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February 26,200 1 

C. Randall Mills, Ph.D. 
Regeneration Technologies, Inc. 
One Innovation Drive 
Alac’.lua, Florida 326 15 

/ 
/ 
! 

; 
/ . 

Dear Dr. Mills: 

i , / b 
I 
.I 

The Agency has reviewed the information prdseoted in your letter of December 8 2000 
regarding Regeneration Technologies Inc.‘s 

Chapter S9A-1, Florida Adm’ . 
$Tl) compliance with the requireme& of 

ln.Wativc Code (F.A.C.). Rule 59A-1 .OOS(l)(b)4 F.&C. 
requires thar tissues from each individual donor wi$l have one unique idtntif!c&n number 
that will identify each donor’s tissue from rctqcval through distribution and utilization 
Fuflher, as we discussed kiag our meeting on January 30 2001 Rule 59,-t-1005(45)' 
F.A.C. makes dear th each tissue sample m&t contain tiisue f&m only one donor. x 
sanitizing method that permits multiple donor’tissues to be processed simultaneously could 
meet that requirement only if it allowed the ti$sue f?orn each donor to remain identifiable. 
Y 01 Your statement that RTI’s process enables youi only to trace tissue components back to a lot 
~WIIUCI ccprcsenL\ng m number representing more than one donor dejonstrates that your procedures are in 
violation of the rule. violation of the rule. . 

/ 
c- ~- -- . . . 

I 
There areanw’ - 

\ 
There are a number of other provisions of the hle with which RTI cannot camply to the 
ext --*’ .* extent that it cannot trace donated tissue to a perticular donor or recipient. Rule S9& 
I.oh(l J(OJJ, F.A.C., r I.O05(l)(b)S, F.A.C., requires that all 
to the transplant surgec to the trmPlt=t sw3eon on request. -- . .AIIL,. -. 59A.I005(14) and (1 S), F.&C 

regarding a particular donor be provided 
look-back procedures required by Rule 

., respectively, qepend upon the ability to trace transplanted 
tissue from an individual donor to each indivilual recipient. Should the need &se, RTI 
cannot comply with tS?se rules as written. , 

1 These violations subject RTI to administrative’action to enforce compliance with the rules 
under Rule 59A-1 .O I 2(\)(d), F.A.C. Th e possible penalties include but are not limited to 
an administrative fine not to exceed SSOO per 4ay per violation, susiension, or revocation’ 

I 
\ 
I 
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of the tissue bank certificate issued to Regeneration T&nologics Inc. However the i 
Agency is in receipt of Your petition for a wkvct pursuant to 9 12b.1542 F.S. At ihis time, 
the Agency dots not contcmplatc enforceme& action regarding the abo& violations 
pending consideration of the petition for rule! waiver or variance, and timely provision of 
ali information required to make a determina Ion. However should safety violations &sc 

is 
waiver. 
the Agency will not delay administrative act&n based upon’tbc pcndency of a petition fora 

/ 
I . / 

proccdutcs WI bc nccdcd. If, after reading this notice yoti wish to add anything 85 M 
0~ preliminary review of the petition indicakes that additiqnal information or aItem& 

addendum to Your request, plcasc feel free to ‘do so and provide it to us as soon as possi 
We anticipate compkion of the review withik thim days of filing i e 
upon completion of the review, the Agency &It notify you of the &&onal items ’ by March 4 20 
required. Should YOU have any questions, plc;ase contact Michelle Oxman in the Genera{ 
Counsel’s offke a.t (850) 922-8854. I e. 

1 

Sincerely, 

PC 

16Ic. 
‘01. 

I 
Julie Galiag~~- p- l - Ib~~, uencral Counsei 
Michelle Oman, G i 

enera\ CC\ltnc6+l’c &mm 
John Gilroy, General Counsc 
JefieY GW& Chief, Health Facilrty Kegulation 
MT L~~PP, Hospital & Outpatient Sf;rvices Udt 



March 16,200l 

Ruben King-Shaw, Secretary 
Agency for Health Care Administration 
2727 Mahan Drive, Mail Stop I 

/ 

Tallahassee, FL 32308 

Dear Secretary King-Shaw: 

The Organ and Tissue Procurement and Transplantation Advisory Board is authorized 
under Chapter 38 1.6023, Florida Statutes (P.S.). One of the purposes of the Board is to 
make recommendations to the Agency regafding “changes to the laws.. .and 
administrative rules or procedures required 
procurement and transplantation system 

o assure that the statewide organ and tissue 

and efficiently.. .” 
be able to function smoothly, effectively, 

/I 
Recent developments in the tissue bank industry that have been brought to the attention 
of the Board are a cause of concern regardinig the safety of one processing technique used 
to sterilize tissue. Strict guidelines have been developed to ensure that any tissue 
distributed for transplantation has been adeqnately screened to eliminate the transmission 
of communicable diseases and cross-contammation. Traditionally, and because 
transplantation involves donor-recipient inte 

1 action, tissues from each donor are 
processed separately to ensure the highest degree of safety. However, recently tissue 
pooling which was previously deemed unsuitable procedure has re-emerged because of 
some new technological developments. ThisJmeans simultaneous processing of tissues 
and including in the same container tissue from multiple donors. When tissue is pooled 
in this manner, it becomes impossible to trac k contaminated tissue back to the original 
donor. It also would make it impossible to acid transplanting tissues from Rh Negative 
donors into women of childbearing age. 

The American Association of Tissue Banks (AATB) is the professional accrediting 
organization that sets standards for tissue banking. Accreditation by the AATB is 
voluntary. The AATB prohibits its accredited facilities from pooling tissues. 

The Food & Drug Administration (FDA) issued draft tissue bank regulations on January 
8, 2001, which will also prohibit tissue poolidg when they are finalized. All tissue banks 
are required to comply with FDA regulations! 



No sterilization technique is fool proof. New and emerging diseases such as priori 
diseases, may not be caught by the currently recognized sterilization processes used. 
Simultaneously processing tissues from multiple donors wilt increase the risk of cross- 
contamination to transplant recipients. If contaminated tissue is transplanted a recal1 or 
notification of surgeons who used tissue fr ‘rn that donor would be very diffidult. 

f The Advisory Board recently voted to recommend to the Agency that Ch. 59A- 1 Florida Administrative Code, be revised to prohibit tissue pooling by any Florida certified tissue 
bank. This revision would be added when ihe rule is next updated. 

/ 
In addition, the Board feels this matter is of sufficient importance in ensuring transplant 
safety to all individuals that the Board is nok formally requesting the Agency to appoint 
an independent and well-qualified panel to iinvestigate the details of the process being 
used with tissue pooling. This study should, include the safety and efficacy of tissue 
pooling and new and emerging diseases. The Board is also requesting that the findings of 
the panel be reported back to the Board. It ia anticipated that such a study may indicate 
additional revisions that need to be made to fhe regulations governing organ and tissue 
procurement agencies. 

I 
Since the February 2 meeting of the Adviso 
have learned that Regeneration Technologie 

P 

Board where this matter was discussed, I 
International (RTI) has sent a letter to 

AHCA requesting a waiver on this matter of ‘tissue pooling. 
has not yet drafted a response to this request.l 

To my knowIedge, AHCA 

I I 
If you would like to discuss the possibilities of developing such a panel or need scuss the possibilities of develoning such a panel or need 
additional information, please feel free to contact me. I can be reached at (l-800) 329- 
7000, extension 4323. 

r ran be reached at /I am\ 1x1 

Sincerely 

Mary Anne Taylor, M.S., Chair 
organ and Tissue Procurement and 
Transplantation Advisory Board 

Cc: Members of Advisory Board 
/ 
I 

Mr. Sam Power 
JoAnn Linch 



‘r . 

January i4,2001 

Ms. Jo AM Linch, M.S.W. 
i 

Health Services & Facilities Consultant 1 
Bureau of Health Facility Compliance i - 
Agency For Health Care Administration 
2727 Mahan Drive 

1 , 3 
Bldg. 1, Room 252 

I . . 

Tallahassee, Florida 32308 \ 

Dear &vis Linch, 

1 will not be able to attend the meeting o\f the Advisory Board on February 2 2001. 
By this letter 1 hope to make my position clear, that as a member of the Florida’organ 
and Tissue Procurement and Transplantation Advisory Board and a Medical Director of 
the LifeLink Tissue Bank, I am against the practice of batch processing of tissue. I am 
convinced that batch processing by any currently described technique cannot be relied on 
to provide safe tissue and assure the public (hat there is no cross contamination. I am 
concerned about HIV, HCV d th d f d an o er e me j pathogens, but I have a greater concern for 
the poorly defined Priori diseases or other yet unrevealed pathogens. Even now with our 
current techniques, we can not know that ti$sue is 100% safe. if batch processing is 
allowed, the potential for cross contamination and the amplification of the spread of 
contamination is a distinct possibility. More iimportantly, the ability to trace each donor 
directly to each recipient, and each recipient to each donor is of vital importance with 
these diseases. This ability would be lost with !batch processing. 

It is significant that the proposed new 
Federal Register: January 8, 2001 (Volume 

Banking Regulations published at 

and require direct donor to recipient tracing. 
Number 5), prohibit batch processing, 

Also, 1 have read the “Technical Monograph BioCleanse Tissue Processing System* 
Biological Safety” by C. Randal Mills, Ph.D./and Michael R. Roberts M.A (March 30’ 
2000). It has extensive documentation of the purported ability of BioCleanse to ‘cleat 
standard pathogens. No mention is made of Prions. The authors do not acknowledge the 
unknown. Many members of the Advisory board have lived through the evolution of 
new previously unknown infectious agents ( IV, HVC, lime disease). To presume that 

109 Bayshan Boulcwd. (rntroncc on Or Lmn Slrertj Tampa. Florida 336C6 

LifeLmk d Flondl L&ink d Georgia l unvv.lii&tlfounb’% 

LifeLInk Tuue 8rnk 
Lifelink d PWU RUO 
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January 24,200l 
Ms. Jo Ann Linch, M.S.W. 
Page Two 

process can Protect against a biologic unkn 
4 batch processing and a requirement of direkt donor to recipient tracing would provide wn borders on arrogance. A prohibition on 

protection against spreading Prions and uqown pathogens. 

important area which should not be 
I have attached a short summary of the b{ology of Prions and their diseases. This is an 

in the RTI document. ignored.# I did not note any testing relevant to Peons 
I ’ 

tranSplanting. Their quest for safer tissue is! admirable. A process like BioCleanse may 
Regeneration Technologies is off&r/g technologies to the atena of tissue 

dependence on batch processing eclipses an9 potential benefit, The Advisory Bo&d has 
be proven to make tissue safer at somd time in the future. Unfomnately their 

continue this stance. 
gone on record in the past opposed to bat&h processing of tissue and I vote that we 

If this document does not suffice as my 
Dr. Metzger, or in his absence Mr. John 
document. p 

ote on this matter, I give my proxy vote to 
ampbell, to cast in compliance with thi? 

cc: Members of Florida 
Board 
Ms. Laura Branker 

Organ and 

Sincerely, 
/ 

Tissuei Procurement and Transplantation Advisory 
I 
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Pfionr 

Prion diseases are neurodegcnerative diseases that ha&e long incubation periods and progress inexorably 
once clinical symptoms apwr. Five human prion didteases are currently recognized: kuru Creutzfeldt-Jakob 
disease (CID). variant Creuttfeldt-Jakob disease (vCJD also known as new variant CJD) ‘&rstmann- 

Straussler-Schetnker syndrome (GSS), and fatal familial insomnia (FFI) [\I. Bovine spo;giform 
encephalopathy (RSE). one of a number of prion infections affecting animals, focus more widespread public 
attention on these diseases with its possible link to v?JD [&3]. 

/ 

These human prion diseases share certain common neuropathologic features including neuronal loss 
proliferation of glial cells, absence of an infIammato4 response, and the presence of small vacuoles’within 
the neuropil which produces a spongifotm appearance. Current evidence indicates chat prion diseases are 
associated with the accumulation of an abn0rma.l fo ’ 
(PrP) 141. 

of a host cell protein, designated the prion protein 

/ 
The biology of prions will be reviewed here. The clin$,cal manifestations, genetics, and diagnosis of priori 
diseases are discussed separately. (See “Diseases of the central nervoq system caused by prions-I”). 

. . 

BIOLOGY OF PRIOFG - Dr. Stanley Prusiner coined the term “prion” in 1982 which he defined as a 
small infectious pathogen containing protein but appa ,ently lacking nucleic acid [S). The prion protein (PrP) 1 
is the critical component of these agents and may. in fact, be its exclusive constituent. 

I 
One of the characteristic features of prions is their resflstance to a number of normal decontaminating 
procedures. These pathogens are resistant to processes; affecting nucleic acids such as hydrotyis or shearing 
[6]. However, agents which digest. denature or modify proteins do have activity against prions [4]. The 
priori protein purified from the brains of scrapie-infected animals (PrPSc) can be inactivated by prolonged 
aucoclaving (at 12 1°C and 1 S psi for 4.5 h). immersion in t N NaOH (for 30 min, repeat three times), or in 
concentrated (>3 M) solutions of guanidine thiocyanade [7). However, certain cautions prevail; it appears 
that inadequate autoclaving can establish heat resistant’ subpopulations which fail to diminish with a further 
cycle of autoclaving (8). Stainless steel instruments aldo may retain infectivity even after treatment with 10 
percent formaldehyde [9:. i - 

i 
Prion protein - 

, 
Scrapie prions have been used as a model for prion diseases. PrPSc is a conformational 

isomer of PrPC, a glycoprotein found in the brains of normal animals [IO). The not-ma\ function ofPrPC is 
unknown. PrPC exists primarily in an alpha helical co ‘formation, while PrPSc is beta helical and appears to 

1 result from a yet uncharacterized conformational alteration in PrPC [I 1,121. The resistance of PrPSo to 
digestion with proteases and its tendency to polymeriri into scrapie-associated fib&s or priori rods 
differentiates PrPSC from PrPC [ 13,141. The hydroph4bicity of this protein, which may in rut-n affect 
aggregation, and its beta-sheet conformation may play ia role in neurotoxiciry [IS]. 

I 
Biosynthesis of PrPC - h key step during the biosynthesis of PrPC involves modification ofboth the 
amino and carboxy terminals with the addition of a phosphatidylinositol glycolipid which serves to anchor 
the protein to the cell surface [ 16.171. PrPC can be detdcted attached to the plasma membrane of neurons 
(1 S] and may be concentrated at synaptic membranes [‘l9]. In addition, PrPC also has transmembrane 
domains, indicating that it spans the cellular cytoplasmfc membrane. Surface PrPC is degraded after 
endocytosis in acidic vesicles, although some protein qay recycle to the cell surface [20]. Secreted forms of 
PrPC also occur (2 I]. I 

Conversion of PrPC to PrPSc - In contrast to PrPC. prPSc accumulates within cells and does not notma\ly 
appear on the cell surface. PrPSc is found predominantly in cytoplasmic vacuoles and secondary lysosomes 
(221. Conversion of PrPC to PrPSc may occur in coveo\ae-like membranous domains 1231. 

_. 



Studies with mice either devoid of PrPC or with abndtmal isoforms indicate that host PrPC must be present 
for the development of priori disease. Priori diseases Appear to result from accumulation of abnormal 
isofoms of the PrP which is dependent upon convcr$ion of normal PrPC into PrPSc (24,251. This 
conversion appears (0 be the result of a conformationhl change in PrPC, rather !han a chemical modificatiora, 

/ 
One group developed a peptide, iPrP I3 which can brfak a beta-sheet conformation (261. This pcptide was 
able to reduce the procease resistance of PrPSc and ro’delay the onset of symptoms in transmission 
experiments in mice. There may be another as yet un$lentifed host factor. designated protein X, which may 
bind (0 the carboxy terminus of PrPC then interact wtth a site near the N-terminus 10 effect a conformational 
change (271. 

How the first molecule of PrPSc appears in the host 
\ 

may be de nova. probably triggers the replication of 
mains a mystery, but the initial appearance, which 

crystallization in solution where a single seed crystal 
This process has been compared 10 

initiating PrPSc molecule is derived from an exogeno ‘L 
erves as a nidus [3]. It is hypothesized that the 
s source in sporadic and iatrogenic prion diseases 

while mutations are invariably detected within the PR!!P gene in familial forms (291. These mutations c&Id 
destabilize PrPC which might lead to spontaneous cor/version’to PrPSc. 

i 
Transport of PrPSc to the nervous system -Transp&rt of PrPSc to tile nervous system, once it appears in 
the host, occurs via axons (301. Previous investigationb suggested that the predominant mechanism was by 
slow axoplasmic transport (3 I]. However, several studies now provide data that rapid antcrograde axonal 
transport also occurs (32.331. In one of these reports, 4 specific isoform of the protein was transported via 
this route in a hamster model compared to several other isoforms found within neural tissues which 
appeared to arrive by a slower rranspon mechanism [313]. 

I 
The lymphorericular system may play a critical role inlrhe initiation of some priori diseases [34]. Studies in 
mice indicate that for some prion diseases acquired by: inoculation, a period of replication in lymphoreticular 
tis&e is required. This would be expected for certain 
iatrogenic CJD. kuru, and perhaps vCJD, but might 

pes of exogenously aquired prion diseases such as 

diseases. 
occur in sporadic and genetic forms ofprion 

Ncurotoxicity of prion protein - PrPSc appears to be! neurotoxic; accumulation of this protein or fragments 
of it in neurons leads 10 jpoptosis and cell death [35.34]. As an example. the PrP fragment containing amino 
acids 106-i 26 induces death of hippocampal neurons hollowing exposure in vitro (35). However, PrPC must 
be present for rhis effect to occur; PrP lO6- 126 does no\t destroy neurons in mice which do not express PrPC 

WI. ! 

1 
GENETICS OF HUMAN PRIOR DISEASES - Thq gene encoding PrP (“Pm,“) in humans is located 
on the short arm of chromosome 20 [37]. A strong linti was established between mutations in the PRNP 
gene and forms of priori disease with a familial predisdosition (RZJD, GSS. FFI). More than 20 different 
mutations have been identified [28,X]. Some experts Aave advocated classifying prion diseases based upon 
the responsible mutation rather than th: traditional clad,sifications such as fCJD or GSS since sometimes a 
single mutation produces different clinical phenorypes’in different individuals or families. As an example, 
the D 178s mutation, in lvhich asparagine substitutes f&r aspartic acid in codon \ 75, occurs in families with 

FFL fCJD, and GSS [37]. .A large English and Irish ki{dred has been described containing individuals 
diagnosed with a variety of conditions including CJD, KJD, and GSS [39]. However, when the PRNP gene 
was examined, all affected individuals had a valine for’alanine substitution at codon 117 regardless of the 
clinical diagnosis. 

The phenotype of a particular mutation may be influen L ed by the nature of the amino acids present at codon 
129. Codon I29 of the PfWP gene is a polymorphic cddon; normal individuals have either valine or 
methionine at that site. However, since the PRNP genejis on an aulosomal dominant gene, there are two 
copies, and individuals can be homotygous or heterozqgous at this site. Patients with the D178N mutation 
who are homotygous for valine at codon I29 appear tt$ develop CJD, while those who are homozygous fat 
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1 

methionine tend to have FP1 (40.4 11. Despite these pahems, the clinical expression of individual mutations 
can vary even between affected members of the samelfamily. 

Creutzfeldt-Jakob disease - ht fCJD the most corn nt ,on mutation is a substitution of lysinc for glutamine ilpe 
codon 200. which has been observed in regions rangirjg from Libya to Chile (42,431. One study described a 
differing presentation of this syndrome with codon 129 phenotype changes [44]. When the mutant codon 
200 was linked to a valinc at codon 129, PrP deposits ‘were observed in the cerebellum and the priori protein 
was resistant to type 2 prolease, neither of which have! been described with methionine at codon 129. 

As noted above; the D 178N mutation occurs in fC.JD. /A substitution of isoleucine for valine in codon 210 
has also been noted in fCJD (451. I 

Unlike fCJD, sCJD and iCJD arc not associated with , fLuP gene mutations. However, even in these forms k 
of CID and vCJD. phcnovping at codon 129 appears to affect susceptibility and perhaps expression of the 
clinical illness. While 5 I percent of the general popul ’ tion are heterozygous at codon 129, for example ali 
cases of vCJD and 85 to 95 percent of individuals wit 1 sCJD have been found to be homoqgous at thil 
codon (46). In a separdte report, five of seven patienu’ who developed iCJD atIer receiving human cadav&c 
growth hormone were homozygous at codon 129 (471: 

One group has proposed a molecular classification scheme for sCJD l&sed upon codon 129 polymorphism 
and characterization of the properties of PrPSc which was used to evaluate 300 sCJD patients (48). As 
examples, a pattern of type I PrPSc plus at least one methionine at codon 129 was demonstrated in 70 
percent while type 2 PrPSc plus codon 129 homozyg$us or hecerozygous for valine was present in 25 
percent and associated \vith ataxia. 

I 

Gerstmann-Straussler-Scheinkcr syndrome - All GSS kindreds investigated to date have P&VP gene 
mutations of which P 102L is the most common and th,e one described in the descendants of the original 
family described by Gerstmann, Strausslet, and Scheiqker [49,503. Other reported mutations include PlO5L, 
AI 17V, Y 145STOP, Q2 17R, and E219L (38,s 11. As hoted above, patients with some of these mutations 
have been clinically classified as KYJD or FFi rather than GSS. 

I \ 
GSS exhibits a large degree of phenotypic heterogene!ty. This may be partia.lly due to differences in the 
underlying PRNP mutation. GSS patients with the P I92L mutation, for example, may have more prominent 
cerebellar features [491. \\ bile dcmenria may be a more prominent feature in patients with Al 17V 
Y ISjSTOP, and F198S mutations. Polymorphism at codon 129 may also play a modulating role ;tt the 
manifestations of GSS in patients with the P 102L mutktion (52,531. However, varied clinical expression of 
these diseases both between and within affected families with the same gene mutations suggests that other 
unidentified factors probably also are influential (53,441. 

1 
Fatal familial insomnia - As noted above, the D I78$l mutation has been the predominant mutation found 
in nearly ail famihes with FFI [SS]. This mutation als$ occurs in fCJD. It appears that patients with this 
mutation who are homoz)gous for methionine at codqn I29 develop an FFI-like clinical syndrome whereas 
those homozygous for k.a!ine develop fCJ0 [-IO,? I]. Yeterozygosity at codon I29 may prolong the duration 
and slow the temporal progression of FFl. I 
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Dear Mr. Powers: 

This is being sent to you as the strong objection (comment) of LifeLink 
Foundation, Inc. to the Waiver request of Regeneration Technologies, Inc. (RTI) pursuant 
to Fl Stat. 120.542. I 

RTI has requested a waiver from a b lorida regulation, 59A- 1.005(45)(a), which is 
in place to protect the citizens of Florida ‘from being infected with disease from tissue 
transplants. To our knowledge, no other tissue bank in the state of Florida nor in the 
United States, “Batch” processes tissue as , TI Ii does, subjecting recipients of &is tissue to 
the possible diseases of up to 100 tissue donors, with no way to identify which of those 
donors may have been the source of this disease. The increase in risk is exponential - 
instead of a possible contamination of 50 t&sue grafts, RTI risks exposing 5 000 patients 
as noted by the scientific analyses of Ti,ssue banking and transplant specialists Dr’ 
Charles Wright (attached as Exhibit “A”), Dr. Theodore Malinin (on record with AH& 
from his testimony at the Florida Statewide Organ and Tissue Advisory Board meeting) 
and Dr. Josh Miller (by letter, on file with AHCA). Each of these Florida based 
specialists has firmly denounced the RT1 practice, and voted to force RTI to stop batch 
processing and to comport with other Flor#Ia tissue banking regulations on this matter 
which they have ne\.er done, as your Department’s Citation of RTI of February 26, 200; 
notes. In fact, RTI cannot comply with these regulations if it continues to batch process 
tissue, (See letter from AHCA to RTI, attached as Exhibit “B”, and letter from Mary-Ann 
Taylor, Chair of the Advisory Board, to Setretary of Health Rubin King-Shaw, attached 
as Exhibit “C”). I 

1.; ‘” 
Although there is disagreement as to whether current Florida regulations 

specifically prohibit pooling of tissue, there is no disagreement that the current 
reguIations require a tracking and “look-back” process which RTI cannot and does not 

I 

. 
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comply with, as the State has found. 1 This tracking and “look-back” process 
specifically in the regulations to protect the health and safety of human tissue recipients. 

is 

We are in absolute accord with 1 the vote of the Florida Statewide Organ and 
Tissue Advisory Board, which voted at its meeting of February 2, 2001 to prohibit the 
pooling of tissue in the state of Florida, although RTI is already in violation and has been 
in violation, of the tracking and safety regulations. In fact, we note that RTl’has requested 
a waiver from Rule 59A-I .005(45)(a), F.Ai.C., but the AHCA Letter of Citation notes that 
RTI also currently violates 59A-1 .00S(il)(b)5, F.A.C, 59A- 1.005( 14), F.A.C 59A- 
1.005( 15), F.A.C. and 59A- 1.1005( l)(b)4, F.A.C. RTI has not applied for a wai&r from 
these other regulations, to LifeLink’s knowledge. 

I RTI has been in violation of this large number of Florida regulations designed to 
protect the safety of patients in Florida for years, as noted below. AHCA has finally cited 
RTI for these violations by letter of February 26, 2001 (attached as Exhibit “B”) but has 
taken no enforcement action pending the Jaiver process. However, the Florida Siatewide 
Organ and Tissue Procurement Advised Board, in its meeting of February 2, 2001 
approved a motion to prohibit batch procebsing (pooling of tissue) in Florida. Similarly 
The Federal Food and Drug Administration (FDA), in its newly published draf; 
regulations, expressly prohibits “batch” processing of tissue. The FDA grants no waiver 
to RTI, and RTI’s suggestion in its waiver request to the contrary is a blatant 
misrepresentation. As Jamie Grooms of RTI stated in front of the Florida Statewide 
Organ and Tissue -Advisory Board, RTI has not received a waiver, only a letter from the 
FDA stating that RTl’s Biocleanse process /was validated. 

I 
PLEASE NOTE: this objection h’ s nothing to do with Biocleanse. it is an 

objection to pooling or batch processing o1 tissue. The issues are not connected. Every F 
other tissue bank has a valid process ‘in place for removing bacteria and other 
contaminants from tissue. This does not m & an it is worth the risk to batch process. 

1 
As argued strongly by Dr. Wright, ‘Dr. Malinin, and Dr. .Miller, all of whom are 

Florida-based tissue banking and /or transplantation experts, the greatest risk of allowing 
pooling is with unknown diseases, and wi;th diseases caused by prions, or “Mad Cow” 
diseases, known as Transmissable Spongifotm Encephalitis (TSE) diseases. We cannot 
test for, treat, or cure these diseases, which have been transmitted to humans from 
donated human tissue (human dura mater’ imported 
disease to patients in the United States. C 

from Europe has transmitted CJD 
JD, along with vCJD disease, is the human 

version of TSE or “Mad Cow” disease. ‘fhis transmission occurred because of batch 
processing in Europe!). 
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The CDC has recognized the real possibility of transmitting these diseases by 
tissue donation, by prohibiting tissue donation in the United States from persons who 
have been to England within six month+ of the donation. This is because of the real 
possibility of a person being infected with “Mad Cow” disease from eating infected beef, 
Further, as of March 22, 2001, the firs! case of suspected outbreak of Scrapie the 
equivalent of “Mad Cow” disease in sheep, was reported in the United States ‘(See 
attached newspaper report at Exhibit “DO). Clearly, TSE diseases caused by prions are 
increasing in epidemic proportions worldwide. 90 deaths in Britain have occurred to 
date. A number of deaths have occurred in the United St&es. 

I 
Also, RX’s system increases risks’of transmission of ordinary pathogens if there 

should be a system failure. There have ah 
e 
ady been a number of recalls of human tissue. 

However, in each individual donor, these recalls have been limited to approximately 50 
pieces of transplantable tissue. If such a recall were to occur with RTI’s process, up to 
5,000 pieces of tissue would have to be recalled, with no way to reliably track which 
donor of the 100 processed together may have been responsible for the problem, 

LifeLink objects strongly to the Stite of Florida granting a waiver to RTI a for- 
profit agency which has been in violation of the established Florida tissue banking 
regulations for a number of years, and which does not comply with the American 
Association of Tissue Banks Standards prohibiting pooling, nor the proposed FDA 
regulations prohibiting pooling, nor the formal position of the Florida Statewide Groan 
and Tissue Advisory Board to prohibit poohng, to allow them to continue to profit fro; a 
violation of the regulation by exposing uns !specting patients to a greater risk of infection. J 
Simply because RTI has made millions of dollars in the last few years on a for-profit 
basis by violating the Florida regulations is 10 reason to allow them to continue to do so. 

I We will be closely monitoring this ‘issue, 
amplify our comments. 

and will appreciate any opportunity to 

John I$ Campbell, P.A., 3.D. 
Executive Vice President 

Ms. JO Ann Linch, Health Services and Facilities Consultant 
Ms. Michelle Oxman, General Counsel’s Office 
Mr. John Gilroy, General Counsel’s Office 
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Ms. Jo AM Linch, M.S.W. / 
Health Services & Facilities Consultant 

/ 
\ - 

Bureau of Health Facility Compliance 
Agency For Health Care Administration I 

2727 Mahan Drive 
1 
, ‘, . . . 

Bldg. 1, Room 252 / 
Tallahassee, Florida 32308 I 

Dear MS Linch, ‘I 

i I will not be able to attend the meeting of the Advisory Board on February 2 2001. 
By this letter I hope to make my position clear, that as a member of the Florida’Organ 
and Tissue Procurement and Transplantation ‘Advisory Board and a Medical Director of 
the LifeLink Tissue Bank, I am against the practice of batch processing of tissue. I am 
convinced that batch processing by any currently described technique cannot be relied on 
to provide safe tissue and assure the public that there is no cross contamination. I am 
concerned about HIV, HCV and other defined pathogens, but I have a greater concern for 
the poorly defined Prion diseases or other yet; unrevealed pathogens. Even now with our 
current techniques, we can not know that tjssue is 100% safe. if batch processing is 
allowed, the potential for cross contaminattdn atid the amplification of the spread of 
contamination is a distinct possibility. More \mpottantly, the ability to trace each donor 
directly to each recipient, and each recipient: to each donor is of vital importance with 
these diseases. This ability would be lost with batch processing. 

\ 
It is significant that the proposed new FDA Tissue Banking Regulations, published at 

Federal Register: January 8, 2001 (Volume 
and require direct donor to recipient tracing. 

66, Number S), prohibit batch processing, 
i 

Also, I have read the “Technical Monogrdph BioCleanse Tissue Processing System: 
Biological Safety” by C. Randal Mills, Ph.D. land Michael R. Roberts, M.A. (March 30 
2000). It has extensive documentation of the purported ability of BioCleanse to cle& 
standard pathogens. No mention is made of Prions. The authors do not acknowledge the 
unknown. Many members of the Advisory $oard have lived through the evolution of 
new previously unknown infectious agents (f-IN, HVC, lime disease). To presume that 

i 
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batch processing and a requirement of dir&t donor to recipient tracing would provide 
process can protect against a biologic unknown borders on arrogance. A prohibition on 

protection against spreading Prions and u4own pathogens. 

/ 

important area which should not be 
I have attached a short summary of the bjology of Prions and their diseases. This is an 

in the RTI document. ignored. 

/ * 
t did not note any testing relevant to PGons 

/ 
Regeneration ‘khndogies is offeridg technologies to the arena of tissue 

transplanting. Their quest for safer tissue id admirable. A process like Biocleanse may 
be proven to make tissue safer at some time in the fbture. Unfortunately their 
dependence on batch processing eclipses ani potential benefit. The Advisory Board has 

continue this stance. 
gone on record in the past opposed to batch processing of tissue and I: vote that we 

/ 
If this document rlhPr --. -..cP 

I 

1 
Dr. Metmer --9--y 
document. 

----.-- uulra WI surrlce as my yote on this matter, I give my prnyv vn+- l - 
or in his absence Mr. John Campbell, to cast in comp&ianc, s.lu, ILIIy 

s incerely, 

cc: 

/!Zh&ig hk@ . . 
Associate Medical’Director, 
(..ifeLink Tissue Bank / 

Members of Florida Organ and Tissue Procurement and Transplantation Advisov 
Board 
Ms. Laura Branker 



Prions 
BIOLOGY OF PRfONS 

l Prion protein 
l Biosynthesis of PrPC 
l Cowersion of PrPC to PrPSc 
l T~nSpOn of PrPSc to the nemous system 
l Neurotoxicity of priori protein 

GENETICS OF HUMAN PNON DISEASES 
l Crewfeldt-Jakob disease 
l Gershnann-Straussler-Scheinker syndrome 
l Fatal familial insomnia 

m l (800) 998-6374. (78 I) 2374788 

U?eQ 
‘0. 3 

‘2. . . 

; 
I 

I 
Kenneth L Tyler, MD 



1. i ’ 
LLUUU ~pToDattE l *\bw.uptodate.com l (300) 998-6374 - (781) 23?-4788. Page 1 

1 I 
I 

Kenneth L Tyler. MD 
Feb 17,200O 

P+ons 
I 
I 

Prion diseases are neurodegenerative diseases that ha+e long incubation periods and progress inexorably 
once clinical symptoms appear. Five human prion dideases are cunently recognized: kum, Creutzfeldt-Jakob 
disease (CJD). variant Creutzfeldt-Jakob disease (vCJD also known as new variant CJD), Gerstmann- 
Straussler-Schelnker syndrome (GSS), and fatal familial insomnia (FFI) [ 11. Bovine spongifon-n 
encephalopathy (BSE). one of a number of prion infections affecting animals, focus more widespread public 
attention on these diseases with its possible link to vCJD (2.31. 

These human prion diseases share certain common n&ropathologic features including neuronal loss, 
proliferation of glial cells. absence of an inflammato~ response, and the presence of small vacuoles within 
the neuropil which produces a spongiform appearance. Current evidence indicates that prion diseases are 
associated with the accumulation of an abnormal form of a host cell protein, designated the prion protein 
(PrP) [ql. I 

i, 
The biology of prions will be reviewed here. The clinical manifestations, genetics, and diagnosis of priori 
diseases are discussed separately. (See “Diseases of the central nervous system caused by prions-I”). . . 

BIOLOGY OF PRIONS - Dr. Stanley Prusiner coined the term “prion” in 1982 which he defined as a 
small infectious pathogen containing protein but apparently lacking nucleic acid [5]. The prion protein (PrP) 
is the critical component of these agents and may. in f?ct. be its exclusive constituent. 

1 
One of the characteristic features of prions is their resistance to a number of normal decontaminating 
procedures. These pathogens are resistant to processed, affecting nucleic acids such as hydrolyis or shearing 
(61. However, agents which digest, denature or modify proteins do have activity against prions [4]. The 
priori protein purified from the brains of scrapie-infect,ed animals (PrPSc) can be inactivated by prolonged 
autoclaving (at 12 1°C and 15 psi for 4.5 h), immersion in IN NaOH (for 30 min, repeat three times), or in 
concentrated (>3 M) solutions of guanidine thiocyanate [7]. However, certain cautions prevail; it appears 
that inadequate autoclaving can establish heat resistant subpopulations which fail to diminish with a further 
cycle of autoclaving [8]. Stainless steel instruments aI40 may retain infectivity even after treatment with 10 
percent formaldehyde [9]. I 

/ 
Prion protein - Scrapie prions have been used as a model for prion diseases. PrPSc is a conformational 
isomer of PrPC. a glycoprotein found in the brains of rjormal animals [IO]. The not-ma\ function of PrPC is 
unknown. PrPC exists primarily in an alpha helical cortformation, while PrPSc is beta helical and appears to 
result from a yet uncharacterized conformational alteration in PrPC [ 11,121. The resistance of PrPSc to 
digestion with proteases and its tendency to polymerize into scrapie-associated fibrils or pfion rods 
differentiates PrPSC from PrPC [ 13.141. The hydrophdbicity of this protein, which may in turn affect 
aggregation, and its beta-sheet conformation may play)a role in neurotoxicity [ 151. 

Biosynthesis of PrPC - h key step during the biosynthesis of PrPC involves modification of both the 
amino and carboxy terminals with the addition of a phosphatidylinositol giycolipid which serves to anchor 
the protein to the cell surface [ 16.171. PrPC can be detected attached to the plasma membrane of neurons 
[ 181 and may be concentrated at synaptic membranes (191. In addition, PrPC also has transmembrane 
domains, indicating that it spans the cellular cytoplasm;ic membrane. Surface PrPC is degraded after 
endocytosis in acidic vesicles, although some protein may recycle to the cell surface [20]. Secreted forms of 
PrPC also occur (2 I]. / 

Conversion of PrPC to PrPSc - In contrast to PrPC, PrPSc accumulates within cells and does not normally 
appear on the cell surface. PrPSc is found predominantly in cytoplasmic vacuoles and secondary lysosomes 
1221. Conversion of PrPC to PrPSc may occur in caveo/ae-like membranous domains [23]. 

, 



MUW Lp louate& l -w.uprodate.com: (800) 998-6374 l (781) 237.4788 l Page 2 
1 / 

Studies with mice either devoid of PrPC oc with abno$nal isoforms indicate that host PrPC must be present 
for the development of prion disease. Priori ,diseases appear to result from accumulation of abnormal 
isoforms of the PrP which is dependent upon conversion of normal PrPC into PrPSc (24,251. This 

conversion appears CO be the result of a conformationa/ change in PrPC, rather than a chemical modification. 
1 

One group developed a peptide. iPrP I3 which can bredk a beta-sheet conformation [26]. This peptide was 
able to reduce the protease resistance of PrPSc and to delay the onset of symptoms in transmission 
experiments in mice. There may be another as yet unidentified host factor. designated protein X, which may 
bind to the carboxy terminus of PrPC then interact with a site near the N-terminus to effect a conformational 
change [27]. / 

I, 
I 

How the first molecule of PrPSc appears in the host remains a mystery, but the initial appearance, which 
may be de novo. probably triggers the replication of PrPSc. This process has been compared to 
crystallization in solution where a single seed crystal serves as a nidus 131. It is hypothesized that the 
initiating PrPSc molecule is derived from an 
while mutations are invariably detected 

source in sporadic and iatrogenic priori diseases, 
gene in familial forms (29). These mutations could 

destabilize PrPC which might lead to spontaneous cor$ersion’to PrPSc. 
I 

Transport of PrPSc to the nervous system -Transport of PrPSc to the nervous system, once it appears in 
the host, occurs via axons [30]. Previous investigations suggested that’the predominant mechanism was by 
slow axoplasmic transport (3 I]. However, several studifs now provide data that rapid anterograde axonal 
transport also occurs [32.33]. In one of these reports, a specific isoform of the protein was transported via 
this route in a hamster model compared to several other, isoforms found within neural tissues which 
appeared to arrive by a slower transport mechanism [33’]. 

The lymphoreticular system may play a critical role in the initiation of some prion diseases (341. Studies in 
mice indicate chat for some prion diseases acquired by ihoculation. a period of replication in lymphorecicular 
tissue is required. This would be expected for certain types of exogenously aquired prion diseases such as 
iatrogenic CJD. kuru, and perhaps vCJD, but might not occur in sporadic, and genetic forms of prion 
diseases. I 

! 

Neurotoxicity of prion protein - PrPSc appears to be leurotoxic; accumulation of this protein or fragments d 
of it in neurons leads to apoptosis and cell death (35,361: As an example, the PrP fragment containing amino 
acids 106-l 26 induces death of hippocampal neurons fo\lowing exposure in vitro [3S]. However, PrPC must 
be present for this effect to occur; PrP 106- I26 does not destroy neurons in mice which do not express PrPC 

I 
GENETICS OF HUFIAZI PRION DISEASES -The gene encoding PrP (“PMP“) in humans is located 
on the short arm of chromosome 20 [37]. A strong link +as established between mutations in the PRNP 
gene and forms of prion disease with a familial predispo$ition (KJD, GSS, FFI). More than 20 different 
mutations have been identified [28.38). Some experts ha:e advocated classifying prion diseases based upon 
the responsible mutation rather than t.h; traditional classt,Fications such as KIJD or GSS since sometimes a 
single mutation produces different chntcal phenotypes in different individuals or families. As an example, 
the D 1783 mutation, in kvhich aspsragine substitutes for\aspartic acid in codon 175, occurs in families with 
FFI. fCJD, and GSS (37). A large English and Irish kindred has been described containing individuals 
diagnosed with a variety of conditions including CJD. vr$JD, and GSS (391. However, when the PRNP gene 
was examined,, all affected individuals had a valine for a 
clinical diagnosis. 

anine substitution at codon 117 regardless of the 

1 
The phenotype of a particular mutation may be influencjd by the nature of the amino acids present at codon 
129. Codon 129 of the PRVP gene is a polymorphic codon; normal individuals have either valine or 
methionine at that site. However, since the PRNP gene i 

f 
on an autosomal dominant gene, there are two 

copies, and individuals can be homozygous or heterozygous at this site. Patients with the D178N mutation 
who are homozygous for valine at codon 129 appear to develop CJD. while those who are homozygous for 
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methionine tend CO have FFI [40,4 I]. Despite these p&terns, the clinical expression of individual mutations 
can vary even between affected members of the same jfamily. 

, 
Creuttfeldt-Jakob disease - In fCJD the most corndon mutation is a substitution of lysine for glutamine in 
codon 200. which has been observed in regions rangi;g from Libya to Chile (42.431. One study described a 
differing presentation of this syndrome with codon I2p phenotype changes [44]. When the mutant codon 
200 was linked to a valine at codon 129. PrP deposits pere observed in the cerebellum and the priori protein 
was resistant to type 2 protease, neither of which have$been described with methionine at codon 129. 

As noted above, the D I78N mutation occurs in fcJD. ‘A substitution of isoleucine for valine in codon 2 10 
has also been noted in KJD 145). i , 

1 

Unlike fCJD, sCJD and iCJD are nor associated wirh d&VP gene mutations. However, even in these forms 
of CJD and vCJD. phenoryping at codon 129 appears ‘,o affect susceptibility and perhaps expression of the 
clinical illness. While 5 I percent of the general popula!ion are helerotygous at codon 129, for example, all 
cases of vCJD and 85 to 95 percent of individuals with sCJD have been found to be homozygous at this 
codon [46). In a separdte report, five of seven patients ‘yho developed iCJD after receiving human cadaveric 
growth hormone were homozygous at codon 129 (471. 

I 
One group has proposed a molecular classification schkme for sCJD &sed upon codon 129 polymorphism 
and characterization of the properties of PrPSc which kas used to evaluate 300 sCJD patients [4g]. As 
examples, a pattern of type I PrPSc plus at least one m$thionine at codon 129 was demonstrated in 70 
percent while type 2 PrPSc plus codon 129 homozygo+ or heterozygous for valine was present in 25 
percent and associated with ataxia. \ 

Cerstmann-Straussler-Scheinkcr syndrome - All GhS kindreds investigated to date have PIXNP gene 
mutations of which PIOZL is the most common and thd one described in the descendants of the original 
family described by Gerstmann, Strausslet, and Scheinket [49,50]. Other reported mutations include P105L, 
A 1 I7V. Y I4SSTOP, Q2 17R, and E2 19L [X,5 1). As &ted above, patients with some of these mutations 
have been clinically classified as fCJD or FFI rather th$ GSS. 

GSS exhibits a large degree of phenotypic heterogenei$. This may be partially due to differences in the 
underlying PRNP mutation. GSS patients with the P I OIL mutation, for example. may have more prominent 
cerebellsr fearures 1491. \L bile dementia may be a more’prominent feature in patients with Al 17V, 
Y 145STOP, and F198S mutations. Polymorphism at cd,don I29 may also play a modulating role in the 
manifestations of GSS in patients with the P lO2L mutation [.52,53). However, varied clinical expression of 
these diseases both behveen and within affected families with the same gene mutations suggests that other 
unidentified factors probably also are influential [X%,54’). 

Fatal familial insomnia - As noted above, the D I78N ‘mutation has been the predominant mutation found 
in nearly all families with FFI 155). This mutation also &curs in KJD, It appears that patients with this 
mutation who are homozvgous for methionine at codon; 129 develop an FFI-like clinical syndrome whereas 
those homozygous for valine develop fCJD [40.41). Heterozygosiry at codon 129 may prolong the duration 
and slow the temporal progression of FFI. / 
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February 26,2001 

C. Randall Mills, Ph.D. 
Regeneration Technologies, Inc. 
One (rutovation Drive 
Alachua, Florida 326 15 

1 

I 
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. 

/ 
?, 

J 

Dear Dr. Mills: .I 
i, 

The Agency has reviewed th ’ 
I 

c information predented in your letter of December 8 2000 
regarding Regeneration Technologies Inc.‘s (RTI) compliance with the re@reme\ts of 
Chapter 59A-1, Florida Ad.m’ ’ lystrative Code (P.A.C.). Rule 59A-I .OOS( t)(b)4 F.A.C. 
requires that tissues from each individual donor will have one unique identifrca\ion number 
that will idcntifjl each donor’s tissue from retrieval through distribution and utilization 
Further, as we discussed during our meeting oti Januaq 30,2001 
F.A.C. makes clear that each tissue sample must contain tissue f&m only one donor. i Rule 59A-IOOS(45)’ 

sanitizing method that permits multiple donor tissues to be processed simultaneously could 
meet that requirement only if it allowed the tissiue from each donor to remain identifiable. 
Your statement that RTI’ 
number representing more than one donor dem’ nstrates that your procedures are in 

s process enables you onIy to trace tissue components back to a lot 

violation of the rule. b 
./I “ 
I / 

There are a number of other provisions of the r&le with which RTI cannot comply to the 
extent that it cannot trace donated tissue to a particular donor or recipient. Rule S9& 

I .005(l)(b)5, F.A.C., 
to & transplant surgeon on request. The recall: and look-back procedures required by Rule 

requires that all information regarding a particular donor be provided 

59A. 1 OOS(14) and (I S), F.A.C 
tissue from 8n individual donor to each individual recipient. Should the need arise, RTI 

., respectively, depend upon the ability to trace transplanted 

Chnnot comply with t’lese rules as writ-ten. 
1 

These violations subject RT? to administrative action to enforce compliance with the rules 
under Rule 59A-1 .O 12( l)(d), F.A.C. Th 
an administrative fine not to exceed $500 per day per vioIation, suspension, or revocation 

e possihte penalties include, but are not limited eo, 

I 
i 
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C. Randall Milk, Ph.D. 
February 26,2001 
Page 2 

of the tissue bank ccnificate issued to Rcgcnc 
l-a tjon ~cchno A m0”nY is in recciPt Of your petition for a waiver pursuant &-r[& 

’ ,es not contemplate cnforccmcn’ action regard:-- l L- 
,g consideration of th e petition for rule yJaiver or vari,,,, QI r: 

all lnrofmation required to make a determination, However sh&]t 
the Agency WitI not delay administrative actio)n based upon’thc pcj 
waiver. 

I / 

lnoirc Inc. However, the 
332, F.S. At this time, 

r~rle UK above violations 
d--b -Id timely provision of 

1 safety violations arks, 
_ xkncy of a petition for 

L 
Our pre!imkkry review of the petition indicates that additional jnfc---a:-- 
procedures will bc needed. Ifp after reading this notice you v&h tC l -- a* 
addends to Your request, pksc’ fee1 free to o SO and provide it iv ,,3 ds 
We micipate compkion of the review within, thjt-ty days of filing : - 
T I,,, ------- - d 
upw11 L;omplc 
requir- 3 Tr’ 

~lo* of the review, the Agency 411 notify you of the I. 

Counsel’s offke at (850) 922-8854. 
cd. x~ould You have WY questions, pledse contact Michelle Oxman in tic General 

Sincerely, 

UL rrxu&aon or altcmattvc 
) add anything as an 
bh “- -- soon as possible. 
Is1.c. , oy March 4,2001 e 
additional items 

-K, fwmg Deputy Secretary 
ulvrsro3,dt Managed Care I 

and Health Quality ’ 

Julie Gallagher, Gem&al Cause\ 1 
Michelle Oxrnan, G a-ma1 Counsel’s 0 k John Gilmy, General Counsel’s Offrcc ) Ice 

JeficY Crcgg, Chief, Health Facility Rcgujatjon 
Mary LocPP. Hospital 4% Outpatient Se&ices Ihit 
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March I6, 200 1 

Ruben King-Shaw, Secretary / 
Agency for Health Care Administration 
2727 Mahan Drive, Mail Stop 1 

/ 

Tallahassee, FL 32308 
/ 

Dear Secretary King-Shaw: 

The Organ and Tissue Procurement and Transplantation Advisory Board is authorized 
under Chapter 38 1.6023, Florida Statutes (F.h.). One oftbe purposes of the Board is to 
make recommendations to the Agency regarding “changes to the laws.. .and 
administrative rules or procedures required to assure that the statewide organ and tissue 

and efficiently.. .‘* 
procurement and transplantation system will :be able to function smoothly, effectively, 

1 
Recent developments in the tissue bank indu&ry that have been brought to the attention 
of the Board are a cause of concern regarding the safety of one processing technique used 
to sterilize tissue. Strict guidelines have been developed to ensure that any tissue 
distributed for transplantation has been adequately screened to eliminate the transmission 
of communicable diseases and cross-contamination. Traditionally and because 
transplantation involves donor-recipient interaction, tissues from each donor are 
processed separately to ensure the highest degree of safety. However recently tissue 
pooling which was previously deemed unsuitgble procedure has re-emerged because of 
some new technological developments. This means simultaneous processing of tissues 
and including in the same container tissue from multiple donors. When tissue is pooled 
in this manner, it becomes impossible to track contaminated tissue back to the original 
donor. It also would make it impossible to avgid transplanting tissues from Rh Negative 
donors into women of childbearing age. ji 

I 
The American Association of Tissue Banks (AATB) is the professional accrediting ’ 
organization that sets standards for tissue banking. Accreditation by the AATB is 
voluntary. The A.\TB prohibits its accredited’ facilities from pooling tissues. 

The Food & Drug hdministration (FDA) issudd draft tissue bank regulations on January 
8, 2001, which will also prohibit tissue pooling when they are finalized. All tissue banks 
are required to comply with FDA regulations. i 

I 

EXHIB,T C i 

/ 
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No sterilization technique is fool proof. Ned and emerging diseases such as prion 
diseases, may not be caught by the currently! recognized sterilization‘ processes used. 
Simultaneously processing tissues from multiple donors will increase the risk of cross- 
contamination to transplant recipients. If contaminated tissue is transplanted a recall or 
notification of surgeons who used tissue from that donor would be very diffilult. 

I 
The Advisory Board recently voted to recodmend to the Agency that Ch. 59A-1 Florida 
Administrative Code, be revised to prohibit tksue pooling by any Florida certifiid tissue 
bank. This revision would be added when th)e rule is next updated. 

1 
In addition, the Board feels this matter is of sufficient importance in ensuring transplant 
safety to all individuals that the Board is no? formally requesting the Agency to appoint 
an independent and well-qualified panel to iy,vestigate the details of the process being 
used with tissue pooling. This study should Include the qfety and efficacy of tissue 
pooling and new and emerging diseases. The B oar d ’ IS also requesting that the findings of 
the panel be reported back to the Board. It is/anticipated that such a study may indicate 
additional revisions that need to be made to the regulations governing organ and tissue 
procurement agencies. 

Since the February 2 meeting of the Advisory Board where this matter was discussed, I 
have learned that Regeneration Technologies ‘International (RTI) has sent a letter to 
AHCA requesting a waiver on this matter of &sue pooling. To my knowledge, AHCA 
has not yet drafted a response to this request. / 

I 
1 If you would like to discuss the possibilities ofdeveloping such a panel or need 

additional information, please feel free to contact me. I can be reached at (l-800) 329- 
7000, extension 4323. I’ 

Sincerely 

Mary Anne Taylor, M.S., Chair 
Organ and Tissue Procurement and 
Transplantation Advisory Board 

I 

Cc: Members of Advisory Board 
I I 

Mr. Sam Power 
j ! 

JoAnn Linch 
/ 
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Disease fears hit home \ 
STEPHANIE SIMON 
of the Los Angeles Times 1 

I 

a Vermont farmer’s flock of sheep over 
may be infected with mad cow disease and 

It was the first time that the U.S. government has confiscated livestock as a 
precaution against mad cow disease. Some two dozen federal agents converged on 
a farm In Greensboro, Vt.. at dawn to load 233 sheep and lambs onto trailers 
Security agents will escort the anim$s to a lab in Aines, Iowa. where they wili be 
killed and tested. / 

The U.S. Oepartment of Agriculture /plans to seize a second flock of 140 sheep in 
East Warren Vt.. within the next few weeks. 

I 
It will take at least two years - and p’ossibly much longer - before pathologists can 
determine for sure whether the anitials harbor mad cow disease or a related illness, 
scrapie. that is relatively common injsheep and cannot be transmitted to humans. 

Given the uncertain science, the flotks’ owners have bitterly protested the seizure 
as premature. I 
8ut USOA veterinarian Linda Oetwiler insisted that the agency “had no choice but to 
take decisive action. . . . We needed b take those sheep.” 

Mad cow disease. or bovine spongiform encephalopathy has never been detected 
in the United States. Yet it has devabtated Europe, spreading from Britain to France, 
Italy, Germany and beyond. Nearly 400 people have died of a human version 
believed to be transmitted through t i inted meat products. 

f 
Even if the Vermqnt sheep do have mad cow disease, the chances of them infecting 
humans or other kvestock are extremely low. 

Some 50 lambs from the two suspect flocks were sold to local residents for meat 
several years ago. And cheese made from the ewes’ milk continues to be marketed 
in Vermont and some neighboring states. 8ut mad cow disease is not known to 
spread to humans through milk products. or through the cuts of meat that commonly 
are eaten. 

I Instead. the disease seems to concentrate in brain and spinal tissue. So the most 
likely scenario for the Vermont sheelp to infect the food chain would be if they were 
slaughtered, ground up and fed to other livestock. Federal law bans this practice. 
And the Vermont sheep have been bnder quarantine since 1998, their every 
movement monitored by federal inspectors. 

Given all those controls. “the risks (#the sheep pose] to both animal and human 
health are very small,” said George Gray, who has studied mad cow disease as 
director of the Harvard University’s &enter for risk assessment. Nonetheless, he 
acknowledged, “you can construct b chain of possibles” leading to widespread 
contamination. 

“it’s impossible to say never,” he s&d, ‘* It’s impossible to say it couldn’t happen.” 

And the 
officials 

longer the Vermont sheep 
got, Oehviler said. ** 

razed their pastures, the more nervous Us01 
your chances of something getting 

4 
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I officials got, Oehviler said. “it j&t increases your chances of something getting 
away, the longer [the animals] qre out there.” 

From the owners’ perspective, t ere is nothing to “get away.” 
They are convinced that their a&mats are healthy - or at worst have scrapie, which 
Crops up In several dozen sheeb across the United States each year. 

ScraPi’? shares certain charactenstics with mad cow disease Both illnesses can 
Incubate for years before attacking an animal’s central nervobs system. Both show 

and, eventually dying - their brains having turned siongy 6ut scrapre has been 
UP with the same awful sympto?fs: animals slipping fatting scraping against fenoes 

the soecres barrrer to Infect hum,ans. Mad cow disease has, with devastating results. 
around in sheep.for 250 years and has never, as far as s’cientists can tell jumped 

The USDA maintains that the Vermont sheep -which were imported from Europe in 
19% - could have been expose 
came to the Unlted States. Ther 
sheep coming down with mad 4e 

to feed tainted with mad cow disease before they 

possible. c 
has never been a documented case of a farm 

w. But scientists have proved in the lab that it is 

The USDA has promised to pay the owners of the sheep fair market value. 

TBO.comrelated artrcles in our multimedia report. 
Concerned about the mad cow &d foot-and-mouth outbreaks? Go to 

I 
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