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33 Wilbur Street Same

C.TY AND STATE {Zip “ode) C!—Y ANC STATE (Zip Togde:

Lynbrook, NY 11363 lSame

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

Out-of-specification lots of Santyl ointment have been released after it was Jetermined the methad of
caleulating potency based on +« relationship of standard ‘o sample was in error. The .-5 g; ncy had geen
advised in July 1999 that the results of the study, “Demonstr ation of the Equivalence of Laboratar-
“yrmulated Standard Collagenase Ointment and Actual Manufactured Standard Collagenase™. approved
7.13-14/99 bv Directers of Pharmaceutical Deveiopmeni and Quality Control, and the VP of Quality
conciuded that “there is no statistieally significant difference in the results obtained from laberatory
formulated and actual manufactured standard collagerase oiniments”. Later studies, conducted as car ly as
Jarmary 2000, culminated with the repor‘ec‘. conciusion in early June 2000 that h'stornal potency data
show that there is 70% recovery of the active In the ointment standard however, a 772 recovery in baichss
of fina! product oimment. Despite these findings, ne moditication to the enisting methed of determining
potencies using the identified WNgginCcnversion factor —»1«' was made ic SCP#:02 Dr*c
continued ‘o De reieased based on the zoriier and erroneous i compar .son of the results of these zszavs
up to and including 7/25/00. From the beginning of Jure 2009 to Juiy 25, 2000

H

+ Sanryl Qintment Control No. 80254/ Packaging Baich 80233 (58.6 g rubes) was releasad for
sommercial distribution on 6/21/2000. Our review ard recaleulation of ralease potency data fusing

the recommended Syijiyme.conversion factor of found *he potency for each of the three tuges
tested 0, be OOS with results uf 63 {107 ABC vnns ,-Df) em; 69.9 ¢ LO’) ABCunits200 gm and
57.3 (10H)ABC units/Z00 gm The specification ‘r Santjvl cintment is "

+  Sanryl Ointment Control No. 3450-1017 (Exp 11/2002) {30.6 g wbes) was reieased for commercial
distribution on 7/25/2000. This lot was a process validaticn lot. Qur review and recalculation cf
potency data (using therecommended Sl coniversion factor or*) from sampies collected
shroughout the filling cperation found QOS results for six cut of nine >amples oilected, ranging in
potencies from 23.4 to ‘3?(_}0'""')_}}3(2 units/200 gra The specification for Santy! simtment is

[t was not until 7/256/2000 thar a directive was issued to no icnger use the current correction factor {which
walNe with each assay) as the sole recov er_.f factor in Dintment poteacy determination; a lot can caly be
eleased if it meets the poency specification using both Agyige and INGIRRNAR o

2. Thers is no established in-nouse master standard used te gualify the incividual standards used in the
potency testing of sterile Coilagenase Sanrvl Qintmernt. Since August 1999, rwo ointment standards
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Las

{0700A from Powder Lot P-99-02R and 0200 from powder Lot PK-99-01R) were qualified and approved
by Quality Assurance on 7/12/2000 and 3/20/2000 respectively. This is a repeat Observation citad in the

1/28/99 FD483.

SOP 9i4, "Laberatory Investigation and Retest Procedure for Out-of-Specification (00S) Test Resuits”
dated 6/16/99, states that the QA Director can approve a second labaratory investigation {Phase IT; of a2
(OOS test result from a vaiid assay. The Phase II investigation allows for the retesting of the original

sarple (or new sample if original depleted)wddltloral times. The procedure states. m
. Y if all individual retest results, and thelr average, are within

specificaticns. The prm,edur“ allows far the release of Santy| ointment lots with ar initial OOS fFom
valid assays. without exiending the investigations inte product history, production, or other lots effected.

A Sincs July of 1999, Wil lots with initial OCS results that were investizated and retested using ihis

procedure have been released 1o distribution. Each of the investigations found ne assignable cause and
the lots were released with no investigations into the production of the lots or impact on other Irs
effected. For example:

i On 2/3/00, the mmale and Pnd samp[e tubes o" iot 000006?144 :"ailed ‘0 mezt potencx' ]
spef‘lfcatloﬂs i - AR Lo L

: lhe pr..:se I labar torv Inves: 1v.4.t|on determined the
assay valid with no assignabie cause for the OQOS results (O0OS 00-SG0Z). The sever retests were
mmated on 2/7, 2/14, 2/15 (2 retests), 2/23, and 2/29/00 (2 retests). Each of the seven retests for

. both the middle and end tubes were within specifications (middle tube range 49,000 - 58,600 ABC
units / 200 g; end tube range 49.400 - 56,500 ABC units /200 g). This lot was released for
distr .butlon on 5/2/00.

it. On 2/3/00, the beginning, middle and end sampie tubes of lot (060067143 failed o mest potency
specifications (beginning tube 70.200 ABC units per 200 2;: middle tube 76,000 ABC units/ 200 g;
end tube 67.200 ABC units per 200 g). The phase [ laboratory investigation determined the assay
valid with no assignable cause {or the QOS results. Seven retests were conducted between 247 -
29/00. Each of the retests for the beginning, middle and end samples was within specifications
(beginning tube range 49,400 - 61,100 ABC units / 200 g; middle tube rarge 32,800 - 60,700 AE
units / 200g; end tube range 45,160 - 60,200 ABC units / 200g). This lot was released for
distribution on 5/27G0.

SEE REVERSE E ?LuYCE 18} SIGNATURE .EMPLOYEE(S) NAME AND TiTLE {Pruxt or Type DATE ;S3VES
OF THIS PAGE [ N L’ui g(- q k bb Anp Maris Schefield, CSO/ Rickard Thomton, €SO 871 1/00
|
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i, On 1i/1/6G. the end sample tube of lot 00000435979 faiied to mest potency specifications witha
result of 35,000 ABC vnits / 200 g. The phase [ laboratery investigation failed to determine an
assignable cause for the OOS and conc.uued the assay was vaiid. Seven retests of the origina!
sam:pie were initiated betwesn 10/6/99 and 2/9/00. Each of the retests was within soeciiicaticns
(range 51,100 - 59,900 ABC units / 200 g). This lot was released for distribution on 31700,

iv. On [272:/98, the beginning sample tubz of lot 34801 148 faijed 1o mes2t potency specificaticas with
a result of 26,500 ABC units / 200g. The 6/30/99 Phase 1 laboratory investigation failed o
determine 2n assignable cause for the OCS and concluded the assay was valid, Seven retests of the
criginal sample were initiated berween 5/18-29/G9. Each of the retests was within specifications
(range 22,200 - 63.300). This lot was released for distribution on 7720/9%. This lor has teen
asscciated with at least one adverse event report of fack of efficacy.

B. Protocol MSCP-003, Potency Evaluation for the Evaluaticn of In-Date Lots of Sannvl Gintment, dated
7/29/09, was initiated to evaiuate the pr'\d.r‘ guality of ali Santyi Ointment lots t .1! were in-dats.
mlo ts were subjected to the previous retest’OOS prec cedure or were released based on the
averaging of within specification results with D0S resuits.  Retains of theze lots were tasted
accordance with the new procedure, SOP 914, Ofthe tested @ were determined to be
accentable based on the resuilts of the 7 retests d m

Tt \..'IT'—L-.- T4 e IL \.\.' nHTR 4

nh‘\/ OOb esults were ipcomplete

.a

was plated onto ¥ and "R plates and incubated. On 8/13/99, growth was observed on bath
plates, which was later identified as Bacilius pumilus. The investigation found no assignable cause and
the lot was rejected. The investigation failed to extend to other lets effected in that a review of
arganisms is2iated from the production area or the sterility test suits was not documented (n the
investigation. I[n additicn, the bulk Coilagerase powder lot, PK-98-01R was not investigated. This
powder lot was sterility tested on 6.3/98 and released on 12/11/98. No additional steriiity testing was
cenducted on this lot prior to incerporation into Santy! sintment lot 33975 oa 6/25,99

A On 812 99,turb:dit\'was noted in the hulk sample of Coliagenase cintment ict 35975, The sample

B. On 10/27/99, turbidity was noted in the buik sampie of Collagenase ointment lot 51232, The samipie
was plated onto HAR and S 5 1ates and incubated. Or i 1/2/99 growth was observed on thediliii
plate and on 11/3/59 growth was observed on the Yffffppiate. The sample was identified as Bacilius

E REVERSE :EMPLOYEE(S) SIGNAT EMPLOYEE(S) NAME AND TITLE ‘Prous or Tipe: CATE (SSUEL
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IuISTRICT ADDRESS AND PHONE NUMBER

DEPARTMENT OF HEALTH AND HUMAN SERVICES |U 3. Food'and Drug Administration CBER / OCBQ

PUBLIC HEALTH SERVICE 401 ROC‘\VIHC Pike, Suitg 200N HFM-604
FOOD AND DRUG ADMINISTRATION [Rockville, MD 20852
|(301) 827-6191
NAME OF NCIVIDUAL 70 wHOM REPORT ISSUET | PERIOD CF INSPECT.CN | C-F. NUMBER
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President and Chief Executive Oificer jBiological Drug Manufacturer
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G ANG STATE (Tip Code) [CITY ANS STATE (Zip Codes
Lynbrook, NY 11563 |Same

pumilus. This organism was also isoiated {from the glove of a sterility test operator on the day of
sterility testing. The investigation revealed that the operater reported difficulty obraining a samp.e
rom the wube and concluded that the operator contaminated the sample and the OOS was invalidatad.
However, there is ne evidence to support the LO[]L]L.b]O that the orzanism originated in the sterjlitv
‘esting area. Additicnally, the investigation failed to extend to other lots effected and the sterility of the
bulk Collagenase powder lot, PK-98-02R. was not evaluated. The powder ot was steriiity tested on
9/29/98 and released on 4/20/99. No additional sterility testing was conducted on this .ot prior 1o
incorporation into Santyl ointment lct 5:234 on 9/30/99. Santyl cintment jot 51234 was retested for
steriiity on 1/5/00 and released for distribution on 2/10/G0.

wh

Concerning the "Supplemertal Colla 2genase Santyi Gintment Biend Uniformity Study”™ spproved by “
e i arc ABC ¢n 8/1299 to veriS the uniformity of the mix i«

collagenase ointment:

A. No assessment was made to demonsirate the reiationship bc[weﬂn thcw

SRR ONINERRG < in the perormance r" he study (with its Formulated Theoretica! Target

value and acceptancs raqges) and the ABC* assay and its established potency speciﬁcation The
ABC .-nﬂthod is used routinely tc test for sotency in samples collested aver the filling operatien.

3. During the conduct of this study, low m values were obtained for the first chree
tubes filled plus a supplemental sample representing :he sixth tube filled for Santyl validation DdICh
3490-0069. Values ranged between 0.56 10 0. o;“b g {acceptance rangs was
Ointment samples beuan 10 be collected apprommateh’m.nto the fil} (atm ané
tested by the ABC method with acceptabls results (49.51, 51.74 and 48.32 ABC units x 107°/200 g
(respectiveiy]). The rate of the filling line was calculated to be approximately PN The s
nassing WY R 3ssay result was from a sample collected rom the filling line at 9:15am

i No investigation was performed 1o adcress the appropriateness of the time when the routine initial
sample is coliected from the filling line to ensure it accurately represents the potencies of the first

tubes filled, in light of the analytical data obtained from fh“msa.rrﬂhs

sllected during tha this study;

ii. The investigation performed into the failing < MNNEGREIPIINNNE .c1-cd was limited o the
review of records ¢f equipment preparatior, manufacturing, sampling and filling pertinent to :his
one lot. No assignable cause into the failures could be determined. “f“ommcnda:lo.. v
continue to monitor the first faw tubes filled in the rext several batches with the “purging of a

SEE REVERSE :zmpiovy (S‘ SIGHATY -EMBLOYEE(S; NAME AND TITLE (Prins or Trpe) CATE iSSUED
OF THIS PAGE lﬁi u ML@, .Ann Marie Schofield, €SO/ Richard Themion, CSO 871100
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOCD AND DRUG ACMINISTRATION

DISTRICT ADOCRESS AND PHCNE NUMBER
U.S. Food-and Drug Administration CBER / OCB®)

1401 Rockville Pike, Suite 200N HFM-£04
Rockviile, MD 2083..
(301) 827-6191

NAME OF INDIVIDUAL TO WHOM REPCRT ISSUED
TO: Edwin H. Wegman

PERIOD OF INSPECTION | CF. NGMBER
See below |2424009

TITLE OF INCIVIDUAL _ ~
President and Chief Executive Gificer

TYPE £57ABLISHMENT INSPECTED
Bioiogical Drug Manufacturer

FIRM NAME

NAME OF FIPM, BRANCH SR UKNIT iNSPECTED
lbame

Advance Bicfactures Carporation

STREET ADDRESS STREET AUCRESS CF PREMISES MSPECTED
3% Wilbur Street Same

CITY AND STATE (Zip Coce) CITY AND STATES I2i0 Cooe)

Lynbrook. NY I :5§3 Same

specific amount of cintment from the system ta ensurs that the first tubes produced for the
packaging meet the established criteria”. The BPR does not require purging of the fill line prior o
ﬁlhno tubes of Santy! Ointment during routine production. The Disposition of this ict, approved by

on 7/9/99, was the discard of the first shipper ot tubes mvﬂvm mhes) and the releage of
the remaining portion of the lot. The remaining portion § 130 gm tubes) was reieased by

ABLwcn 7/28/99.

Following the filling of Santyl Ointment Lot 3490-0069, Santvi Ointmest lots 3490-0079, 249
0089 and 33492 were {ilied and assessed per protocal requirements.

C. The lower acceptable collagenase powder potency of m ABC units per gram zllowed for in 5P
42 !,M'ﬁllaoeaasv Powder, was not assessed in this study. Onlv the potency m‘*f—\“’l
units was as es:ed during this study. Since 1799 to the oreseny, the potency of powder used in' h-*
manufacture of Santy! Qintment f2l within the rangs of 173.500- —10’3.000 ABC vrits.
D. Tae study did nct challenge the lower limits of the mlxln;: mperatur= @ and ‘ anly the
remperaturss betwesn and “wers collect

~ The study was not performed in a manner to demonsirate repeatability in that onlv‘ lots cf 13 gram

* tube and 3 lots of 30 gram tubes with acceptable results were assessed. Batches of sintment filied
into 30 gram tubes are mixed for shorzer times than i3 gram tubes. The {illing process for 13 gm tubes
lots takes approximaizel

Wil while the process for 30 gm tubes takes approximately m During each of these fi ['mo
processes,§

!

b FaTac

Homogeneity of the biending operation for Santyl Ointment was an issue cited on the 1/28/99 FD483.
The letter issued to FDA on 5/8/00 stated the review and status of thz protocol, sampling piars, test
methods, studies and other aspects of the homogeneity study validation executed at Yl

-were complete

Although a change in Santyl Ointment product appearance was observed. therz have been no studie
conducted to assure that this change has no adverss effect on product purity, potency, and stability. In
February 2000, the Material Safety Data Sheet was revised to change the product appearance from opague
with off white to tan color to opague, white to off white in color, with suspended dark enzyme particies.
Black or brown specks have been observed in preduct complaint and retention sampies.

-EMPLOYEE(S; NAME AND YITLE (Pruwt ar Tipes DATE ISSUED
Ann Marie Schofield, CS0 ¢ Rickard Thortan, £50 8711400
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|CISTRICT ACORESS AND PHOME NUMBER
I.S. d and g ini i ()
DEPARTMENT OF HEALTH AND HUMAN SERVICES | o> Food and Drug Administration CBER /OCEC
PUBLIC HEALTH SERVICE 1401 Rockville Pike, Suite 200N HFM-602

FOCD AND DRUG ADMINISTRATICN Rockville, MD 20852
{301) 327-6191%
NAME OF INCIVIGUAL TQ WHOM REPCRT ISSUED PERIOD OF iINSPECTIGN CF. NUMBER
TO: Edwin H. Wegman See below 2424609
L 6F NoVIEGAL TYPE ESTASLISHMENT INSPECTED
Presicent and Chief Exscutive Officer |Bioiocfic:1| Drug Manufacturer

FIPM NAME t NAME OF FIRM, BRANCH SR UNIT INSPECTED

Advance Biofactures Corporation a |<=ame
STREET ABGRESS !STREET ACDRESLS OF PREM.SES INSPESTED

33 Wilbur Streat |Same
CiTY AN STALE ‘Zip Code; _CIT¥ AND 3TATE (Zic Coda)

Lynbrock. NY 11363 |Same

There are no documented training records for the visual description test conducted at regular stabitity
testing intervais and during assessment of product anpeara"lce complaints. Additienally, there is no
reference material that the employess can refpr t¢ during this tast.

~

“
—

rvestigations into product homplamts were incomplete, and tke data was nct evaluated for adwverse ‘rends.
Sp ifically:

A -*of the‘product complaints received from 1/99 1o 7/00 reported brown and/or black paricies in
Sanrv] cintment. Although the presence of black/brown specs were confirmad in returned and retain
samples, the particles were not isolated, identified or evajuated for particle size. For example:

i.  Complaint investigations 99-001, 00-003, and 00-004 reported that the paricles noted in returned
samples and retains of lots 54900828, 32800438, 67147 and 70751 broke apar: when pressed with

finger.

n HS

i1, The visual inspecticns of the returned/retain sampies confirmed the presence of brown/black
specks in several lots, and the investigations stated that the particles were pelieved 1o b2
Coliagenase powder suspended in petrolarum. For example, complaint £99-001 reported "rusty
specks” in Santy] ointment iofs 34900458 and 334900838, The investigation confinned "brown
specks” in both the returned samples and retains sampies of the lots, and conciuded that the
"ointment is similar to other bulk sampies and retention tudes.” The respense to the cempizinant
concluded "althcugh it is not possible to determine the nature of the brown particles, we strongly
believe that the brown particies are collagenase powder particles suspended in the petrolatum.”
However, there are ne finished product specifications for visual appearance aad the visual
inspection specifications listed in the Santy] cintraent stability protocol does not include brown or
black specks in the product description. The specification states that the ointment should be "of*-
white to |:ght straw celored” showing homogeneous dispersion of collagenase powder.

iti. Compiaint investigation #00-003 documented that several complaints ¢f this nature havs been
received since Collagenase powder lot PK-86-05R was manufactured. However, there was no
iavestigation into the manufacturing orocess of the (QHSHMIIEbulk.

v, Corrpi...r:': investigations 00-007, 00-006 and 00-003 corc[uded that "the only way to explair the
observation (brown/black specks) is the recent change in the manufacturing procedure. The
previousKIMMM sterilization process, which vielded a darker and vellow ointment, Las been

SEE REVERSE igme. ow\ EE(S) SIGNATURE "EMPLOYEE!S) NAME AND TiTLE (Prind or Tipe) DATE ISSUED
OF THIS PAGE LLQ\ 1 Ann Marie Schofield, CSO/ Rickasd Themion, CSC - 8/1::00
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CEPARTMENT CF HEALTH AND HUMAN SERVICES
UBLIC HEALTH SERYICE
FOCD AND DRUG ACMINISTRATION

!DISTRICT ADCRESS AND PHONE NUMBER

iLL.S. Food and Drug Administration CBER / OCBQ
1201 Rockville Pike, Suite 200N HFM-601
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1(501) 827-6191
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TO: Edwin H, Wegman
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iSe\s below

TITLE OF INDIVICUAL
President and Chief Exscutive Officer

ITYPE ESTABLISHMENT INSPSCTED
| Biological Drug Manufacturer

FiRM NAME

| NAME GF FIRM. 3RANCH CR UNIT \NSFEZTED

Advance Biofactures Corperation .. | Same
~HEET ADCRESS ISTREET ADDRESS OF PREM'SES ‘NSPECTED
33 Wilbur Street ISame
CITY AND STATE (Zip Coue) SiTY AND STATE (Zip Code;
|Same

Lynbrock, NY 11565

replaced by a new procedure of!’ sterilization, which vields a lighter, more clear nintment
base. The lighter, clear base provides an ezhanced hase to oc:erve the dark snzyme particies.”
However, since 4/28/99¢ orthe* lots 1"1p|1cated in cemplaints of brown/ *\]ack specks
were produced with the old sterilization process

v.  Complaint investigations 99-001, 99-002, 00-003 ard 00-004 reported that retain and returned
samples were compared to other ointment lots manuiactured by the same bulk lots. However,
there is no documentation of this visual inspection. Feor example, Complaint 00-003 documents
that the ointment removed from returned sample cf Santyl ointment lot 67147 is similar in nature
to retain sampies of other lots manutfactured from Coilagenase powder lot PR-98-03R. However,
there is po documented visual inspection of retain samples of ather lots,

vi. Complaint #00-006, requested the examination of retain sampie of iot 42236 for brown black
pa’ﬂcojfs ghe sample examination section of the complaint investization dacus '

' - ="Sample Examination: None"~ Response letter to the cc--‘nplaiuam_ dated
?.-"I-’.O:"OO. reports ihat retain samples of this lot were examined 2nd reveaied ne i

oy &

vil. Complaint #00-003 included potency testing of the returned sample of lot 67:47. This testing was
initiated on 7/5/00 ard reported an uncorrected *ote..h_, value of 32,490 ABC cnits / 200 g and a
corrected potency value of 39,800 ABC units / 200 grams. However, use of the finn's 6/ o9
proposed correction factor m would result in an UOS '°sul‘ 63,237 ABC units / 200 grams
(specification ABC units. No further investigation was conducted

ii. Complaint #99-00] reported brown flecks Santyl lots 34900838 and 559G0438. The complainant
stated fot 34900838 had more specks that lot 34900458, Visual inspections of the returned
samptes and retains of both lots confirmed the presence ¢f brown particles. However, the
tnvestigation did not address the report of a difference in the amount of particles observed.

B. There is nc system in place for evaluating adverse drug events i determine if a complaint iavestigation
is warranted. Review of the Adverse Reaction files reveaied that from 1789 to the 700 'uum {aints
of lack of effect andff complaints of burning/pain at the application site were received. For example,
MedWatch report #500074-99 dated 10/11/99 and #500071-9 dated 8/ 6/99 reposted that Santyi
ointment lot 34501 148 did not exhibit the normal color and smel! and was inaffective. The
investigation into this cemplaint (Complaint #99-004) only investigated the appeararce and sder of the
lot, ard falled to address the lack of effect complaint.

DATE -sﬁI ED
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DISTRICT ACDRESS AND PHONE NUMBER
DEPARTMENT OF HEALTH AND HUMAN services | U-S- Foed and Drug Administration CBER / OCBQ
PUBLIC HEALTH SERVICE 1401 Rockville Pike, Suite Z00N HFM-604
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TO: Edwin H. Wegman Ses belcw |..-124009
TiTLE CF INDIVIDUAL TYPE ESTABLISHMENT INSPECTED
President and Chief Executive Officer iBiological Drug Manufacturer
FIRM NAME [NAME OF FiRM. BRANCH GR UNIT INSPECTZD
Advance Biofactures Corporation |Same
STREET ADDRESS TSTREZT ADCRESS OF PREMISES INSPECTED
35 Wilbur Street |Same .
TITY ANC STATE (Zip Soce) CITY AND STATE :Z: Codey
Lynbrook, NY 11563 Same
9. There is no assurance that th em Collagenase pewder remains stable throughout its unspecified
sheif life. Specifically:

A. The integrity of f the container / closure system (hermetically sealed flexible plastic Raos) af the starile
Co]‘.ar'em ase powder has not been evaluated. .

3. There is no stability data demonsirating them powder meets sterility and moisture
specifications at time of finished procuct manufacture.

. 0. Thers is no assurance that the W and gil#orocess achieves the desired rarticle size
and a vniform biend.

A. Processed Collagenase powder is not tested for particle size.

B. P“St—*and post-“sa'ﬂpies of the processed Coilagenase powder, which are tested for
moisture, potency and Collagenase activity, are not representative of the Iot in that the Master Formula
does not define the method for collecting the post-blenced samples. Additionally post-‘* samples

, arﬂ obtained in the following manner: As the of' the -powder is poursd into a piastic
bagtlisamples are obtained and labeled as >3mples labeied 2 are collected as
the SHNRNNEER of the wpowder is poured into ‘the plastic bag. The‘ samples labejed
are collected as the of the wpo“ der ts poured into the plastic bag.

Additionally, there Is no assurance that the coflagenase bulk API powder used in the preparation.of the

ointment testing standard &%Mﬁwhmms reprasentative of tha {ot. Thisisa

repeat Observation cited in the 1/28/99 FD48§3. At dn \CO
i1. Evaluation and !nterpretation of potency data are not consisiently },ertormea Specifically, SOP #9135,

' for the Potency Assay of Collagenase Qintment, requires that a test be
conducted on patency assays. This test is conducted to ensure at | ast_a“\.onudenc:: that the lot under
test falls within the specified product limits for potency M ABC units /200 2). The
confidence interval is calculated from the potency values obtained from the PN
lot test samples. However, this test is not appI'e"‘ to potency assays that ,..roa"c" an initial QOS value. as
the OOS procedure oaly requires the retesting of the individual tube(s) producing the OOS, and does not
require the testing of ail three tubes.

SEE REVERSE £MPLOYEES; SIGNAT RE i i EMPLOYEE;3) NAME AND TITLE {iruv ur Type DLTE "TSUEL
OF THIS PAGE a,‘;«Jﬂ{\W gb\j?\u,&‘l _Ann Marie Schofield, CSO / Richard Thomien, CSO 8711700
i 1 +
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ACMINISTRATION

DISTRICT ADDRESS AND PHONE NUMEBER

1U.S. Food and Drug Administration CBER / OCBQ

1401 Rockville Pike, Suite 200N HFM-504
iRockville, MD 20832
|(301) 827-6191

NAME OF INCIVIDUAL TQ WHCM REPORT ISSUED
TO: Edwin H. Wegman

IPERIOD OF iINSPECTIGN
|See below

i TYPE ESTABLISHMENT NSPECTE?

Lynbrook, NY 11563

TTLE OF INGIVIDUAL
President and Chief Exzcutive Officer Biological Drug Manufacturer
FIRM NAME NAME GF F:AM, BRANCH GR UNIT INSFESTED
Advance Biofactures Corporaticn ;Same
STREZT ACORESS [STREST ADCRESS CF PREMISES iINSPECTED
35 Wilbur Street ‘Same
CITY AND STATE (Zip Codej CiTY AND STATZ (Zif Coge)

|Same

e sterility test record with a paperclip. The

the testing

lin=.

tad

b

example:

B. There'is no oversight of the stability program.

samples.

in individual batch records.

third parW

Lpst AFETT

. The ABC Quality Assurance responsibilities ¢f operations at the cortract manufacture

“The Sy s -
determination of which Santyl ointment lots are placed on stability, and storage of stabiiity samples.
ABC does not know which lots have been placed on stability until receipt of f the six-month stability

12. Reports of problems encountered during steriiity testing are not assessed for deviations requiring
inves:ioations and corrective actions. These reports are documented on paper :
records are not signed or dated.

A. Review of these reports {rom July 1999 to the present reveaied 4 instances whers the steriiity test
was not conducted in accordance with validated procedures. The paper toweis artached to the sterility
test records dated 2/1/00 and 1/4/00 documented that #jfjfi media was mixed in th
The paper towels attached to steriliry test records dated 10/26/99 and [0/19/99 documented that during

edia was mixed in Wil canisters. No deviation reperts were initiated

no decumented evaluation of the i integrity of the preduct samples.

Thera

Fandy!

B. The paper towel attached to the sterility test record for lot 55982 dated 8/3/99 doc"neqted that dirt
cbserved "under the cap” of the bulk sample. Bulk samples consist of the I cbes orF of ke £l
Trere was no deviation initiated ¢ investigate this occurrence.

zre not deflnes.

p . . )
A. There is no procedure in place for conducting audits of the w

responsitle for

D. There is no assurance that reports of Adverse Events are being handled in a manner to obrtain all
required information when available. Of the‘ adv=-se event reports received since January 1999,
only one repert included 2 ot number. Receipt of advers

owels and are attached o

ng
B

canisiers.

was

wis

Far

C. There is no system in place for tracking and trending of process deviations. Deviation reports are filed

event reports has been subcontraciad cutic &

Appeoier

nNSUre an accuraie

E. —\Wahdatxcn study for ABC's licensed product has been conducted without the review and everstght of
the ABC Quality Assurance unit. In additior, sampling plans used did not e _
assessment of normal production processes, and complete investigations into study failures were not

SEE REVERSE
OF THIS PAGE
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’ IDISTRICT ACDRESS AND PHCNE NUMBER

|U.S. Food and Drug Administration CBER / OCB
DEPARTMENT QOF HEALTH AND HUMAN SERVICES L Q
PUBLIC HEALTH SERVICE | 1401 Rockyiile Pike, Suite ~00\ HFEM-60-

FOCD AND DRUG ADMINISTRATION |Rockv1 lle, MD 20852
1001) 827-6191
NAME CF INGIVICUAL TO WHCM REPORT ISSUED TEERIOD OF INSPECTICN | C.F. NUMBER
TO: Edwin H. Wegman |See below (24240609
TITLE OF INDIVIDUAL !T‘fPE ESTABLISHMENT INSPECTED
President and Chief Exscutive Officer Biological Drug Manufacturer N
FiRM NAME "NAME JF FIRM. 8RANCH OR UNIT iNSPECTED
Advance Biofactures Corporation IS::lme
STREET ADCRESS 'STREET ADDRESS GF FREMISES iNSPECTED
35 Wilbur Strest Same

CITY AND STATE ;Jin Coce! lc iTY AND STATE (Zip Cece)
Lynorook, NY 11563 Same

performed. Notavly, during the period 7/1/99-12/17/99 a Ccllagenase Santyt Ointment Blend
Uniformity Verification Study, approved as completed on 6/13/00, was performed to verify the blend

uniformiry for Santyl Ointment batches manufactured in the aporoved manufacturing facility Wil
L e During this study batches were tesl:"d b\m or.m

Wil formed with the s

i. The protocol was generated, the study was conducted and finz! report, summary with conclusions

was generated outside of ABC’s approval ardécrovessight- prresd 51\\ oo

il. No assessment was mads to demonstrate the relationship benween the m

_ o § i -used in the performance of the study {with its
rormulated Theoretical Target value and acceptance ranges) and t.‘e ABC *.sqax and its

established potency specifications. The ABC * method s used routinely {0 i2s1 for potency in
samples collectad over the filling cperation

iil. In this study, two lots failed due either to non-detectabie “ units/gm (Batch 33633) or iow
units/gram potencies from the samples collected from the beginning of the fill (Batch G279).

Batch 59279 consistently had passing ”resaits from samples collected {tom the beginning,
middie and end of the filling operations, while Batch 536353 had QOS {low) results. Although the
investigation report into .hese failures noted the relationship of the mto
the Assay is not known, the reason for rejection was based on the “presence of water in the
filling line, and the uncertainty of the effect of water on the product”. No investigation in*o the
adequacy or capabilities of the ' assay was performed subsequent to these failures

iv. Memcranda filed in Batch records for at Eeast. of the lots subject of this study directed that in
each lot ‘Lubes be filled mur the {IINIFtubes for the
The normal production/fiiling of Santyl ointment outside of this study does not require m
of uvnits from the filling lincogggiio the first commercial unit. For example,

a. The BPR for [ot Santyl Ointment 30gm lot 65030 filled on 12/20/9Y can only account fc"}iJ
gram tubes pulled from the fil ling line for weight check and”.:f)gm tubes colle cted far
rcsdec , both prior to first unit generated for commercial distributior;

BPR for lot Santyl Ointment 30gm lot 63031 filled on 12/22/99 can only account fcrfo gram
tubes pul]ed from the filling line for weight check an?JO"m tubes collested for bulk sterility
both prior to first unit generated for : commercial distribution

(& o
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2m
it

c. BPR for iot Santy! Ointraent 30gm ot 65033 filled on L2/28/99 can only account :’or’S'O gram
tubes pulled from the filling line for weizht check and‘%ﬂgm tubes coliectad for bulk steriliny.
hoth pricr to first unit generated for commereial distribution.

[4. Stability testing was not conducted as required by the Collagenase Santy| Ointment Stability Study
Protocol. Specifically, the protocol requires performance of the physical descripticn and potency test at
“ _ and‘-month intervals. The general safety test and sterility testing is required at the
onth interval. However, review of the stability data revealed that testing was riot aiways conducted in
accordance with these Intervals., For example:
¥
A. Santyl ointment ot 349000135 was placed on stability on 2/2295. Although '.h#mc:-nth statiiity
samples were received from mc'n 107399, the potency testing was not conducted untii 9/28/00.
B. Santyl otntment lot 34800756 was placed on stability on 8/14/96. Althcugh the fBmcnis
samples were received from4Nil# on 8/2/99, the visual description and potency testing was not
conducted until 5/19/00 and 6/28/00 respectivelv.

Santyl ointment lots 3401007, 3401017, 3401027, 34010637, 3401047 & 3201037 were manufactured
in 12/97. Thedmonth stability testing was conducted on sl and the W month stability testing
was conducted on 1/5/00.

2

~

—
wh

. Validation Pretocol MVP-002, Equivalency Study of the Moisture Content Determination, dated 6/18/99,
was designed to determine the equivalence of the ABC moisture dssay with the "USP 23, Fifth Supplement
<731>" methed used be a contract laboratory. There is no justification for the acceptance criteria cf‘

W ariability between the two methods. In addition, the executed protocol dated 8/9/99 fails 1o provice
documented rationale as to why the results obtained during the study (9.60%, 12.86%, 6.27% and i !.29%
variability between the laboratories) are considered equivalent. ,
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