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fii L7z, Title 21 CFR 1271.3
(http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. cfm) (X, = ®H
THHINTWIEEHBOEREZHTL L TWD, FDA X, RSN T7 I n—F LT T
L7291, SHORMBAIE 2 O EREBAEZ AR LT,
(D”Human Cells, Tissues, and Cellular and Tissue-Based Products; Establishment
Registration and Listing” Tk MHHAD. FHHR. MPMMRIZES S EEY ) HEBREE U X b
(B Gk BLRI) (66 FR 5447, 200141 H 19 H
http://www. fda. gov/OHRMS/DOCKETS/98fr/011901a. htm), 21 CFR Part 1271, Subpart A (21
CFR Part 1271 @ H, ¥, ERIZEHT 5 M%), & 21 CFR Part 1271, Subpart B (¥tfx
&V A BMFIE); 2 BFETHRAT Sz, 5 —BPEiE 2001 424 A 4 HICAHZNE, section 361 of
the PHS Act & 21 CFR Part 1270 W CTREIZHLHI S TW D AEEM 2 > < D EIRICHE T S vz,
5 BRBEIE, 2004 4F 1 H 21 RICAHMMb, EEREY, 3. B RN m-CH AT i f ok o &
i R ER AR 5 AR SRR AR & AR & L TR ST D HCT/Ps 2 BUE T 2 HIAICHE I STz,
@ Human Cells, Tissues, and Cellular and Tissue—-Based Products; Establishment
Registrationand Listing” It Mlfa, #HAk. MM S AEY ) HEREE Y 2 b
CEF & e &R (69 PR 3823, 20044 1 H 27 H
http://www. fda. gov/cber/rules/frtisreg012304. pdf), 21 CFR Part 1271 O HAIVER 2 78
T2 ETHCT/Ps DEROHEF 25 b MR & ODEF B &2 RS L7, 2004 42 1 H 23 H
WAL GESFHIH—2004 45 3 H 25 H),
®”Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and
Tissue-Based Products” It NHlifim, FE&%k. MlMEMRICE S AEEY O R —w@tERE) (K
F—aa &R AL (69 FR 29786, 2004 4E5 H 25 H
http://www. fda. gov/OHRMS/DOCKETS/98fr/04-11245. pdf), 21 CFR Part 1271, Subpart C
(RFP—MREDTZD, RT—RELAZ V== 7 OO0l 2% & L. 200545
A 25 HIZHE b,
@”Current Good Tissue Practice for Human Cell, Tissue, and Cellular and Tissue—-Based
Product Establishments, Inspection and Enforcement” [t M. FH#L. FMIEMEFRICED



AEPEMIREASL, Ba A, HiAT D72 OBITEAR RN FEHE | (CGTP fe k& HiHI]) (69 FR 68612, 2004
# 11 H 24 B http://www. fda. gov/OHRMS/DOCKETS/98fr/04-25798. pdf)

21 CFR Part 1271, Subpart D (CGTP #3REIH), Subpart E (21 CFR 1271.10 N Cilik =
WD R oA N EEskEE), and Subpart F (21 CFR 1271. 10 N Ttk ST W5 [
KA OEEAR L EITHRD 238 E L=, 200545 H 25 HIZA%Mk, Subparts D (Bt &
V) & E X2 OFRFRTIXAESR HCT/Ps IZH H S 41720,

(®”Human Cells, Tissues, and Cellular and Tissue—Based Products; Donor Screening and
Testing, and Related Labeling” It hfifu, A%k, MMM E S EEY ; NF—27
V—=r7, Bf, BER R (BER&HHAD (70 FR 29949,
http://a257. g. akamaitech. net/7/257/2422/01 jan20051800/edocket. access. gpo. gov/2005/
pdf/05-10583. pdf)

2005 4E 5 H 25 H) HCT/Ps RF—DA 7 J—=27 AL BEEERICET 2518
T &, 200545 A 25 HIZHA b, 2007426 A 19 H (72 FR 33667

http://www. fda. gov/cber/rules/hctdnr. pdf) {2, FDA % 2005 4E 5 H 25 H {7 & & i f& A A
EEFERLTEMA L, ZLOHANC KD | BRMEEOEAPLILRZPE | HCT/Ps D%
2MEE B, TOREMEICHTHIAROMHEE LW T LT D,

BAA X A%, EROKBAZ L OBFERIGE Q@A) DFETHE I TV D,

Y¢Guidance for Industry Eligibility Determination for Donors of Human Cells, Tissues,
and Cellular and Tissue-Based Products (HCT/Ps)- 8/8/2007 (¥R TA XX : b
MR, A%k, MIRAERRCE S AEEY (HCT/Ps) O FF—@EHRE)
http://www. fda. gov/cber/gdlns/tissdonor. htm#i
R v MlRE, MRk, MRS EREY (HCT/Ps) O R —fkERiE, ¥ T A &
A%, 21 CFR part 1271, subpart C (200545 H 25 HA %) WO BRIO A 2L A LI
(CHERG S A O ICE ] S D, § 127190 B TICH D b OIXBRANAT 5,
JHTEMESE - Title 21 Code of Federal Regulations, part 1271, subpart C (21 CFR part 1271,
subpart C) NDEIREFHZ BT L, YRR EAESCHEEBICOWT RT—R 7 —= 7 %47
W, FAUCHEASWT, BRHEBNS R —lE A RET 5D EIT 572D Y T A X v A%
fTanz, b ML, ARk, MIEAERRICE S AEY (HCT/Ps) O R F—RA 27 ) —= 7,
BEZEAH, NP —WEREMOERFHEZBE L, Tk, 2007 4 2 H 27 BT O[FR #
A MDA X L AEBENZDLEDOTHDN, 21 CFR part 1270 BHED T A X A
“Guidance for Industry: Screening and Testing of Donors of Human Tissue Intended for
Transplantation,” (BHEHBIOE MEKKD FFT—DA 7 ) —= 7 LiaE) 2L > TS
b DTV, 2005 48 5 H 25 H LAATIC RS S 2 #ki3Z @ 21 CFR part 1270 BED 7 A
FUoANEHEND, Y TA X AE, 2004 4E 5 A O S “Guidance for Industry:
Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and
Tissue-Based Products (HCT/Ps)” (M A X A+ b Mk, R, MRS
SAEFEW (HCT/P s ) D FF—m@lMEIRE ) DA TH 5, £72,2002 4F 6 H {F D E S “Guidance
for Industry: Preventive Measures to Reduce the Possible Risk of Transmission of
Creutzfeldt—Jakob Disease (CJD) and Variant Creutzfeldt—Jakob Disease (vCJD) by Human
Cells, Tissues, and Cellular and Tissue—-Based Products (HCT/Ps),” (I{eER T A & v



Z b MR, KRR, MR IS AEWIC LA 7 e A Y T 2V =T = A 279 (CID)
L FDERL (vCID) DIRYE ) R 7 BRI SHELEODOFHIE]) BERECT LA H %
TbHbdH D,

YcGuidance for Industry Minimally Manipulated, Unrelated, Allogeneic
Placental/Umbilical Cord Blood Intended for Hematopoietic Reconstitution in Patients
with Hematological Malignancies - 1/16/2007 ({bF T A ¥ R : M REBEHEEIZBRE O
EMRFFEEOBNTHEAIND, BE L ITEERO, HIERICLE I - RERE/ B
1) http://www. fda. gov/cber/gdlns/cordbld. htm EHZHR, Y HA XL XX, aX v MNE
ATh 2%,

kPG [RIFERGAE /I L C L RAKIRAAE S e b 0 T, 1& i R B R AR 0 18 i R PR A% 2L
RSSO, O R —LFEAFO L= M LEHA S D b D,
HLEMLEL - JBEcm N 7 3, Title 21 of the Code of Federal Regulations (CFR) ®EZL:k
H 20857 Lo, FlRBRICAEE S 7z FFR G /47 il o AR E Z A & X H5E (BLA) (21
CFR Part 601) TE 2 K OBIMT 2720 DHA X AThH D, £lo. £ D X5 R/ i
DEGEIZONWTOFRH L TWVWD, YHA X ZAOHEBICE Y | BN TIE, &R
BRAB M A (HPC-C) & WO RFELAE D,

YcGuidance for Industry Validation of Growth-Based Rapid Microbiological Methods for
Sterility Testing of Cellular and Gene Therapy Products—2/11/2008 (FfRIGESCEE
FIeRARBOEEERER O, HHICE S RERMEMFR HFEDORE) =2 A~ MRE
FHEZ http://www. fda. gov/cber/gdlns/stercgtp. htm

X4 RHIRRIR IR & B AR 1R

FUEMEEL « M VE 0B s e B o G Se 263 5 . Sldh o B B VERR A o HEE I SE
SHEBAEM R S (RM s ) OREFEIZ DWW C OHEE FIE 282404 5, #IEHAI, Title 21
Code of Federal Regulations, 610.12 (21 CFR 610.12)

( http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. cfm) HY|ZFCab
SNDEHMET v A & O RM DORIFEMHERERLHTEDHIEIC OV TOZE ST & maH| D,
MHA X ANEMERRESND &, BEMERAEHNO RM OEITERET LD LD, B
A Z A L, R, 21 CFR 1271, 10 1258k & 5 A %M 7L (Public Health Service Act)
D 361 & (Section 361) PITHIM &4 TV 2% HCT/Ps %°, 21 CFR Part 820 EPTD?H%““
ELTHM SN TWD HCT/Ps [ZIZEZEEH S50 Tixew, Th s o® X, 21 CFR
610. 12 NOBEEMEME DGR & 72 5T, F 7 ARERIER RUM 23 HEE %5 & H#ﬂ@é Z L& &R
T L7201 21 CFR 610. 9 NICFE S LD ERFHOMRTH RV, LA L. RUM OREFEZIH -
TWD LD HCT/P a2 1X. 2O OMBEFHITARRSELRDLITHA I,

YeGuidance for FDA Reviewers and Sponsors

Content and Review of Chemistry, Manufacturing, and Control (CMC) Information for
Human Somatic Cell Therapy Investigational New Drug Applications (INDs)- 4/9/2008 (FDA
BEZBLAR Y —HOTAF R b MEMBRIEERADOERPHIEHE (INDs) D
HOFE, BWiE, a3 ba—L (CMC) FMONE LFE)



http://www. fda. gov/cber/gdlns/cmcsomcell. htm

X5 b MEHIIRIERE T OB EE, © MMSHIRIE R AR EY & R o FEAICsR D =
Exr—T 3 b Eie,

BUEMEEL - & MAM TS OB BT K (INDs ) O AR Y —I2xf3 5, b5, G,
2y hr—/ (CMC) fFHIC OV TOHEREFIH, FDA O CMC FEZBICHT 5, i E WAL E
BT 2RERZEBEICANT, INDFEED —HE L TOREEFHET NEHERICEHAT 20
B, M A X A%, 2003 4 8 ARITOEZE [ MAMIRIE IR ER PBT K 35 o by, i
ay ha—ILEBEEZEO-ODOERET 7L — ] (“Guidance for Reviewers:
Instructions and Template for Chemistry Manufacturing, and Control Reviewers of Human
Somatic Cell Therapy Investigational New Drug Applications” dated August 2003 (68 FR
49488; August 18, 2003). ) DRMRTH 5, Wit S 2 8-GO B, FIE, &K
T (MEmmE, ME, i, ZetERE), Fas, BB EICHEL THYL,

4) 2005-2008 EE CICH SN HAEERBET A K7 A L #

Y¢Class II Special Controls Guidance Document: Automated Blood Cell Separator Device
Operating by Centrifugal or Filtration Separation Principle—-11/29/2007 ({2 & FDA
FE2MBRRANTA X AXE  JBLH D VTEBOFREIC L #ET 2 MKME S &5y
BiEt) http://www. fda. gov/cber/gdlns/autobldcell. htm

R BRI & D VIR R SRV O B T, 304 BiE o JFE CHERE T B i A e
HE)DHEROE 36 E 2k e LTHIBESI N LD, S 51T, 200342 7 28 HIZH 2
& LTHoESNT (68 FR 9530) i oy R EIC & 0 B9 2 i i/ e B 855 BEpk.
FUEMEEE YA X203, B2 ZFT 0086 & LTHIET 250 T, oMHH &
DarER—Ta L0 WEROMERICED VR B4R D R B HAIEAT A LU,
EE Y 72 37 S0 1 A SR BUR 03 0 > 2 VM TR R ER I K0 #E S B i A i B B 4o B
B 510 (k) WHMZIRHT 20T, ZORBIBHIT A #  A2 THEME S L5 BRI LT
DEND DN, Wam S U T A X ZADOWEFHZW 2T, D WXL e L RIS
WTRIFETH D Z L Z2RIET D LT Ly, BEICLE > TEHEEZRE/NRICMA T 7 —
FERELTND,

YeGuidance for Industry Cell Selection Devices for Point of Care Production of
Minimally Manipulated Autologous Peripheral Blood Stem Cells (PBSCs) - 7/23/2007 (4&
ERTA TR EROBRIETH RN MKEHI (PBSCs) % 4 BET 2 4 2 F Ml B 55 B
BWRICBET AT X R) BER http://www. fda. gov/cber/gdlns/pbsc. htm

WBHAZ AL, 2 A MUERATH S,

K5 BARBROEETH ORI Mg (PBSCs) 4 439~ 2 A2 2E M i 55 R 25
FUEME « BE~O BB CRIEROBAETHBES D B CARM e ML O3B Wy
T, FDABIHZZ T CTED Y BN DIZARINTZ AR EZEH L T L2 b on
DX 9 7gA12, Title 21 Code of Federal Regulations (21 CFR) Part 1271 (21 CEFR
1271.15(b) ) (http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. ¢cfm)
DERFBHOFSNE ZEZ DDDIZHONTDOT RS R, Fo, b PARERTOEMN % A/



& LT L2 THOH 278 H C PBSCs DAERA TE 2 X 512, 2 H Bl /3 B o
YT LT RMHOT T —FIZ oWV TOHEFE S IR, = OFIs N E A éﬂﬁb‘%
A, BEIREFRH PBSC s 1% 21 CFR Part 1271 OBLHI FIZ72 0 . AEAEYE L LT 21 CFR 1271. 20

(http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. cfm) @il FiZ
b REMEAN A UL BB I (IND) AT (21 CFR Part 312)

(http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. cfm?CFRPart=31
2) FOMIERAEREE L ERME T A & AERFIHE (42 U.S.C. 262(a), 21 CFR 601.2 et
seq.) (http://www. cdc. gov/od/sap/docs/42USC262. pdf)

(http://www. accessdata. fda. gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch. cfm) b & T Z &
(270 %,

YeGuidance for Industry : Class II Special Controls Guidance Document: Cord Blood
Processing System and Storage Container - 1/31/2007 (&L A F 2 2 8 2 #k4ERIFH
BIHTAF o AXE  BTEHELT RV RT L L RERER)

http://www. fda. gov/cber/gdlns/cordbldstorII. htm

MAHAH 2 AE, 21 CFR 10.115(g) ) IZ—H L T, MIEfTEND Z L AME LTV D,
WG L 2 R RT N AR A
ﬁm%%:éi%iJﬁ%ﬂMIyxTAk%fﬁﬁ%%ZﬁL TET A2 L2 T D (B
UKD b o T, BRI T & RAFICHER T 2720 ORI BET 5, AN T s 27 A
R RIEE 2RI T D LV ) HEESR (Federal Register) ENE & HITHITI N
7zo 510 (k) #EHI 2RI, Z ORRIBLHIT A & 0 A CEN THEGME S LT 2 RTEIIC
VNG VAR YRR SRAW/AR %@%“#ﬁ%ﬁyx®%%$@%ﬁtbfwé:k%%ﬁ#\ﬁm
HNDFBETHEDOL MR LRI TV, B2 A TOMRORTEEZHENE TS
Bt tik, (1) HMBAIO 21 Code of Federal Regulations (CFR), Part 807, Subpart E
TR SN TV L IRFERTE I E R FIH A F D, —IEFIHANZ — L, (2) ¥ TA X AT
RH BN TWDIFHFIMAN LT AT & ERAFAEZTEE LI @ERORED U A 712648 L
(3) ZOHEOMWITIZIEA U TFDA MDD RSEORELZBEHFL TBIRETHD, YA 4¥
YADE 7 ay IV T BT AT N ERERGICET 2080 & EEY = — N
AT, Fio, Mot v a T, FDACE Y EDBNTBEFEEROY A7 DY R b LxfIaR%E
ik LTk, Mg, N L MAADE T I NICEX IR, BBBEEO U 2 7 ITRHET
&, FFEIZNR 272510 (k) ~EHHND XL O IThR>TWV5D,

3. ERM

(1) EUIZHIT D Clinical Trial 2R84 % #i

2001 = 4 Ao T AR &5 EFR RS OB R R O ZATIZ 31T 5 Good Clinical
Practice ®JEITIZET 2 M EOEE, MiTHR K OEBREEDOBMEIZONTOES
2001/20/EC] MBFEINTW5DH, EUIZKBWTIX, 1996 4ED ICH A EIZ L 5D ICH-GCP |25
= BN OERRAFZEICB b DRI E B L, BN TOFEilZ W TR L7z, 2001 4£5 A2
RN G X ORN B FESfES (LT, ECHESE WD) & LTAM L, #i e ilRRER %
T HHIERRFHCOW T EIC s L CEMA KD,



KOKIZIRBW TR, LARTE B A & RERICTRER B L OERIRMFIE O 5 2 jilfE & L T, iR
BIZB W TGS R~OBHPLETH 720, BERFE CIEE T TIEAREL OHETH
o7z, Z @ [BC 4 2001/20/ECJ {2 X V| Commercail Clinical Trial (X (P4 3MMEGKGER :
HARTWS L ZADIEER) & & Hic, Non—Commercail Clinical Trial (FEPEZEMERIRAR :
HATWS & ZADRRKRMZ) bEHNRNEL ol L, ZOHETO—FRE REKRIE
EU MNEAGEE IR L L CHAR S FARIZIRER & BBIRVTZE IS it TVl E 2 — ARk L7 2 <‘:
oD, & h~DAABIETET I ORENINED T & &7 &£ TO Clinical Trial Z B4k
T LORNCABN NI L Ie o7, EUMBEIZIH VT 2004 45 5 A F CIZENGIE % % 3 5
ki, FETOEMAE Lz, LML, EERIZIEIHEG LI LICL D FhEoHMES,
IHIC, TADEENGFEICL TR EBEL D220,

2007 E 10 HIZEIN T TARIZHE ] S 402 =7 A B O BRIRBRBR O ZATI2H 1T % Good
Clinical Practice DJEATICEAT 2 MMBEOEME, HATHHI & OVEBHE OMEIZ DWW T O
4 2001/20/EC] 2 A2 ERONREEND 72 HLH [Operation of the Clinical Trials
Directive (Directive 2001/20/EC) and Perspectives for the Future — A joint conference
of the European Commission and the European Medicines Agency | 723BEfE S iv7=,

AT — 20

http://www. emea. europa. eu/meetings/conferences/3oct07. htm
IZH b, FD 9 HBHO Report on the conference BLONEMEA ¥ /D7 L ¥ &R LV EHEEIR
HEME2-1-1ICE & DD,
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OEC IEH DFH

HEOBREITIHGBRAR GEEEMNLEN CTOEERDBEERME)LECHESTORELETS
"EERUNOBEERAR BRAR(FHEOFHIZLWLIL0O. EERBOBRKRAR. EEHESE
X, &)

CEEGUNOERTFE - BEERRAR(FHEOFRICLIID. ERMBOERAE. FEAE. BF
BZR) [t &4

EERRBROREERRVYUE TOEREL. FRELRILTEREITZIIOTHY., REEEDLSIZhR
BETTHAEL,

X 2-1-2 S
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XV EU THEE I 2001/20/EC BTSN TV A,

(2) FAEERRICED S HH
1) &fk&
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Advanced Therapy Directive OEIEZIH
@Commission Directive 2004/23/EC/Tissue and cells Directive
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EMEDHEAER EIZONT
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2 ISOBAESVU—VEICEHTLIEE

(1) REM B EMITB D % IS0 JEYE

ISO KD H B Mgk B, Rl U — 2V EICb 232 H A EZ RT,

IS0O-14644-1 Classification by Airborne Particles
ISO-14644-2 Monitoring for Compliance
1S0O-14644-3 Measurement & Testing
IS0O-14644-4 Design, Construction and Start-up
1S0O-14644-5 Cleanroom Operations
1S0O-14644-6 Terms, Definitions & Units
1S0O-14644-7 Separative Enclosures
1SO-14644-8 Molecular Contamination

ARIREBRICHE T D22 DB TERY, Z07DIC, HEREZH L) RERETHEET S
TLENRMETHY, FOHEED 1 oI2 18014644 D7) — U ENRB D, KFE 3-2-1 121%, 2R
DUV —REIZET 5 IS0 fe# 2R T, WCKDOERIRMFIE L~ L Co#lEL, K& 3-2-1 D
Class7 BRINIZ Classh EERMDIE O NEW\W 27 U —EERDODLINLTWD,



X% 3-2-2 1SO air cleanliness classifications — Class limits (particles/m3)
Classification Maximum concentration limits (particles/m®) for particles 2 particle
number (N) sizes shown

0.1 um 0.2 ym 0.3 ym 0.5 um 1um 5um
ISO Class 1 10 2
ISO Class 2 100 24 10 4
ISO Class 3 1000 237 102 35 8
ISO Class 4 10000 2370 1020 352 83
ISO Class 5 100000 23700 10200 3520 832 29
ISO Class 6 1000000 237000 102000 35200 8320 293
ISO Class 7 352000 83200 2930
ISO Class 8 3520000 832000 29300
ISO Class 9 35200000 | 8320000 293000

Note: Uncertainties related to the measurement process require that data with no more than three
(3) significant figures be used in determining the classification level.

[X|3& 3-2-3 Cross-reference to AS 1386 and other standards
Standard Classification
ISO 14644-1 3 4 5 6 7 8
EU CGMP - - A/B - C D
KF3-2-4 7V —VZT VAT LN LEEE
JESEY SR CLASS LEVEL [CLASS]
ISO 05 (Class100) ISO 06 (Class1000) ISO 07 (Class10000) ISO 08 (Class100000)
5 F 17 SPECAIL OPERATION
& T NOMAL
= HRARE SPECAIL TREATMENT
B & [E#8% ICU CCU RECOVERY
g #74£ 1R % NEONATAL ROOM
g BRERHRZE CINICAL INSPECTION
H #R A CONTROLLED AREA
R CRITICAL AREA
1)) EEHY PATHOGEN FREE ANIMAL
:H!] % SPF ANlMAL/ SPFEI¥
? & EYE ANTIBIOTIC
£ L ®IES NOMAL MEDICINES
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(2) FAEERRRGICBET S IS0 JEYE

1) Biologicalevalutaion of medical Device

15010993 Biologicalevalutaion of medical Device (X, TC194 OFHI L » CTEHE I
TR TH D, FIT, BERESRSCERM NI T 2 AW 7007 22 2 2 58l 3 5 72 8 0 7Bk
BBV TED LN TS, (K% 3-2-4 2H)

X # 3-2-5 1S010993 Biologicalevalutaion of medical Device

ISO 10993-1:2003 Evaluation and testing

ISO 10993-2:1992 Animal welfare requirements

ISO 10993-3:2003 Tests for genotoxicity, carcinogenicity and reproductive toxicity
ISO 10993-4:2002 Selection of tests for interactions with blood

ISO 10993-5:1999 Tests for in vitro cytotoxicity

ISO 10993-6:1994 Tests for local effects after implantation

ISO 10993-7:1995 Ethylene oxide sterilization residuals

Framework for identification and quantification of potential

ISO 10993-9:1999 .
degradation

ISO 10993-10:2002 Tests for irritation and delayed—type hypersensitivity

ISO 10993-11:1993 Tests for systemic toxicity

Sample preparation and reference materials (available in English

ISO 10993-12:2002
only)

Identification and quantification of degradation products from

ISO 10993-13:1998 .
polymeric

1SO 10993-14:2001 ldentlfllcatlon and quantification of degradation products from
ceramics

Identification and quantification of degradation products from

ISO 10993-15:2000
metals

1SO 10993-16:1997 Toxicokinetic study design for degradation products and

leachables
ISO 10993-17:2002 Establishment of allowable limits for leachable substances
ISO 10993-18 Chemical characterization of materials

2) [EPEHEEREE D A W) S REAT
TC194 |2 TR E SN T2 BRI E O AW FHIREHE I3 2 THH 2 X3 3-2-5 TR T,

B3 3-2-6  TC194 (EREHEERSE O =M 2HIFEH)

Committee Title

TC 194/WG 1 Systematic approach to biological evaluation and terminology
TC 194/WG 2 Degradation aspects related to biological testing

TC 194/WG 3 Animal protection aspects

TC 194/WG 4 Clinical investigations of medical devices in humans

TC 194/WG 5 Cytotoxicity

TC 194/WG 6 Mutagenicity, cancerogenicity and reproductive toxicity

TC 194/WG 7 Systemic toxicity

TC 194/WG 8 Irritation, sensitization




Committee

Title

TC 194/WG 9

Effects on blood

TC 194/WG 10

Implantation

TC 194/WG 11

Allowable limits for leachable substances

TC 194/WG 12

Sample preparation and reference materials

TC 194/WG 13
TC 194/WG 14
TC 194/WG 15

Toxicokinetic study

Material characterization

Strategic approach to biological assessment

3) ABHA T T b

TC150 THFT SN2 RIA 7 F » M3 2 HE Z# XK 3-2-6 TR T,
X# 3-2-7 TC150 (AAEBLHA 7 F > b

Committee Title

TC 150/WG 7

TC 150/WG 8

TC 150/WG 10
TC 150/WG 11

Fundamental standards

Breast implants

Data on implanted and retrieved devices

Tissue engineered implants

TC 150/SC 1 Materials

TC 150/SC 2 Cardiovascular implants and extracorporeal systems
TC 150/SC 3 Neurosurgical implants

TC 150/SC 4 Bone and joint replacements

TC 150/SC 5 Osteosynthesis and spinal devices

TC 150/SC 6 Active implants

3 MREANAVIICEAbhLHEE

The American Association of Tissue Banks (AATB) I 1976 A% X172, FEIRPLOE
BROFRFREMCh 5, EOEXRIZE I Fo5 Ik Tm b E OB Rk O ks 2 123
LDEPMEMTHD, TOI vy arEZERTLIED, T4y aNV I OEENT 7 =D)L
RAEAAT 2 TR SN D BHEICH > TV DL FEZMENICTT 5%, Standards ZFATL TV D,

AATB X the U.S. Food and Drug Administration (FDA) <° the Centers for Disease
Control and Prevention (CDC) & FZITEMEZ &L > T, HROLZMELZ > TWND, £OD
FERFDAIIAA XL AL D AMIB 70 7T AOFARDE=H—V T EITo T D,

FB7E (Accreditation)

T4 w237 OIEEND The AATB Standards for Tissue Banking IZ8FH 45717 =
v a AR HIETEBSNTWDEOMIED T2, 1986 FFICHRITT 4 v a7 O
ELREDT 17T LEIZ LD, the Standards [ZHIY , T 4 v =20 7 (3% & #IE
DOBGELZEZ, HRIEMEINTZERBAICEIVITo TS, BEANITWHS O Standards D4
Tom (FRERORE, MEOMHER, FF—OBEREHE, BEORKRELLE) TTF v van
VINIESFLTWASNEF = v 7T 5hH, T4 v 2278 Standards ZIESF LTV 5D &
ZEIREEH R D,



SEBAZE (Certification)

AANTB 137 4 v ¥ a N 7 OREEBRBOIENET 1 7T LEREL TW5H, Tissue Bank
Specialist Examination (X7 4 v > 20 7 OAEFEOLTOMEKICET 58, (R —0omk
R, 7 4 v a2 OEERIAR, RT—0RIE, 714 v 2L, a2 IDRET 7
=v 7, WMEOHEKRERE, TV 7 RREORE, FIFERERBME A ORIKES) ST
LZREORREIB RO, ZRT DI, BR, BEOH TORMEDEEIZAEL TV
TR S, REBRIE. AMBOFEMRBREREIC LV ITh, ek, EiES b, ABRIZE
Mo 7= 1%, Tissue Bank Specialists (CTBS) CEREIN D,

http://www.usp.org/pdf/EN/workshops/Brubaker.pdf
AATB Standards (£ 12 D& 7 v a VENLBHRK D,

* 12 Sections, 4 Appendices, and 4 Guidance Documents

— Section A - General Information

— Section B - General Organizational Requirements of a Tissue Bank

— Section C - Records Management

— Section D - Acquisition of Tissue, Consent, Donor Screening, and Tissue

Recovery and Collection

— Section E - Processing, Preservation, Quarantine, and Storage

— Section F - Release and Transfer of Tissue

— Section G - Labeling

— Section H - Distribution and Dispensing

— Section J - General Operations (SOPM)

— Section K - Quality Assurance

— Section L - Tissue Dispensing Services

— Section M - Tissue Distribution Intermediaries

(AATB Standards IH =L AETAFARE, (HELZEVWL D, BELIHELERFOT = v
7 HIZIR - TeNE)

X% 3-2-7 |2 AATB Standards DA ENTNWHEF = v 7 v — D 1=V 2B EICE
R, BT X—VREDCT v URRNBFEET D,



American Association ef Tissue Banks

S'elf-assessment Tool/AuditReport (STAR)

Based on AATR Standards for Tissue Banking, 12*Edition (2008)

(Shaded items represent changes since 2007 STAR)

September 2008

* Seplember 12, 2008
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# 3-2-8  The American Association of Tissue Banks (ZRb A F = v 7 o — K
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(1) Angel Biotechnology (AIM: ABH)
Angel Biotechnology (AIM: ABH) is a world class, contract biomanufacturing company
offering process development services and pre-GMP and cGMP manufacturing to support
biotechnology and pharmaceutical companies worldwide.
Angel Biotechnology was established in December 2000 by Stuart Duncan, who had
identified an opportunity to launch a comprehensive process development and ¢cGMP

biomanufacturing company differentiated by the provision of value added customer



services.
In November 2005, Angel become a publicly traded company following its floatation on
the Alternative Investments Market (AIM). This has given Angel the financial stability

and flexibility to ensure growth for the future.

With expertise in the manufacture and development of recombinant proteins, cellular
therapies and stem cells, antibodies, and viruses, Angel is able to provide development
and manufacturing support for production of biologics working from laboratory scale to
development of a robust manufacturing process. These services range from strain
development, through near GMP manufacture of the small quantities needed for
pre-clinical studies to the high quality, cGMP production needed for clinical trials and
beyond. This is supported by an understanding of the international regulatory
requirements for drug development which can be used to guide a client in the

formulation of its manufacturing strategy.

Angel is managed by a team that has more than 100 years' combined experience in
pharmaceutical and biopharmaceutical manufacture, gained in companies such as Glaxo

and Serologicals Inc.

Angel operates out of a site at Pentlands Science Park, near Edinburgh.

Cellular Therapies and Stem Cells

Cellular Therapies and Stem cells are an exciting and innovative technology. This
raises many issues, including manufacturing and regulatory requirements, when
compared with the manufacture and development of traditional biopharmaceuticals

such as recombinant proteins and vaccines.

Angel Biotechnology's licensed facility in Edinburgh, specialising in the
manufacture of cell based therapies and mammalian fermentation, is rapidly
becoming a centre of excellence for stem cell manufacturing.

The facility, located at Pentlands Science Park, Edinburgh, was licensed by the
Medicines and Healthcare Products Regulatory Agency (MHRA) in July 2005 under
the European Clinical Trials Directive (2001/20/EU). This licence specifically states
that Angel can manufacture cellular therapies and stem cells for use in clinical
trials. All clinical trials within Europe are subject to the requirements of this
directive and Angel's Manufacturing Licence for Investigational Medicinal
Products (IMPs) authorizes Angel to manufacture biopharmaceuticals to be used in

clinical trials.



The facility boasts 3 independent manufacturing suites allowing simultaneous
multi-use for handling Category II class organisms. A single HVAC system provides
HEPA filtered air into each of the rooms.

Fermentation capabilities include a 30L, BioFlow 5000 fermenter and a Microlift,
30L Cell Culture Bioreactor System. The BioFlow 5000, with a working capacity of
25L, can be employed for batch or fed batch culture.

The mammalian cell culture team at Angel has extensive experience in cell line
selection, cloning, cell banking and cell fermentation process development with
primary human stem cells and autologous cell therapies to guarantee the success of

your project.

Our development, production and quality departments work closely with our
customers to ensure a smooth technical transfer of process from customer to
development and on to scale up for cGMP manufacturing. Fermentation and culture
processes are developed in our non-GMP cell culture suites, housing Wave
bioreactors or up to 10L fermenters. Only once a process has been shown to be fully
reproducible it is transferred from development to larger scale cGMP manufacture.
This helps maintain flexibility during the development process and cuts down on

costs by reducing time spent in a cGMP facility.

Our areas of expertise include:

Stem cell Isolation and derivation from autologous and allogeneic sources

Preparation of cell lines in a validated facility

Development of ex vivo stem cell expansion processes including differentiation and
production to ensure that large numbers of homogenous cells are produced under
reproducible conditions

Process scale up

Production of Master Cell Banks (MCB) and Working Cell Banks (WCB)

¢GMP-compliant manufacture facilities

Sourcing of a reliable contractor for Biosafety Testing

Using our expertise we have worked on a wide range of projects producing cells for

implant in clinical studies and for regenerative therapies.

Facilities

Angel's biomanufacturing facilities are located on the Pentlands Science Park, near
Edinburgh in Scotland. This facility is just a short drive from Edinburgh
International Airport. The facilities at Pentlands Science Park include fermenters
for cGMP production of materials using mammalian cells and for production of

material using bacteria, fungi or yeast under cGMP conditions.



By combining specialist molecular biology skills to develop efficient and robust
strains and cell lines, with a combination of different fermenter types and sizes,
Angel are able to efficiently manufacture a wide range of biopharmaceuticals in
quantities ranging from pilot scale through to the quantities required to support
Phase III studies.

(2) Cognate BioServices

Cognate BioServices was formed in 2002 to provide a broad range of preclinical,
development and clinical phase services to biotechnology companies.

The combination of highly experienced staff and GMP facilities makes Cognate
BioServices one of the most experienced contract manufacturers of cell-based products in
the U.S. today. Cognate is a fully-integrated contract BioServices organization providing
the highest level of scientific and management expertise to clients who are focused on the
commercialization of cell-based products. Our comprehensive service package supports
companies in the specific areas of Preclinical Research, Assay Development, Regulatory
Services, Process Development, and cGMP Cell-Based Manufacturing. Cognate has
outstanding expertise to provide guidance or take projects from start to finish. Cognate
provides cGMP compliant manufacturing to support client efforts to bring their product
to the clinic. Cognate’s staff has played a material role in the submission of 16 approved
Investigational New Drug Applications (INDs) with the FDA for clinical trials of
cell-based therapeutics in the U.S. These INDs cover numerous types of stem cells,

immune cells and other primary cell types.

Customized Service Offerings

Contract BioServices and Cell-Based Therapeutics Development with Highly
Experienced Technical Staff and Management Team

Validated cGMP-Compliant Manufacturing Facility and State of the Art Research and
Development Laboratories

Ability to Rapidly Advance Technology from Early Stages Through Product

Development and into the Clinic

Cognate has extensive experience in the development of cell-based therapeutics using
human bone marrow stromal cells that augment the body's innate capacity for repair and
regeneration of diseased or damaged tissues. Cognate can isolate bone marrow stromal
cells from human bone marrow samples and expand the cells in large numbers for human
studies.Cognate also has extensive experience in the isolation and culture of

adipose-derived stem cells for preclinical and clinical studies.



(3) Lonza
is one of the world's leading suppliers to the pharmaceutical, healthcare and life science
industries. Its products and services span its customers’ needs from research to final
product manufacture. Lonza is the global leader in the production and support of active
pharmaceutical ingredients both chemically as well as biotechnologically.
Biopharmaceuticals are one of the key growth drivers of the pharmaceutical and
biotechnology industries. Lonza has strong capabilities in large and small molecules,
peptides, amino acids and niche bioproducts which play an important role in the
development of novel medicines and healthcare products. Lonza is a leader in cell-based
research, endotoxin detection and cell therapy manufacturing. Lonza is also a leading
provider of value chemical and biotech ingredients to the nutrition, hygiene, preservation,

agro and personal care markets.

Lonza is headquartered in Basel, Switzerland and is listed on the SIX Swiss Exchange. In

2008, Lonza had sales of CHF 2.937 billion.

Cell therapy manufacturing services

Thanks to our more than 40 years of experience in normal human cells and best-in-class
c¢GMP compliance, Lonza Walkersville, Inc. is the industry leader in development,
manufacturing and commercialization services for cell-based therapeutics. Utilizing the
expertise and protocols devised in our Process Development organization, we partner
with our clients to develop client-specific, custom protocols to meet each unique need,
encompassing every aspect of the business from raw material requirements to final
packaging and distribution.Open, consistent communications during the manufacturing

process ensure optimal results and customer satisfaction.

We have extensive experience acquiring tissues for FDA-approved therapeutics. Our staff
ranges from the lead scientist who serves on the Standards Committee of the American
Association of Tissue Banks (AATB), to physicians with in-depth expertise in donor
testing and eligibility criteria and specialists who handle logistics, control, and

documentation. Lonza will:

Help clients comply with current donor eligibility criteria by developing the informed

consent and health questionnaire specific to the tissue needed

Develop client-specific programs for acquiring tissues, including acquisition process
flow that suits the donor and tissue specifications

Train tissue coordinators at participating sites

Oversee donor selection and screening and the tissue acquisition process

Determine final donor eligibility



Lonza works with Organ and Tissue Procurement Organizations, hospitals and private
physicians in the U.S. to collect tissues within the framework of the AATB standards and
FDA regulations for manufacturing processes for clinical use. Lonza is also registered
with the FDA as a tissue bank. Tell us what you need and we will employ our established,

quality processes to obtain it for you.

Our state-of-the-art cGMP manufacturing facilities, located in the U.S. and in Europe,
enable us to provide all the support services you might need to produce human cells for

therapeutic use, including:

autologous cells of varying shelf life for shipment to the US and Europe
allogeneic cells, including sourcing, production of cell banks, and expansion to product

quantities;

stem cell production via both master and feeder cell-banks.

We are equipped for and have experience with flasks, roller bottles, beads and cell

factories, including tissue engineered formats to meet specific customer requirements.

Our U.S.-based suites currently comply with ISO Class 7 (Class 10,000) classification to
meet U.S. requirements, and we will soon offer suites with ISO Class 5 (Class B)
compliance for European needs. Our European suites meet all current European GMP
regulatory standards. From the unidirectional flow design for materials and personnel to
the equipment we utilize, the suites are engineered with exceptional quality in mind.
Flexibility in design permits us to configure the suites to meet unique customer needs
and optimize productivity. Each suite boasts a dedicated air-handling system, as well as a
separate air-handlings ystem for common areas, thus preventing cross-contamination.
Additionally, every suite features its own dedicated cleaning and environmental

monitoring equipment, as well as alarmed backup equipment.

Quality Management
Lonza Custom Manufacturing operates process oriented quality management systems
based upon the international quality standard ISO9001, certified where necessary by

independent official institutions.

Quality Assurance
Each Lonza Custom Manufacturing site has in place a quality function, independent of
production, responsible for assuring that our products are of the quality required for their

intended use and that quality management systems are maintained.



Good Manufacturing Practice
Lonza Customer Manufacturing is fully committed to ensuring that our global
manufacturing sites comply with international regulations for Good Manufacturing

Practice.

Food and Drug Administration (FDA)
Lonza Custom Manufacturing sites are inspected routinely by the FDA to enable our

products to be used by our customers in the USA market place.

Notification of New Chemicals

Most industrialized countries have complex legislation requiring notification of new
chemical and biological substances. Lonza has extensive experience and knowledge of the
regulatory requirements and notification procedures in many countries. Lonza has
submitted numerous notification dossiers, especially to US and European Union
competent authorities. Lonza offers full assistance in developing safety data up to the

preparation and submission of a notification dossier.

Drug Master Files (DMF’s) and Biologic License Applications (BLA’s)

The FDA has inspected all Lonza Custom Manufacturing production sites. Lonza has
broad experience in submitting DMF’s for chemical intermediates and active ingredients
and BLA’s for biologic products. Lonza strictly adheres to the regulations associated with
the development of every new pharmaceutical ingredient, biologic product or chemical

entity.

(4) Progenitor Cell Therapy

@Progenitor Cell Therapy s Mission & Values

Our Mission
Progenitor Cell Therapy is dedicated to bridging the gap between the concepts in the
cell therapy industry and their therapeutic application in patient care by providing

quality product service solutions.

Our Corporate Values

Our values are rooted in the knowledge that the products we manufacture and the services
we provide affect the quality of patients’ lives. Since everything we do, no matter
how small, impacts the end product, we demand the highest ethical and quality standards,
both from ourselves and others. These values drive us to achieve excellence and build

quality in absolutely everything we do.

We have incorporated c¢GMP, c¢GTP, and c¢cGLP standards into all our business practices.



Our staff training programs are designed to instill obligation regarding the principles
and importance of ensuring the highest possible quality control and regulatory

compliance.

Our Customers

We are deeply committed to meeting the needs of our customers and guaranteeing the utmost
customer satisfaction. We provide our cell therapy customers with high value,
cost—effective services to meet their needs. Our management team is committed to

continuous process improvement and is always available to respond to customer feedback.

@The Progenitor Cell Therapy Advantage

Focus and Commitment

From bench to market: advancing clients in the field of cellular therapy

Unparalleled Expertise

Management team with extensive experience in cell-based therapeutics

State—of-the-art c¢G(x)P Facilities
Fully licensed contract manufacturing facilities located on the East and West Coast

of the USA

Regulatory Leadership

Experience working with US and international regulatory authorities

National Coverage
Air and ground transportation networks that provide 24/7 processing and delivery

options

Extensive Industry Network

PCT’ s clients represent the industry s leaders in cell-based product development
research and patient care

@Progenitor Cell Therapy s History

Andrew L. Pecora, M.D. and Robert A. Preti, Ph.D. founded Progenitor Cell Therapy, LLC
(PCT), in 1997 as a New Jersey limited liability company.

On March 1, 1999 PCT acquired the hematopoietic progenitor cell and tissue processing

laboratory from Hackensack University Medical Center (HUMC), located in Hackensack,

New Jersey. At the time of the acquisition, Dr. Preti was HUMC' s Scientific and



Laboratory Director.

PCT began its current business operations, which included providing stem cell and tissue
processing services for cancer patients under treatment at HUMC and other hospitals

throughout the United States.

Subsequent to its acquisition by PCT, the laboratory was upgraded to a custom—built,
2,500 square foot, state—of-the—art manufacturing facility in a new building within
the HUMC hospital complex. The laboratory has since been developed into a nationally

recognized center for stem cell engineering.

The laboratory is accredited by the Foundation for the Accreditation of Cellular Therapy
(FACT), and its operations are based upon quality systems, as described in Title 21

CFR compliance with ¢GMP and c¢GTP guidelines promulgated by the FDA.

@Progenitor Cell Therapy Contract Manufacturing

Progenitor Cell Therapy leads the industry in the contract manufacture of cell therapy

products

Progenitor Cell Therapy s industry track-record includes experience manufacturing a
wide variety of cell, gene, and tissue types. We leverages our multi—product experience
to benefit our clients in a way that places paramount importance on protecting the

quality and proprietary aspects of each client”s product.

Partnering with Progenitor Cell Therapy to manufacture your cell therapy products

ensures maximum cost—effectiveness, regulatory compliance and timeliness—to—market.

Our Manufacturing Experience
-14, 000+ cell therapy procedures
-10, 000+ cellular products manufactured

-Participation in more than 50 clinical trials in the US and Europe

Our Solutions

Through our contract manufacturing partnerships, we have assisted our clients in
overcoming the following intrinsic cell manufacturing challenges:

-Substantial capital and resource commitments

-Limited unit size

-Short turnaround time between collection and delivery

-Product characterization

-Limitations of manufacturing infrastructure, personnel, and investment capital



‘Process scalability

‘Increasingly stringent regulatory requirements

Our Quality Systems Approach

We use a Quality Systems Approach that ensures cGMP/cGTP compliance in critical areas
including:

‘Materials, equipment and facilities controls

-Deviation, Corrective and Preventative Action (CAPA),

-Change and document controls

-Validation

-Auditing (Internal and external)

-Training

Our Facilities

We currently have two cell therapy facilities, one in Hackensack, New Jersey and the
other in Mountain View, California. Our manufacturing facilities are designed to meet
the accreditation requirements of the Foundation for the Accreditation of Cellular
Therapy (FACT) and to comply with the FDA’s ¢cGMPs and c¢GTPs. The facilities are also

in compliance with all other state and federal regulatory and licensing requirements

The Hackensack manufacturing facility is a 2, 500 square foot, state—of—the-art facility
located on the campus of Hackensack University Medical Center (HUMC). The facility has
1, 150 square feet of clean room space that meets the highest current standards for air
quality and flow, as required for the performance of a range of cell therapy and clinical
trial activities. The QC laboratory and pre-clinical research and development areas
are fully equipped and total approximately 3, 300 square feet. Between 1999 and 2005

the Hackensack facility performed over 14, 000 cell therapy procedures including over
6, 500 umbilical cord blood products. Presently the manufacturing facility continues

to process at the rate of over 1,300 products per year.

Our manufacturing facility in Mountain View, California is a fully staffed, fully
functioning and licensed cell therapy manufacturing facility of approximately 7, 800
square feet. Approximately 5,900 square feet of space is dedicated for our exclusive
use, and approximately 1, 800 square feet is shared common space. Of the exclusive space,
approximately 1,500 square feet is either clean room space, or is readily convertible

into an additional clean room area.

Sevices
-Contract Manufacturing

‘Consulting



-Product & Process Development

-GTP Services

-Storage, Distribution & Transport

-Cord Blood Banking

-Privacy Policy

-Site Map
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Progenitor Cell Therapy offers a full range of clinical services to support cell-based
therapeutics. Our ¢GTP clinical services provide our clients with economic alternatives

for collection, processing and storage of human cells

Our GTP Service Offerings

-Cryopreservation and storage

-CD34 cell selection

‘T cell depletion

‘Red blood cell depletion

-Plasma depletion

‘Donor leukocyte preparation

-Umbilical cord blood processing

-Bone marrow & peripheral blood progenitor cell processing

-Flow cytometric analyses

-Polymerase Chain Reaction

‘Microbial assays

-Blood typing

-Infectious disease testing

In addition, we perform functional assays, including cytolytic T cells (CR51),
clonogenic analyses (CFU-G, GM, GEMM) and cytokine production (ELISA).

These services can be contracted as part of a package, or on an individual basis. To
view descriptions of commonly used packages for specific human cell types and frequently

performed assays, please view our GTP Service Packages

-Cord Blood Banking

We are, of course, AABB accredited but we at Progenitor Cell Therapy believe in the
importance of storing cord blood stem cells in a manner which exceeds most current
industry standards for existing therapies. Let us explain..

The FDA governs the collection, processing, storage, and clinical use of cord blood
stem cells. There are two levels of standards which apply: ¢GTP and ¢GMP. All cord blood
banks must be compliant with c¢GTP standards. Most cord blood banks in the USA are

satisfied with ¢GTP compliance because current therapies such as stem cell



transplantation using cord blood stem cells are simple enough they fall within the ¢GTP
category.

The higher ¢GMP standard, however, is required for more complex cell therapies presently
in clinical trial and being developed as future therapies such as those in current
clinical trails for Alzheimer’s, Multiple Sclerosis, Diabetes, spinal cord injury,
Lupus, and many other diseases

Of course cord blood stem cells banked under cGTP are perfectly suitable for today’ s
therapies, such as stem cell transplantation. But we at Progenitor Cell Therapy believe
that ¢GMP—compliant cord blood banking will be critical to the use of these stem cells
in many of the more complex future therapies presently being developed. We would be
happy to provide you with links to recent FDA publications which we believe support
this point.

There are now a small number of leading—edge cord blood banks which require all their
cord blood units to be banked in c¢cGMP compliance

We simply believe that if, for the same price, parents could choose to store their
child’s umbilical cord blood stem cells under cGMP and thereby not limit the future
potential use of those cells in more complex therapies based on cord blood stem cells,
this would be an advantage worth taking.

Those cord blood banks using Progenitor Cell Therapy to provide their processing and
storage are assured of the strictest compliance with cGMP because c¢GMP production of
cell-based products is our business.

Progenitor Cell Therapy’s management team has over 120 years combined experience in
cell therapy. The company has served over 100 leading organizations including stem cell
banks, academic stem cell transplant and clinical cell therapy programs, and companies
developing cell therapy products. We have worked with over 20 different types of cells
and created over 17,000 cell therapy products approximately 5, 000 of which have already
been used for treatment of genetic, infectious, cardiovascular, neuronal, corneal, and
orthopedic diseases, immune system failure, cancer, ulcers, burns, etc

Based on our experience in manufacturing cell therapy products for clinical trials or
commercial distribution and our interactions with FDA, we believe that cGMP-grade raw
materials, including the cells, will be required for many of the future cellular
therapies presently in development.

Why risk limiting the potential use of those cord blood stem cells even before they
are stored?

For those wanting to maximize the potential future therapeutic use of stem cells being
stored today, see one of the following cord blood stem cell banks relying on the cGMP
services of Progenitor Cell Therapy:

www. corcell. com

www. domanicell. com

To view the AABB Certification <click here>



(5) RTI Biologics, Inc.

is a leader in tissue-based innovations that are used to repair and promote the natural
healing of human bone and other human tissues. RTI processes human and animal
musculoskeletal tissues in producing allograft and xenograft implants. Surgeons then use
these implants to repair a wide variety of bone and other tissue defects, including spinal
vertebrae repair, musculoskeletal reconstruction, fracture repair, joint repair and

reconstruction for sports medicine injuries.

RTI Biologics, Inc. began operations in February 1998, when the University of Florida
Tissue Bank, Inc. (UFTB, now called Southeast Tissue Alliance) transferred its allograft
processing operations, related equipment and technologies, distribution arrangements

and research and development activities to RTI.

Both allograft and xenograft implants are sterilized through RTI's patented BioCleanse®
Tissue Sterilization Process. BioCleanse®, the first process to use a low-temperature
chemical sterilization system, is the only proven tissue sterilization process validated to
eliminate viruses, bacteria, fungi and spores from the tissue without compromising the
biocompatibility or structural integrity of the implant. RTI is the only company in the

industry using this sterilization process, which has been reviewed by the FDA.

In addition to serological and medical record screening, high risk behavior is also
evaluated. RTI performs multiple reviews, including:

Behavioral/Lifestyle Risk Assessment

Family/Next-of-Kin Interview

Medical Record Evaluation/Hospital Records

Medical Examiner/Coroner's Report

Medical/Social History Evaluation

Regulatory Status

As of May 25, 2005, tissue transplantation is regulated by FDA under Title 21 CFR Part
1270, Human Tissue Intended for Transplantation and Part 1271, Current Good Tissue
Practices. These regulations mandate that blood from each donor be tested for the
presence of antibodies to HIV-1, HIV-2, HBV surface antigen and HCV. Screening for
behavioral and high risk information is also required. The regulations also stipulate that
tissue processors must develop and validate procedures for prevention of contamination

and cross-contamination. RTI has fully validated the appropriate methodologies.

Accreditation & Certification
American Association of Tissue Banks (AATB)
AATB Accreditation Certificate - R7I Biologics (PDF 167KB)
AATB Accreditation Certificate - formerly Tutogen Medical (PDF 408KB)

FDA Establishment Registration and Listing for Human Cells, Tissues, and Cellular and




Tissue-Based Products (HCT/Ps)
Regeneration Technologies, Inc. (PDF 189KB)
formerly Tutogen Medical, Inc. (PDF 49KB)
Tutogen Medical, GmbH (PDF 52KB)

FDA Establishment Registration for Medical Devices
Regneration Technologies, Inc. (PDF 58KB)
formerly Tutogen Medical, Inc. (PDF 59KB)
Tutogen Medical, GmbH (PDF 67KB)

International Organization of Standards (ISO)
I1SO 13485: 2003 - RTT Biologics (PDF 226KB)
ISO 13485: 20083 - formerly Tutogen Medical (PDF 760KB)
ISO 13485: 2008 - Tutogen Medical, GmbH (PDF 798KB)
ISO 13485: 2003 CMDCAS - RTI Biologics (PDF 234KB)
ISO 9001: 2000 formerly Tutogen Medical (PDF 368KB)
ISO 9001: 2000 Tutogen Medical, GmbH (PDF 410KB)

Directive 93/42/EEC (PDF 166KB)
Directive 93/42/EEC for Sterling Cancellous (PDF 343KB)
Directive 93/42/EEC for Sterling Cortical (PDF 319KB)
Directive 93/42/EEC for Sterling Interference Screw (PDF 259KB)
International Tissue Bank Licenses
Canada - CTO Registration Certificate - R77 Biologics (PDF 287B)
Canada - CTO Registration Certificate - formerly Tutogen Medical (PDF 1.1MB)
Canada - CTO Registration Certificate - Tutogen Medical, GmbH (PDF 3.7MB)
State Tissue Banking Licenses *
State of California Tissue Bank License - R7T Biologics (PDF 1.0MB)
State of California Tissue Bank License - formerly Tutogen Medical (PDF KB)
State of Florida Tissue Bank License - R7T Biologics (PDF 240KB)
State of Florida Tissue Bank License - formerly Tutogen Medical (PDF 1.0MB)
State of Maryland Tissue Bank License - R77 Biologics (PDF 314KB)
State of Maryland Tissue Bank License - formerly Tutogen Medical (PDF 1.0MB)
State of New York Tissue Bank License - R7I Biologics (PDF 173KB)
State of New York Tissue Bank License - formerly Tutogen Medical (PDF 196KB)

*These are the only states that require licensure for processing and distributing human

tissue.

Biomedical Laboratory Certifications and Permits
Centers for Medicare & Medicaid Services CLIA Certificate of Compliance (PDF 86KB)
State of Florida Clinical Laboratory License (PDF 467KB)




State of New York Clinical Laboratory Permit (PDF 1.0MB)

State of New York Medical Director Qualification (PDF 248KB)
Device Manufacturer Licenses

State of Florida License 09 1360 (PDF 90KB)

State of Florida License 09 1361 (PDF 90KB)

State of Florida License 09 561 (PDF 89KB)

Bovine Certificates

European Directorate for the Quality of Medicines and HealthCare - Certificate of
Suitability (PDF 598KB)
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