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CBER.  This memorandum constitutes the official record of the meeting.  If your understanding of the 
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Spherusol  
 
Sponsor: 
 
Allermed L
7203 Convoy Court 
San Diego, CA 92111 
 
Meeting Type:  Type B
 
FDA Attendees:  Dennis C
Marion Gruber, Anthony Hawkins, Dana Jones, Jingyee Kou, Tam
Massie, Sheldon Morris, Alexis Mosquera, Douglas Pratt, Paul 
Richman, Ann Schwartz, Jay Slater, Wellington Sun, Holly 
Wieland, and Craig Zinderman. 
 
Sponsor Attendees: Neil Ampel, 
Michael Durschlag, Royce Johnson, H.S Nielsen, Jr., Sonja 
Pasquariello and ----(b)(4)----. 
 
Sponsor Meeting Objectives: 
 
The purpose of the Type B mee
issues of STN 125354/0 that must be resolved before Spheruso
approved as a U.S. licensed product. 
 
The following comments were sent to th
January 11, 2011 via facsimile.  A meeting was held at 
11:00 A.M. ET on January 12, 2011 via teleconference.  
Changes resulting from the discussion during that meetin
consisted of CBER’s interpretation of the applicant’s 
responses to CBER’s questions contained within item number 
4, below, and are presented in bolded italics under the 
relevant question. 
 
Sponsor Questions by
 
CBER responses are in italics.   
 
1. FDA has expressed concerns ab

Spherusol and the risks associated with the use of th
product.  Allermed believes that it will be useful for 
representatives of CBER to discuss these concerns with t
physicians who will participate in the teleconference on 
behalf of Allermed (please see #9 below). 
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clinical use of your skin test antigen to be the primary 
purpose of the scheduled meeting with you.  In this r
please see our response to item number 4, below. 

A revised product circular for Spherusol was submitted with 
amendment 006.  Please comment on the status of Allermed 
labeling for Spherusol. 

 
 We are currently reviewing your proposed product labeling 
 and will provide comments on it after our review is 
 complete. 
 
3. A revised pharmacovigilance plan for Spherusol was submitte

with amendment 006.  Is this plan acceptable as submi
 
 

plan  and will provide comments on it after our review is 
 complete. 

 
4. Allermed has replied to all of the issues and concerns of 

FDA regarding Spherusol.  Does the FDA have any outstandin
issues or c
can be approved as a U.S. licensed biological product? 

 
 We acknowledge receipt of the pre-read materials for the 

Type B meeting regarding the further clinical development 
and licensure of Spherusol.  Although limited data have 

Spherusol, at this time we do not have major concerns 
regarding serious safety outcomes for the investigational 
product in the populations in which it was studied [healthy 
individuals with and without a known history of pulmonary 
coccidioidomycosis]. We do not currently have results f
studies which show the use of the product to treat, 
mitigate, prevent or diagnosis the disease or condition 
associated with C. immitis infection.  From the studies 
performed under IND and submitted in the BLA, a positive 
delayed type hypersensitivity reaction following plac
of the skin test antigen is indicative of past pulmonary 
infection with C. immitis. It remains unclear to us how t
skin test would be used to inform decisions about therapie
We agree with you (Clinical use of Spherusol, Page 6 of your
meeting submission) that the investigational product has n



been studied as a diagnostic or prognostic indicator.   
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 The applicant’s clinical experts stated that the 
 following confirmatory testing or data could be 
 used: complement fixation; serologies, including 

In preparation for discussions during the meeting, we have 
the following questions for consideration by you and Drs.    
---(b)(4)---, Royce Johnson and Neil Ampel regarding the use 
of the study product Spherusol in a clinical setting: 

 
 In what population would the skin test be used? 

  The applicant stated that the skin test could be used 
in a variety of populations, including primary car

pregnant women. It could be used for screening fo

diagnosis. It could also be used as a prognostic 
indicator and thus guide the treatment of the patient.

What clinical decisions would be based on the results 
of the skin test? 

The applicant’s clinical experts stated that any 

 test itself. A clinician would probably not base a 
 clinical decision o

 and start treatment early if indicated. The clinic
 would consider the presenting symptoms, residence of 
 the patient, travel history, past history of skin te
 or cocci disease, serologies, and chest radiography, 
 in addition to clinical judgment.  

What data would be useful to know before using the 
skin test to make diagnostic decisions? 

 Please see the previous response. Th
 clinical experts added that in an acute illness, 
 knowing the previous skin test status would be helpf
 in making a diagnosis, but other diagnost

What confirmatory testing or data will be used to 
support the clinical use and findings from the skin 
test? 
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 lesions; DNA testing (using probes and/or sequencin
 bronchoscopy and chest radiography; patient’s 
 residen

Would this product be used as the definitive 
diagnostic test in the absence of serologies? 

 The applicant’s clinical experts stated that the skin 
 test could be used as the definitive diagnostic
in acute illness where the previous history of the sk
test was known, i.e., in c

skin test because cellular immunity appears to
protective, while the role of humoral immunity 

 used. In addition, in cases where a person presents as 
skin test positive, and is without symptoms, a 
clinician  would understand that the person has been 
 previously exposed to C. immitis.   

If serologies were used in conjunction with the sk
test, how would discrepancies in results (e.g., 
positive skin test with negative serologies) be 
addressed? 

The applicant’s clinical experts stated that if the 
patient either has or has had C. immi

evaluation is needed. A differential diagnosis 
 approach would be needed and may include a 
 bronchoscopy or an open lung biopsy. It was state
 by the appli

 year or more.  

In the setting of currently immune competent 
individuals about to be pharmacologically 
immunocompromised, would a positive skin tes
as evidence of latent cocci or simply prior exposure

The applicant’s clinical experts commented that a 
positive skin te

 he/she will have it for the rest of his/her li



 surveillance, a positive skin test may be indicative 
 current 

. Allermed has submitted data on a pilot lot (---(b)(4)---) of 
Sph r
following approval of Spherusol.  The expiration data of Lot 
--- b
concerning the manufacture of a replacement lot that can be 
sub i

 
 The dating period for Spherusol Lot --(b)(4)--- has expired.  

Therefore, we recommend that a new lot of Spherusol be 
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ement if the product is approved.  

 of live C. immitis in the body. There is no
 way to cure latent infection with C. immitis. 
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e usol that was intended to serve as a release lot 

( )(4)--- has elapsed.  Can FDA provide guidance 

m tted for lot release pending approval of Spherusol? 

manufactured for product distribution. However, we would 
consider extending the expiration dating period for Lot     
---(b)(4)--- if adequate stability data were generated and 
submitted to CBER for review. 

 
Summary and action items: 
 
After the presentation provided by the clinical practitioners, 
and others in attendance with the applicant, in response to the 

ions in Item 4, CBER had several comments.  

noted that the presentation was very helpful to identify 
tial medical uses for this product. Additionally, CBER 
ed out that part of the review po

possible indications and ex
ses. CBER acknowledged thau
uses for the product; however, the applicant has not provided 
the data to support these uses. The applicant asked CBER about 
the feasibility of using historical data to support the proposed 
ndication. CBER replied that this was a difficulti
that CBER is bound by the regulations and therefore it has to 
examine the data to see if they support the proposed indication
and usage.  
 
CBER and the applicant discussed the possibility of using a very 
narrow indication, such as:  

 
“Spherusol is indicated for use as a skin test antigen to detect 
delayed type hypersensitivity to C.immitis in people who have 
had a previous exposure to pulmonary Coccidioides immitis.” 
 
CBER and the applicant agreed to consider a post-marketing 
eport requirr
 



CBER and the applicant agreed that information in the labeling 
would be very limited and it may be necessary to add a caveat to 
say that the data is limited. CBER and the applicant also agreed 

 

. 
 advised the applicant that a copy of the official 

that the applicant could not refer to historical data in the 
label.  
 
The applicant agreed to provide in writing the answers to the
questions in Item 4, and to submit them to CBER as soon as 
possible.  
 
CBER advised the applicant that the submission was still under 
review, and acknowledged that the development process for this 
product has been long. CBER reiterated that it found the meeting 
to be useful and that the discussions were fruitful. CBER 
advised the applicant not to presume any outcome at this point
CBER also
meeting summary will be sent to it within 30 calendar days.  
 
 


