)(4)---- is a critical process parameter, the variability of the test should be considered in the acceptance criteria.

1. Documentation of parameters that are visually confirmed when there is no electronic record of conditions used.

1. -----(b)(4)----------- of lot ----(b)(4)------- should have followed SOP QG0041 which states that the lot will be assigned a unique number. 

1. Temperature parameters used for incubation during bioburden tests.  If the excursion noted in deviation 09-023 was out of these limits, a rationale for why the temperature excursion was deemed to have minimal impact on the result.

1. The discrepancy between DNA removal efficiency in Process Development and full scale manufacture.

1. Results of ----(b)(4)----and ------(b)(4)---------- for -------(b)(4)-------------- samples (one lot each of H1, H3 and B HAs) -------(b)(4)-------- analysis in order evaluate the presence of --------(b)(4)----------. 

1. Validation of your -----(b)(4)------ DNA assay.

1. We agree that quantitative analysis for --------(b)(4)------ is unnecessary; however, it should be listed as a potential impurity.

1. Specification for Triton X-100 (based on results from the 2008 season, not 2007).  

1. --------(b)(4)----------------- should be included as an upper limit for drug substance specification.



Concerning ------(b)(4)-----------:



1. Lack of documentation to support your claim that the Quality Unit knew of and approved the -------(b)(4)------ step associated with Process Validation Lot ----(b)(4)- prior to its execution on May 4, 2009.  



Concerning Formulation and Filling:



1. Microbial failure occurs in the leak rate region of 10-4.5 to 10-3 std cc/sec, which roughly corresponds to leak diameters ranging from 0.4 to 2 microns.  It is not clear if your method can detect a critical leak in the range mention above.  



1. Container closure integrity validation must be repeated with vials used in the shipping validation study or repeat container closure integrity testing to include dynamic conditions (i.e., exposure to differential pressures to simulate anticipated product processing or distribution conditions) must be conducted.



1. Your test plan for confirming reliability of the supplier's results for ----(b)(4)---- for the -----(b)(4)------ stoppers. 



1. Given the clinical data from the pivotal studies, including non-inferiority to licensed TIV in two studies and clinical endpoint efficacy results in two other studies, does the Agency agree that the overall clinical results support manufacturing consistency that is adequate to license a seasonal influenza vaccine?



CBER Response:



We are still considering the issue of clinical results supporting the manufacturing consistency and this issue is related to VRBPAC discussion, so we are unable to provide comments on this question.



Product Specifications and Stability:



Information on specifications (product potency, --(b)(4)----, and release) and stability is provided in Background Information Section 2 of this package.



1. Is the Agency in agreement that the information provided supports a minimum potency value of -------(b)(4)----------- strain at expiration and a 16 week shelf-life of FluBlok?



CBER Response:



Yes, we agree.  Please note that a shelf-life should also be defined for your monovalent bulk drug substance.  Please specify shelf-life and provide data to support this length of time.



1. Is the Agency in agreement with a minimum potency of -------(b)(4)------at the time of drug product release and maximum release potency of -----(b)(4)---------?



CBER Response:



We agree with -------(b)(4)------ as the minimum potency release specification.  The maximum release potency of ------(b)(4)------ can also be accepted for the near term.  We strongly encourage your commitment to optimize stability in terms of SRID potency to narrow the difference between minimum and maximum potency in each dose.



Formulation and Filling:



1. Information regarding drug product process validation timelines is provided in Section 3 of this package.  Pending resolution of product specification matters, we have postponed drug product process validation activities until the end of September/early October timeframe assuming we can reach agreement with the agency on drug product specifications at the September 24, 2009 meeting.  Is the Agency in agreement with our proposed timelines?



CBER Response:



Your timeframe appears acceptable.  Please submit the data, when available, from two 100% fills prior to licensure. 



General



1. PSC has responded recently to three information requests received on June 19, 2009; July 30, 2009; and August 14, 2009, respectively.  Does the Agency concur that our responses submitted on June 29, July 17, August 24 and August 31, respectively, are essentially complete or are there other product concerns (CMC, clinical, or pharm/tox) that the agency has regarding F1uBlok that need to be addressed prior to licensure?



CBER Response:



Based on the review of information submitted by you in response to our IR letter (July 30, 2009), we have concerns about the ------(b)(4)----------------- in your vaccine.  We plan to send you specific comments related to the review of that information separately that will include request for information such as:



CMC



1. ---------------------------------------------------(b)(4)-----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------. 



Clinical

1. Other clinical concerns such aspost-marketing commitments (PMC) and labeling which are not the focus of this meeting will have to be addressed prior to licensure.



1. Taking into account the information submitted by PSC in response to the three information requests, and the discussions to identify and resolve any other outstanding issues at the September 24, 2009 meeting, can the Agency please clarify the anticipated action due date, along with the timing of any other requirements necessary for product approval?



CBER Response:



We have made your August 24, 2009 submission a major amendment, and that changes the Action Due date from October 28, 2009 to January 27, 2010.
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