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Dear Dr. Kinsolving:
Inspection of your pharmaceutical development company uvm Deeaﬁiwf 10, 1996 through
February 3, 1997, and your contract research and production facility, located at the
University of South Florida, 12901 Bruce B. Downs Boulevard, Tampa, Florida, from
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the Current Good Manufaciuring Practice (COMP) regulations {Titia 21, Cods of Federal
Eg‘g’m'mig‘m ‘, Paris 210 and 211 (21 CFR 210 and 211)] in conjunction with the production
and reicase for distribution of IRex-2, a sterile injectable natural cytokine mixture, causing
the product to be adulterated within the meaning of Section 501(a)(2)(B) of the Act

Deviations from the CGMP rcgulnuom documented aurmg the mlpecuon include but are not
limited to: failure to validate the iRex-2 production proccss; failure to establish an
environmental monitoring program and perform mzlng in critical areas; the use of _
.2 um fiiters not approved by the fiiter manufacturer for parenterai production; failure to
estabiish procedures for caiibration and maintenance of equipment; faiiure to estabiish baich
production records; faiiure to document actuai yieids produced; faiiure to retain reserve
samples; and failure to maintain distribution records.

Produced under the above conditions, there is no assurance that your IRex-2 has the strength,
quality and purity it is represented to possess. A copy of the Inspectional Observations
(FDA Form 483) issued to your chief scientific officer, John W. Hadden, MD, at the
conclusion of the inspection is enclosed.

Inspection of your facility reveaied that you obmncd_v is of IRex-2, iot #1 7THA9S,
from Dr. Hadden's laboratory on January 16, 1995, and vials of IRex-2, lot
#2HA39S, from Dr. Hadden’s residence on March 14, 1995. On both occuiom. these vials
were Eackcd in coolers with dry ice and were personaiiy transported by you to—

G Mcxico via a commercial airline.
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The export of IRex-2 to Mexico is in violation of the requirements under 21 CFR 312.110(b)
in that: 1) an Investigational New Drug application (IND) was not in effect for the drug
under 21 CFR 312.40 at the time of export, or 2) authorization was not obtained from FDA
prior to shipment of the drug for use in a clinical investigation. Additionally, you are in

violation of Section 505(a) of the Act since you did not meet the aforementioned conditions
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exemption under Section 505(1), the drug is also misbranded In accordance with Section
502(f)X1) of the Act in that the label fails to bear adequate directions for use

Plcase be advised that if you determine to coniinue io export IRex-2 to foreign countries for
use in ciinical mvemgnuons. you must comply with the requi ulrements for export as outlined
in Sections 80i and 802 of the Act (mo known as the "FDA Export R and

efo
Enhancement Act of i996%) or the appiicabie reguiations set forth in 2i CFR Part 312.

The above idemiﬁcation of vioiatiom is not intended to be an aii-inciusive iist of dcﬁcicncics

produce and distribute are in compliance with the Act and the requirements of the CGMP
regulations. You should take prompt action to correct these violations. Failure to correct
these violations may result in administrative action, such as withdrawal of an approved IND,
or regulatory action, including seizure and/or injunction without further notice.

We request that you notify this office in writing within fifteen (15) working days of receipt
of this letter, of specific steps you have taken to correct these violations. If corrections
cannot be completed within 1S working days, state the rcason for the delay and the time
frame within which corrections will be completed.

Your reply should be directed to Jimmy E. Walthall, Compliance Officer, U.S. Food and
Drug Administration, 7200 Lake Ellenor Drive, Suite 120, Orlando, Florida 32809,
telephone (407) 648-6823, extension 263.

Sincerely,
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- Doﬂnl& D. Tolen

Dlrector Florida District

12901 Bruce B. Downs Blvd,
Tampa, FL 33612



