


SENT BY: SWMC; 2144683643; MAY-If -05 3:54PM; PAGE 2/2 

c rl 

(SIMPSON WOOLLEYll 

I MCCONACHIE L.L.P. 
ATliORNEYS AT LAW II 

May 11,2005 

Via Facsimile 301 927 6830 

Lyle Jaffe 
Food and Drug Administration 
Department of Health and Human Services 
Division of Dockets Management Branch 
Room 1061 
5630 Fishers Lane 
Rockville, MD 20852 

Re: Citizen Petition of Terry Fredeking and Antibody Systems, Inc. 

Dear Mr. Jaffe: 

This will confunn our telephone conversation earlier today to the effect 
that we do not object to two of the exhibits attached to our Citizen’s Petition, 
Exhibit Numbers 6 and 8, from being disclosed. 

Tbe Exhibit Numbers contain the term, “confidential”, but for this Citizen 

Petition they are not. 

Please call me if you have any further questions. 

Charles R. McConachie 

CRM / qlc 
cc: Antibody Systems, Inc. 

700 The QuackangIe l 2828 Rourh Stxeet l Dallas, Texss 75201 
214/871-5080 l Pax z14/%71-so!30 

A Uniud Lirhiliry Purmmbip lndudin# ~fwionrl Cmprarivna 



’ ! Mr. Michael Chappell 
Dakis District Director 
4040 N. Cenrnl Expressway 
SUite 300 
Dallas, TX 75204 

Re EEI No 30038742450 483 Issued to North Texas Institution Review Board on 17- 
DEC-02 

*;A- . - 
Pbase note ihat the hIlowing the response of tie Noah T&IS IRB$&&3) to rbe FDA 453 
form received on December 17,2002. The inspection, completed by FDA idvestigatot Ms. 
Cynthia A, Harris and Mr. Robert Harris was issued to Dr Neil N, Dishon, the former IRB 
Chab It provided observations regarding NTlRB op~~ration in comection with clinks 
studies conducted under its -ision fkom 1997 to June, 2000. In the attached letter we have 
attempted to nzxpond to the observations noted id tie 483, howove~ given that essentially alf of 
the research was completed more than three years befbre the inspection many ofthe records are 
WI longer available. 

According to our records, we believe that the only study conducted a&r December 1999 was a 
one-day, IND exempt study (Doxycycline Cytokine Receptor Stimulation) in which a few 
healthy subjccrs were administered a s&therapeutic dose ofdoxycycline soMy to obtain blood 
samples needed for some non-clinkI ressarch. Another study was approved, but ww 
termiuatcd by the sponsor without having been impkmcnted. 

In unv swnt. the IX2 has nn~ acted on or had any resvonsibilihr-for anv research since June J/1, 
2000. nor will it undertake anv such ~vtmnsi~f~3y. The M.B is being disbanded except for 
_mnintmuncy u f the remnininq record until the end*af the rep&d retention De&d. 
Nevertheless, if an TRB were to be reconstituteed. substantiul and defmitfve action would be taken 
LO com~rehm.uivelv address each of the observations ~~~en.rtm thut the IN3 operates in full 
gamnliance with all my&cable gbiiratm The attached memo provides our comments to each 
observation noted on the 483 based on our Wr exambntion of the records we could locate. 
For your convenience, I have attached a copy oMe 483 we received. Please’let me know if 
there ae any questions or problems with the ;eceipt of this information. I can be reached at 
817,272.2771, or via fax at 817.272.2715, 

- 
~,ud ,, &I Dr. Neil EL blshoh 

The University of Tex;ls at Arlington Health Scrviccs 
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Observation 1: The LEB I[irikd to prepare a;nd maintain written procedures 
Comment: As noted many olthrz records could not be located as essentially ofthe rcscarch wan 
completed before December 1999. During its existence the JRB had responsibihty for relatively 
few studies (approximately 2 per year). According to our rewords, we believe that the cmly study 
conducted afbe.r December 1999 was a one-day, IND exempt study @oxycyc;line Cytokhe 
Receptor Stimulation) ia which a Few healthy subjects were adn&istered a s&therapeutic dose 
oPdoxycycline solely to obtti blood sampl& needed fbr some non-clinical nsearch. Another 
study was approved, but was tmmia&ti by the sponsor on July lo,2000 without ever batig 
lx-on irr@emented. 

he to the fang period &ce the IRB ctased activity, we have not located atl of the procedures 
wed by the lRB. We believe, however that it used procedures discussed in the FDA IRB 
Information Sheets and provide as a handbook to each IRB member as &e basis fir the 
~rocechues it followed. We agree that because the study. noted above was approved and 
conducted between December 16 1999 and July 10 2000 that copies bf’specific &tten 
pt~ced~es used ShouId have been atpnilable for review by the investigators during their 
inspection 

Corrective Actions: We will atteqt to locate aU missin:: records fbr activities between 
December 14 1999 and July lo,2000 and ma&&n them on file for inspection uuGl thhc end of 
the applicable retention period. No studies are now urrder lRl3 review and none will be 
undertaken. 

Obwrvntioo 2: The IRE Failed to review proposed and continuing research at convened 
meetings at which a majority of IN3 members were present. 
Specificnlly, memben were frequently polled by telephone as to their 
vote3 on amendments and changes to ongoiup research. The Il?B had no 
pr~eedu~~s or polides rqtiing tqedited review 

Comment: ‘DE studiis i&M&xi under items ‘?L)” and “b.)” of this observation were completed 
more than three years befbre the inspection and thus most of the records are no loryer available. 
With respect to observation %.)“, we bekve that this $udy met all ret@eme~~~ fat approval on 
irp expedited basis as set fbrth in 2 1 CFR $56.110. The study involved the one time 
administmtion of a subtherapeutic dose of a legally marketed antibiotic, doxycycline, and 
cohection of a blood sample by venipuncture. The soIe purpose was to obtain blood samples 
fiam h&thy sztbjects to carry out in vitro and animal basic research Inca the effect of 
doxycycIine on certain cytolcirxs. Accordiryly, the RB should be considered justified in 
deeming that the study wsz one that invclved M more than minimal risk to the subjects add did 
not require IND approval under 2 1 CFR Part 3 12 or any procedure that would make ineligible 
for expedited review and approval by the IRB chairman. The hZB (X&man o btahed Ihe further 
input and approval of the ll?B members through the telephonic meeting indicated in the 
o bscrvation 

Corrective Actioas: We will attempt to lotie any other records for the Doxycycline Cytokiue 
Iieeeptor Stimulation study and maintain them on He for inspection until the end of the 
applicable rctentioa period. No studies are now under IEU3 review and none will be undertaken, 
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but ifthey were then all a&vities would be carried out under appropriate written pmcd~i~ ad 
record keeping. 

Observe Lion 3: 
Comment: 

The IRB hailed to conduct cob tlhng review of research. nor example 
We agree that collectipg and m&king the documents described in this 

observation are appropriate. However, because the research activities for both cited studies ~erc 

completed more tbnn three years betire the inspection, the records necessary to address the 
observations are no longer available, noor required to have been retained for such LI p&xl. 

C~mdvc Action: l3e~au~c these studies are past the required record reteatidn period, it is not 
possible to obtain the documents indicated as not miIablc. No studies are now L&Q IIQ 
review and nom will be utdrtaken, but ifthey were then all activities would be carried out 
under appropriate w&ten procrdm and record heping. 

.- . . 
0 bscrvation 4: The IRB files were missing copies& &cumeh~8’r&ted ti rcscarch 

proposal m&wed. For Ex3mpIe 
Comment: We agree that collecting and maintaining the documents described in t&, 
observation are appropriate. However wirh respect to items =a.)“, “b.)” and “c.)“, because the 
research activities for the cited studies were completed more thau three years before the 
inqect.ion, the records necessary ta lily address the observation are no longer avail&k, nor 
required to have been retained fir such a period, 

With respect to item “d.)” (Proto~l US99 102-TT), we believe that the approval. on 06-5~~00 
was far e,tiension .for the, study to enroll additional patients. Despite lRB approval of study 
extension, our records indicate that no research WI&X that protocol was perfbd afkr the last 
subject was enrolled in October 1999 and the notice of term&Con received on July 10,200O. 
Thus, there would be no progress reports. We have located the consent form aud study 
documents reviewed at that meeting, and can provide them. if so requested, 

Corrective Action:’ Except for item “d.)” these studies are past the required record rctcntion 
period, it is not possibk to obtain the docuntents indicated as not available. We have located the 
perthcnt remrds fbr item “d.)” and will provide t&m on request. No studies are now under RI3 
review and none will bo undertaken, but ifthey were then aU activities would be carried out 
under appropriate writtea procedures and record keeping. 

0 bservation 5: Misutes of the LRB nmting slncked sufficient detail to show meeting 
attendance, actions taken by the lRl3, votes on actions and written 
summaries of the discussions at the meeting, For emmpk 

Comment: We agree that colkcting and maintatig the documents described in this 
observation are appropriate. However with reqxct to items “a,>“, ,>,, and ‘c.)‘, because ti 
rese~chactivities for the cited studies were completed mote than three years before the 
inspection., the records necessary to fully address the observation are.no longer available, nor 
required to have been retained for sucl~ a period. 

With respect to item “d,)” (Protocol US99 102-777, we arc making every effort to locate alI of 
the minutes for that meetinrr and will urovide them when found. As indicated in the resuonse to 



Observation 4, we have located the consent form and protocol reviewed at that meeting. 
no reseoxeh was in shot conducted under the approval that meeting. 

Also, 

Corrective Action: Except for item “d.)” these studies 8te past the required record ratention 
period, it is not possible to obtain the documents indicated as not available. We have located the 
pertinent rccmi~ for item “d.)” and will provide &XI on request. No studies are now under xR.B 
review and none wid bc undertrrkeb, but ifthey were then all activities would be carried out 

. under approptiati written procedures and record keeping. 

Observation 6: The IRE! failed to adequately evalnatc alI relevant information n&ted to 
the’ teawrch proposal under rtview. SpecifbIly th irken studies 
reviewed and approved by the IRE iuchrdcd bcalthy subjects as the 
study popuhtion. . . . 

Commcat: We agree that collecting and raainthg tie d&um&~d&~bcd & this 
obsenntion are appropriate. However, because the restarch activities fbr both cited stuches were 
completed more than three years before the inspection, the records necessary to fully address the 
obsorvat.tion SLTC no longer available, nor required to have been retained tbr such a period With 
respect to the two protocols reviewed af’ter I6-&c-1999, recruitm~ review was not deemed 
necessary nor was there any raeruitment advertising. One was an cxthlsioa ala previousIy 
reviewed protocol and no changes in recruitment were requested, and in tit no new subjects 
wee recruited or tz~o&zd prior to its termination. The other study was a minimal risk study, 
properly conducted under expedited review, that reqtid a very few (NUMBER) s&j&s and 
who were recrnited without advertising. 

Corrective Action: &xpt for one study and one study extmioq the studies are psst the 
required record mtcrttion period. Thus, it is not possible to obtain the documents needed to 
address this observation No studies me now under IRE review and none will be tmdertaken, but 
if they were then all activities would be carried out under appropriate written procedures md 
record keep&z,. 

0 bsclvztion 7: One of the voting IRE Mcmbkrs had B confJic#ng interest, Specitcxlly, 
oee of the IRB member’s CYs st&e he WP~ au cmpktycd w the Director 
of Rescarcb and Develapmcnt for Antibody Systems Xnc from 1990 to 
the present. All thirteen projects reviewed aad approved by the IF&B 
were sp~nsod and/or coaductcd by Antibody Systems Inc. This 
membervoted on dl thirteen projects, including inib’al approval s rnd 
approval of changes to tbc protocols and consent forms 

Comment: Dr. Stewart was not an employee oPAntibody Systems. He MQY a frill-time 
employee of the University ofTexas, who also was a CODS&~ to Antrtidy Systems. ILn his 
consulting role he directed and carried out ~Iinical research activities as his J,ab a~ the 
university for &tltidy Systems that was entirely unrelated to the prodnets involved in the 
clinical protocols (his research involved parasitology, while the clinicat studies involved third 
party vaccines for baotcxial infections), I3e never had any rolts in the conduct or supervision of 
the clinical studies or a financial &rest in their performance or outcome. Accordingly, the II@ 



did not believe that he had a dkqualifying conflict of intecest, In any event, to the best ofrecords 
and recolkction, his vote did not change the o-me of any decision taken by the II?.& 

Corrective Action: We wee that members with conflicting interest should not participate in 
IKB decisions except to provide requested inknation. No studies are now under IRIS review 
and none wiIX be undertaken, but if they were then only members without conflicting interested 
would be permitted to vote. 

Observation 8; Consent forms reviewed and approved by the YRE were lacking required 
elements for hformed Consent and used misl~ding language. For 
example. 

Comment: Bach of the cited studies was conducted more than three years ago and, 
consequently, we do not have the records to res$ond filly, ~Bowev~~ ,yre. agree t&at coaent 
forms should not contain representations that investigational products’&+ safk, effective, or 
mdosed by FDA. 

Comctivc Action: No studies are now under IRB review and none will be undertaken, but if 
thy were then all consent Sxms will strictly follow applicable requirements and not contain in 
appropTi&e stat0meIlts. 


