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TYPE ESTABLISHMENT INSPECTED
Human Tissue Establishment_I‘

’I‘ms document lists observations made by the FDA representative(s) during the inspection of your facility. They are ins
nbservanons, and do not represent a final Agency determination regarding vour compliance. If you have an objection regardi S
Observatmn or have implemented, or plan to implement, corrective action in response to an observation, you may discuss the Obje 1C ;
action with the FDA representative(s) during the inspection or submit this information to FDA at the address above. If you have my e
~ questions, please contact FDA at the phone number and address above.
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[ DURING AN INSPECTION OF YOUR FIRM | OBSERVED:

OBSERVATION 1

There are no written procedures for production and process controls designed to assure that the drug products have the
 identity, strength, quality, and purity they purport or are represented to possess.

Specifically,

a) During the Stromal Vascular Fraction manufacturing process.(b){4) VSR solution is added to
the SVFE. Your procedure does not specify how this reagent is prepared and tested.

b) Your firm manufactures a Stromal Vascular Fraction using fia) {4; . The stem cells are separated from
adipose fat by centrifugation. However, there are no procedures in place and no documentation maintained showing
validation and established working parameters for your Ultrasonic Processor.

' OBSERVATlON 2

‘Wntten production and process control procedures are not followed in the execution of production and process conl
ﬁm::u(ms i S

\ Specifically,
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a) Your standard operating procedure #60.001 entitled "Quality Assurance Program Management" section 4 2
”Reqmred Key F UIICUOHS” describes Quality Assurance Director's resp0n31b1ht1es and states* "(b) (4) 1

Gaberman, Investigator



—

L b i, S

P e G e L :_' F - B L R 1.. L :‘-." .
v, s o, L L N __: E::'Iu:'t;_‘.l_-l' et i AL RriE
Leniant i AR R SR o b R e Py N e
y 3 2 qh.,_‘_,.ﬂ o & & e Y (] Ll i N
Uie S B g A Fe A g R e A ST
= L .E-II Sl B PRt FR ale .;L ) g & e gyl A
. A e ol "T;_!"-.- ,-‘;}‘ﬁﬁ- o s it | o

i . % A i 1 :

o & sl g o s e - :' o A

.
b X

niF )

2t "
o I-rll.. e I ..". i i o i e
g -_-_.‘: A 5 - : - Lk : r r o -‘-_ﬁ'_._ v '_"1“.{ ‘I.=_ i 5 1
‘% S - ;ﬂ L D% b st Far '.-". £ '.;',- ;
s Il . i ’.I. ,'-. ." g &
i s 3 -"."- ‘--i' » ‘ -
.fda.qgo fwf Mduatr

v

e 7‘@ 4* o ﬁt@r Hedical Director
J-. h --'_ ?‘_ —

Ty

:W%ﬁmil BioSciances, Inc. 460 Park Avenue
L 17th floor

.- = 2 _‘_ T“ r ; , " . I..'- '|' - . .‘.
i = e W ’
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documented as appmved and rt,l d\td hﬂ. the same Uudlm Assurance UII‘LLl{)f Ky ;ﬁi

b) Your standard operating procedure #40.001 entitled "Separating Stromal Vascular Fraction (SVF) from Lipo-
R, s i

SRS . On 5/17/2013, laboratory technician g manufactured the SVF for
without an assistant. In addition, a review of the Manufacturing Batch Record Forms rev
there were at least @)@y batches manufactured without an assistant from October 2012 to May |
2013. § e

-
—
S

mﬂ) 2 . filters made by (b) (4) were used instead of @@ filters during
manufacturing of the following batches: (B){4), (DY (TNHE) e e T T i g

C) Your standard OPLI‘aIIIIL. proce edure #30.001.Wl.1 entitied "Cleaning the IS0

On 5/17/2013, your lab technologist was observed using (B)4)s Wipes to disinfect the Isolator after manufacturing
the SVF for donor (B)(@xXeS) .

QYW mm opcratmg proccdure #30 001 Wl . emnled “anlmnmcmal Momwnng states: “—
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Mot was performed for at least®® SVF batches
mmufacmred from January 2013 to May 2013.

In addition, on 9/19/12, an \pm.d mm ' plate was used for the environmental monitoring during SVF
manufacturing for danor D) (

el
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 On 2/5/13, your firm manufactured the ear drops from the Lipo-Aspirate harvested on 2/1/13 from donor (B){(ZNCIE- 106§

Manufacturing Batch Record was approved and released by your Quallty Assurance Dlrector on 2/5/ 13. The Manufa g
Batch Record states: (S v L s R S . However your‘
does not have an estabhshed stabrhty program  TOr THE Lrpo ASprrate and Stromal Vasct

for more than (B)(4) ., and for the ear drops prepared from the SVF. Also, you do not have any established standard
operating procedures to support the manufacturing of the ear drops from the SVEF.

OBSERVATION 4

The establishment of specifications including any changes thereto, are not reviewed and approved by the quality control unit. | ":;

Specifically,

The performance qualification entitled “ES-VAL-PTS001-12” (Effective Date: 12-JUN-2012) of the (G
A e e Analyzer performed by the vendor was done in the ope: mm,: range of (BY{4)! EU/mL. However your ﬁrm

Operated (b) (4) S | Analyzer in the range of {&) s EU/mL to measure Endotoxm level for the following
Stromal Vaseular Fractlon manufactured batches: (b) (7}C) T
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OBSERVATION 5

e < | Routine calibration of automatic, mechanical, and electronic equipment is not performed according to a wrltten Pl'of'""'__'_, ’ &
RN desrrgned to assure proper performance. affimestt
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a) Your standard operatmg precedure #60.002. WI 1 entltled "Gu1de to Equlpment Operatron and Ma et
section 2 states: “(B)f ' a*%a“‘*-’l .. wh e TR
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b) Your standard operating procedure #60 002. WI 2 entltled “Gulde to Equlpment Operatlon and
Malntenance” StateS' “(b) ( | "‘" 1 kr; Jia ff‘**" -"f“."". ¢ "* **’ e
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Your standard operating procedure #60. 002.WI.2 does not describe your c'
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tachometer and your calibration record failed to include the tachometer information such as day calibratedand ~— J°
name/manufacturer. e

¢) Your standard operating procedure #60 002 WI 6 entltled ""Gurde to Equrpment O eratlon and ]
Mamtenance states "oy =
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Your autoclave was last calrbrated in Aprrl 2012 and was past due for calrbratlon thatwas scheduled
for B)(4) 1. However, the autoclave was still used to sterilize supplies for at least (B)@y SVF
batches manufactured in May 2013.

d) Your standard operating procedure #60.002.WI1.4 entitled “Guide to Equlpment Operatlon and
Marntenance” “Plpette Mamtenance Schedule"" sectlon states: “(b).(4). /i

B i i pipettes were last callbrated In Aprﬂ 2012 and were due for
re- cahbratron on (b) (4) . Yet, these pipettes were used for at leastp) 4y SVF batches manufactured in May 2013.

OBSERVATION 6

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile do not include
adequate validation of the sterilization process.

Speciﬁcally,

- On 5/7/12 you performed Isolator Hood m’ Cleamng Vahdatlon Study 5 7 20 12 wrth expected end result documented on
Vahdatton Study as ' _ Gk b g Bl | " _ ol e N
i culture plates tested were posrtwe for cultures (b) (4)
"f‘ | result reported by the testing laboratory for this validation study was documented as exCFU Coagulase Negatlve S
| \ Staphylococcus and thegej@ymuisms culture plate (from Right Ceiling) test result was documented asl CFL
-\ Species Not Anthracis. e

' " On 5/17/12 the second Isolator Hood ®® Cleaning Vahdatron Study 5.17. 20 1 2 was performed w1th expected end result e

documented on the vahdatron study as ”(b) (4) - R . B

L T s plates tested (from Bottom Left) was do cumented as @ CFU Coagulase Negatwe Wi
Staphylococcus Gl
On 7/26/12 the third Isolator Hood @ Cleaning Validation Study 5.17.2012 was performed wrth expected end result
' documented on the validation study as ”(:b} 4) o B —
| B . There wereb)@)iii 1 plates tested (Bottom Lett Pass Through Door and Top nght Cellmg)
Yok There were Strornal Vascular Fraction products manufactured between 5/7/12 and 7/26/12. In addition, the SRy
i;‘i_'?. nitials of the person performing Isolator Hood®# Cleaning Validation studies were not documented. All three validz
. | study reports were approved by your Quality Assurance Director on 11/20/12. i
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| OBSERVATION 7
Procedures prescribing a system for reprocessing batches to insure that the reprocessed batches will conform with all g
established standards, specifications, and characteristics are not written. i
| Specifically.
a) On 3/12/13, the Stromal Vascular Fraction manufactured for donor (B){(Z)(C) = X
This batch was released by your Quality Assurance Director on the same day However, there is no procedure in 4 !,}
place describing your re-work process. i O
b) On 6/1/12, the SVF cell count measured by tlow cytometer was documented as(b) (4) ] =
release criteria" for the batch manufactured for donor (B){Z)(€) " This batoh was documented as "re-worked and :
released” by the Laboratory Technician on the same day. You do not have an established process for re-working the
SVF batches.
OBSERVATION 8
Individuals responsible for supervising the manufacture and processing of a drug product lack the training to perform their
assigned functions in such a manner as to assure the drug product has the satety, identity, strength, quality and purity that it
purports or is represented to possess.

| Specifically,

L ™ .k .I .:

.....
-------

a)

.- technician @@ for donors (B)(7)( | |
S batches was approved by your 1aboratory teohmolan -A review of the documented training r&c.;;
that- d1c1 not have adequate training and responsibility to release the SVF batches in May and F e f

R g
o, e S :‘* 54""

||||||
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_______

o - |I:
|l- ‘\

man ufaotured from 3/21/12 to 4/17/2013. However, there are no documented ewdenoe that thls-pell‘son has the "
knowledge and adequate training to approve and release your manufactured SVF products.
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ecords from May 2012 to May 2013 revealed that at least(k
your procedure. These batches were approve

ents on the same day.

| A review of your manufacturing batch r
batches did not have Endotoxin testing as required by
| department and the SVF product was re- -infused to the pati

— | Manufacturing SVF Amount P
Date Released, cc PP y
QA

9/11/12 me ;
9/19/12 0 DA

4/8/13 ©®

4/18/13 Py

“ B . - Faw b
4/30/13 | ol QA
P !.I‘-'"IJ.-HI-_-'.i.'JTﬂ-‘l:-' ¥ Sl VT TR e = o L O T T LY e T o LN i e h o o
~ !1 ,r] " | (188
S/1/13 .- & QA

5/4/13 T QA |

£ 5/13/13 | ©)® L QA
5/13/13 - b)) QA
5/17/13 X OA 2

ures are lacking which describe in sufficient detail the sampling, testing, and approval of mmpg

!"--:-'l "I.'i'l"l'..-l'

Vascular Fractlon In addmon 2 Stromal Vascular Fraction mar"suﬁ’mtmm s added to various amounts of (V&
SRR solution and intravenously injected into the patients. However, there 1s no procedurem place that

desca'lbes identification and testing of this component. There were at least @ Stromal V
] , Bl ascular Fractions manufac
Miarch 2012 to May 2013. tred S

LT solution to dilute Stem Cells during manufacturing of the Stromal o
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| STREET ADDRESS

Intelllcell BioSciences, Inc. 460 Park Avenue
i 17th Pleoar
| pRT A CODE, COUNTRY A TYPE ESTABLISHMENT INSPECTED
'New York, NY 10022 et g | Human Tissue KSCaDTE S
OBSERVATION 11
Deviations from written specifications are not justified.
Specifically,
Your standard operating procedure entitled "Guide to Equipment Operation and Mamtenance" states: '
e . On 8/2/12, the Stromal Vascular Fraction manufactured for donor ()@
diluted and tested at (b)) dilution after the Flow Cytometer gave a dilution warning for the
batch was approved and released by your Quality Assurance Director on the same day
OBSERVATION 12
Drug product production and control records, are not review s;'fa_’:f and approved by the quality control unit to determine
compliance with all established, approved written procedm es before a batch 1s released or distributed.
Bincally, | Lo
Your standard Operatmg pmcedure #40 002 entitled "Quahty Assurance” states (b) ( '

"' N R e i S SRR S O e e T Dl R
o8 '. In addition, your standard operatmg procedure #40 001 entltled “Separatmg Str
lar Fra.ctmn (SVE) From LlpO-ASpH‘atE:“ states i s | R0

_- 'g follewmg Manufacturing Batch Records were released from the mala
B nf the QA Director:

Cit W3 R = S e

Donor ID | Tissue Rccevery

4!_ J"‘f:l

---------
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1) Gram Stain testing was not documented as performed for the batch GI@NCHB))
this batch was approved by the Quality Assurance Director and

OBSERVATION 13

There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already dlstnbuteé
Specifically,

On 4/1/13, your autoclave sterilizer Biological Indicator (BI) strip testing was performed and on 4/4/13 the testing laboratory
reported the test was “POSITIVE (not sterile) MUST RETEST IMMEDIATELY™. The previous negative autoclave Bl stnp

testmg was performed on 3/26/13. There were (b) &) batches manufactured from 3/27/13 to 4/4/13: (B)ANBIENE &
RNy 0 . These batches were released by QA. However, there was no thorough mvestlgatlon perforrned 5

tO determme the effect of a failed BI strip testing on these released batches.

OBSERVATION 14

The use of instruments not meeting established specifications was observed.

Speelﬁcally,

a) ‘On 1/3/13, endotoxin “Test Suitability” and “Sample Rxn Time CV” were documented as “Fail” on the

e i Test Record for the Stromal Vascular Fraction manufactured for patient (B

o mm_ was approved and released by your Quality Assurance DireehGr o0 the
he @By | Test Report performed for the Stromal Vascular Fraction mdj' atec '

_ A kﬂ channe > for the following batches manufactured: Ao

ey W R,
o h i
..............

= —— :
Donor # Date R N
| Manufactured
(b} mem_| 12/06/12
4/ 5/ 13
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DORE 56

2.

| OBSERVATION 15

1 Testing and release of drug product for distribution do not include appropriate laboratory determination of satisfactory
conformance to the final specifications prior to relcase.
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i L R N . *On 7/9/12, Stromal Vascularl ractlon balch was manufactured for

b) (7XC) ' and the \} product k ndnm\m ey N tested was documented as @8 . There were no specific Endotoxin = § =
C-ﬂ.lCUlatlonS doCument »d for dgngr(b} (7XC) . The weight of the « hx"h r was not documented. There were no instructions ; R ’*;1
regard:ng administration of the SVF product based on the endoiexin ievel documented on the {§ Manufactunng i

Batch Record. Yet, the SVF was released by the Quality Assurance 1or donor (t;)_ (AC) & use.

e

'OBSERVATION 16 }

Fulure 10 perform a thorough investigation of an unexplained discrepancy and a failure of a lot or unit to meet any of its | ;

~ mmzm Biological Indicator strip testing was performed and on 4/4/ l 3 ﬂw

locla The previous negative autoclave sterility testing was.
: “MI;’ 4 from 3/27/13 to 4/4/13:

WMmmmmugh nvestigation p W,,'

VATION 17

ry records do not include complete data derived fron

all tests, examinations and assay necessary to assure
W . & o :
with established specifications and standards.
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/ATION 18

do not include the initials or signature of a second person showing that the original records
eteness. and compliance with established standards.

The cell count and cells viability testing performed on the finished product (Stromal Vascular Fraction) is part of your qua

¥ control testing prior to release of the product. A review of the flow cytometer cell analyzer reports from May 2012 to May
| 2013 revealed that the initials of the person performing this analysis on the flow cytometer and date performed were not i
| ¥ documented on the analyzer reports. In addition, the second person review Is not documented on the reports.
P R == = = SR A R Il T o e e o . R :’Lk;:

*DATES OF INSPELCTION:
05/142013(Tue), 05/1572013(Wed), 05/1772013(Fni), 05/2172013(Tue), 06/06/2013(Thu)




