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DEPAR’I’MENT OF HEALTH AND HUMAN SERV!CES
FOOD AND DRUG ADMINISTRATION

HTRICT ADLREES AND PHONE NOMBER

300 River Place, Suite 5900

DATE(S) OF INSPECTIGN

05/10/2004 - 05/18/2004*

Detroit, MI 48207 FE HMHER

(313} 393~8100 ¥Fax:(313) 3%3-8132 1828100
WM‘DTm.E CF NOWDUAL TOWHOM REPORT

TO: Steven M. Arigk; Director of Regulatory Affalrs

FIRMNAME STREET ADCRESS

Terumo Cardiovascular Svstems Corp. 6200 Jackson Rd.
mmumv TYPE RS TARLISHMENT INGPEG TED

BAnn Arbor, MI 48103-9586 Medical Device Manufachturer

1 This dccumem lists observations made by the FDA representative(s) during the inspection of your famhty They are inspectional
-} pbuervations, and do not represent a final Agency determination regarding your compliance: ¥ you have an ObjCGtIOD regardingan -

- ¥ aotion with the FDA representative(s) during the inspection or submit this information to FDA af the address above IFyon have any
1} questions, piease comtact FDA at the phone number and address above,

observation, or have implememted, or plan to bmplement, corrective action ia response Lo an cbservation, you may discuss the objection 0: I

- J§The abservations noted in this Form FDA-483 are not an exhaustive listing of objectionable conditions. Under the law, your.
- ) firmis responsible for cana'uczmg internal self-audits ro idennify and correct any and all violations of the qua!fga system
reqmrement&

- JEDURING AN INSPECTION OF YOUR FIRM WE GBSERVED:

"MANAGEMENT CONTROLS

e BSERVATION 1

. . 7 Management with executive responsibility has not ensured that an adequate and e&‘ectwe quahty system has been ﬁxliy -
. { implemented and toaimtained gt all levels of the organization.

' ,[:)BSERVATION 2
. Quahry audits did not varify that the quality system is effective in fulfilling your quahty system ob)ecuves

. B Specifically, the audit checklist used for interviewing and questioning the auditee is not suitable for conducnng audits to
§ -assure that the firm's. qual:ty system is in compliance with the QSR elemenis and to determine the effectiveness of the quality-
system. The checklist is not structured for auditing QSR elements including corrective and preventive action, purchasing,

‘ managemem review, process vahdat:on, complaint handling or Pmduct Performance Repornt (PI’R}, and othm

..IQESERVATiGN 3

- 'systam is eﬁ'ec:we in fulfilling your quality system objectives.

. Specificaily, per TCVS 2003 Internal Audit Schedule, audits of the Distribution-Ann Arbor Fmssbed Goods (Audit #03- ?;)
:and Calibration {Audit #03-15).areas were scheduled to be conducted by 12/31/03. There is no doc:mnemahon to show that

Quality audits were not conducted at sufficient regular intervals, as prescnbed by internal procedures (o venfy that the quahty
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- DEPARTMENT OF HEALTH AND HUMAN SERVICES

A e FOOR AND DRUG ADMINISTRATION
TUSTRICT ADDRESS ANG.PHONE NUMBER : ,

BATES) OF FSPECTION

1.300. River Place, Suite 5300 . 05/10/2004 - 05/18/2004*

Detroit, MI 48207 ‘ FLTNUMBER

{313) 393-81C0 Fax: (313} 393-85139% 1828100

RS AT TTLE OF TV 10 WG REPORT a0 - :

TOr Steven M. Arick, Director of Regulatory Affairs.

[ “PRRERANE ; " STHERT ACORGSS

Terumo Cardiovascular Systems Corp. 6200 Jackson BRd.

T, §TATE 25 COOE COuNTRY . Y T BN WaRetTen ;

Ann Arbor, MI 48103-9586 Medical Device Manufacturer
the areas were audited as scheduled.
:IG;Q;SERVAHGNAI |

1 Mot all employees know there is and understand the quality policy.
- | Specifically, the following production employees were umable to demonstrate that they were familiar with and kn;;'w where to' '
- § ‘obtain the frm's quality policy. - : ‘

1 Temp Expeditor (Central Store)
- HQIEM Material Expeditor (Central Store)
1 d | Shipping Clerk :

| BESIGN CONTROLS

JIOBSERVATION 5

{ Unresolved discrepancies were noted at the completion of the design validation.

'} Specifically, the Quantum Issue Tracker Report Validation Discoveries and Quantum Issue Trm,:.kér Report Opqu.quIar
{ Pump Discoveries documents revealed that numerous unresolved, open design discrepancies or issues were not addms”d &ﬂd

resolved by the firm at the completion of design validation, The design validation was completed on/about 9/3/02, For = -

- { example: ' : - ' '

2. DISCOV30393 reported "LUI message timing (long & short) sometires causes confusion.”
'b. DISCOV30394 reported "Multiple safety connections left ovér after deleting in config.”

¢. DISCOV32026 reported "Blood Seepage from Roller Guts.” :
¥ d.DISCOV28227 reported "Pod Installation Difficulty,”
§ e. DISCOV32027 reported "Oxidation Film on Magnetic Dent Asby.”

- .'gqssamnON §

{ Risk analysis is incomplete, !
i Spéciﬁcally, the ﬁnn‘ém:ardiovascnﬂg Svstems R&D Lab Standard Operation Procedure, Document No..78-'8067-5973-,7,
Rev.A, requires the use of 4 Failure Modes and Effect Analysis (FMEA) tool in Phase III on the specific design and/or

process, It requires to rate each severity, occurrence, and detection values, as well as , to assess the Rigk Priarty Number
~ i SRR

5 ﬁssésvgassl ™~ - ' | ‘ ' 05/18/2004 |
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION I
| ERETRIGT ACHRELS AND PHORE NOMBER ] BRTEE) GF INSPECTION
1 308 River Place, Suite 5500 05/10/2004 - 05/18/2004% . .
Detroit, MT 48207 F& NUMBER
{313) 393-8100 Fax:{313) 393-8138 1828100

[ WS TS CF INOTVIBURL T S WotH REFORT TESUED
T0: Steven M, Arick, Director of Regulatory Affairs.

FRM RAWME

Terume Cardiovagcular Systems Cozp. 6200 Jackson Rd,
|G, STATE, 17 COUE, COUNTRY YOG B9 TALLT S
JAnn Arbor, MI 483.53 9586 o Medical Dewice Manufacturer

(RPN}. Failure Modes and Effect Amdyses were incomplete in that the risk detection value and Risk Pnenty Number Were 1

" ot determmed and asséssed per ‘procedure. For example:

4 2 Quantum Roller Pump Mechanical FMEA
b. Quantum Roller Pump Subsystem FMEA
¢. Quantum Ceneral Requirements Subsystem FMEA

BSERVAT!ON 7

_ Dwgn phns were not approved as ne:eded as the design md development evalved.

- -Specxﬁcany, the Quanium Advanced Perfusion System-1 demgn plans were not gigtied and approved. They mclude
A Mechamcal Systems Design Plan

b Mauuﬁctunug Development Plan
- ¢ Systemt Integraaon Design Process Plan

1 d Regulatory Plan

"} e Userlnterfice (software) Design Process Plan

£, Electronic Hardware Design Process Plan

'} CORRECTIVE AND PREVENTIVE ACTIONS.(CAPA)

: A.BSERVATION- 8
'I’he procedum far unplementmg corrective and preventive actions were not complete.

' Speclﬁmﬂy, the firm's Quahty Procedure, Corrective and Preventive Action System, Document Na 78«8125-63 12~0 Rev B 1
'} does not include requirements for: IR

& Investigating the couse of nonconfornnnes relating fo product, processes, and the quality system; -

b. Identifying the sction needed to correct and prevent recurreace of nonconforming product and other quality probiems

1 ¢ Verifying or validating the corrective and prevemtive action to eénsure that such action is effective and does mot adversely.
© affect the finished device; and )

d. All astivities required under CAPA system is documented.

DATE ISeUED

SEE REVERSE
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

'mmm
 TO: Steven M. Arick, -Director of Regulatory Affalrs.

) . FOOD AND DRUG ADMINISTRATION
T ISTRICT ADORESS ANG PHONE NUMBER ; ~ T OATE(S) GF INGPECTION " :
- 300-River Place, Suite 5800 . . - .. |.05/10/2004 - 05/18/2004*
Detroit, MI 48207 PRI NUMBER
(313) 393-8100 Fax: (313) 393-8139 | 11828100

HRMNAME . STREET ADOCRESS

Texume Cardmvascular Systams Corp. ! 6200 Jacksen Rd. .

Y, SIATE, 2P LR, COUNTRY TYHE CoTABLIGHEN | NERELTED

Ann Arbor, MI 48103 ~9586 Medical Device Manufacturer

@ ,B_sgnvmgn 9

the ccmplamt should be filed as a Medical Device Report. 7
Specifically, the ﬂrm 3 Medical Device Vigilance Procedure, Document No 7%.8067-85 12-3 Rev H, states that 'Ryegtﬁmry '

‘ ' 8067:3732-2, MDR and Vigilance Reporting Decision Record.” There is no documema‘tmn to show that the fo[!owmg
compia:nts were assessed for MDR reportability. For example: , .

a. Product Performanoe Report No.APS064, date reported 10/21/03

b. Product Performance Report No. APS045, date reported 8/29/03

1' c. Produsct Performance Report No. APS033, date reported 7/17/03

-d. Complaint No.APS039, date reported 8/4/03 o

{ Inaddition, the firm's MDR and Vigilance Reporting Decision Record, Document No.78-8067-3732-2, Rev. N, statesthata |
pefson qualified to make a medical Judgement documents & ‘reasonable conclusion that the Terumo device.did not.cause or .
-contributed to the death or serious injury. There is no documentation of the medical judgement for Complaint No.] 1432,

‘ - acute occlusion of the venous fine resulting I 2 low level alert and depriming of th . "Panent expucd

&r placing cross-c!amp "

A

. ‘Compla.mt handling procedures have not been implemented to ensure that all complaints are evaluated to determme whether 4

§ Affairs personnel shall assess the product complaint for reportability and document this assessment on QA Specxﬁcamn 78

¥ dated 12727/02, which reported "...that afterfifimimutes on pump and very soon aﬁm&a cross clamp, there was, 3“ = -

h :iease_nvﬁmon 10

| Complaint handling ﬁrocedurc_s have not been implemented to ensure that all complaints are processed in 2 uniform and
timcly ‘manner, ‘
- Specifically, 89 o ‘Advanced Perfusion System-1 Product Performance Reports {PPR) which were reported between

1/20/03 to 4/2!04 still open. The reported complaints bave not ‘een processed and ciosed out in a uniform and timely
manner. For exampie : <

.. a. Product Performange Report No.APS072, date issued 11/21/03, reported "The customer, weut on bypass and set the Fip2
- 4." "After cooling the patient, the perfusionist used the CCM to change the FiO2 tom/o After a couple of minutes -
“they noticed the arterial ‘blood was very dark and that the FiO2 back toM/o This same thing happened agam in the case fer
-atotal o instances.” selci th
. Product Perforniance Report No. APS064, date issued 10/21/03, reported that the. I:!iv:é in the reservoir dropped below the
low level alarm, pump did not pause, air got in the line and air bubble detector stopp & prump. _
¢. Product Perfofmance Report Na. APS045, daxe issued 8/29/03, rcported "System 1 froze up. CCM and ail lyeal contmks as_ ,

« ;mﬁ;s:on was asked to go on pump by surgeon.” o

@,‘Oé@ o | j_' | 05/1-8/'27504,

.SEE REVERSE
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DEPARTMENT GF HEALTH AND HUMAN SERYICES

' FOOD AND DRUG ADMINISTRATION
f TERSTRICT AOORESS AN PHONE NUMBER. _ DATEIE OF NSRSoTON
] 300 River Place, Suite 5300 : 05/10/2004 - 05/18/2004%
Detroit, MI 48207 B
{313} 383-8100 Fax:(313) 393-8138 1828100

mom
TO! Steven M, Arick Director R
’ of egulatory Affairs

NAME 1 STREET ADORESS
Terumo Cardicvascular Systems Corp. 6200 Jackson Rd.

" GTATE, I CDE, COUNTRY TYPE BBTABLIGHAENT NGRELTED "
Ann Arbor, MI 48103-9586 Medical Device Manufacturer

d Complaint No.APS040, date issued 8/4/03, reported "Pump jam errors.” e
. | -e Product Performance Report No. APS033, date tssued 1 17/03 reported "Ovempeed:‘underspeed errors on both artena! and -ifi: '
_ cardloplegm pumps causmg pumips to stop pumping.” A

[;ssewmou 1

1 Correctwe and preventive actions have not been verified or vahdated to ensure that the acnon is effective and dom not
' advnersaiy affect the finished device. L

- Specifically, there is no documentation to show that the corrective actxons that have been taken for the t’oiicwmg complmnts 1
§ were venﬁed or validated to ensure that the actions were effective and did not adversely affect the finished devzce A §

8 Pmduct Performance Report No APS033, date issued 7/17/03, reported numerous process corrwuve actions that were . .
taken to eliminate any possibifity of failure for the indicator oapac:tor of themmer cap NFMSIR00T681 at C38 and 1
“C41.

b Product Performance Report No. APSOSG date xssu:ad 7/21403, reporzed a design change {0 the EPGS pa.nel

: LBSERVATIGN 12

ot all data from quality data sources are anatyzed to identify existing and potentiai causes of nonconfcnmng product and
other quality prob!ems . ‘

_ Specxﬁcaﬂy, the firm's Quality Procedure, Comrective and Preventative Action System, Documerit 78-8125 2.—0,-sz.13, ‘
~ } requires an * Analysis of the sources and causes® of Tier | CAPA System elements. For example, 7 oﬂﬁn‘md .
- reports for the Models 8000 & 9000 Heart and Lung Machines did not contain the aualysxs of the sources and i causes of Tier - §
1 CAPA system elemem& _

j ._.'.BSERVAT:ON 13 |
‘ 'Compiamt handling procedures for receiving, reviewing, and evaluating complaints have nat been 1mplemented

Specifically, the firm's QA Spcmﬁcatmn Instructions For Conducting A Complaint Investigation, Document No. 78- 8067—
1§ 6528-1, Rev.K, requires that the Checklist for Documentation for a Complaint Closure Form is filled ous. "The firnd's QA
Specification Complaint Coordiator's Responsibilities For Addressing Product Performance Reports In Ann Arbo;‘ dingthe
| Document No.78-8067-3733-0, Rev.M, states that for compiaints, the final documentation file will be prepared {;nc :d gd e
completed Form 78-8067-6528-1. There is no documentation to show that Final Managemem Review was conducted an :

' documented on the Complaint Closure Form for the following complamts

a. Product Performance Report No. APS001, da:e reported l/20f03 closed date 5/9/03

DATE 1SUED

SEE REVERSE
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TQ0: Steven M. Arick, DireCtOr of Regulatory Affairs.

T BATELS) OF INSPECTION .

1.05/10/2004 = 05/18/2004*

NUMBER

1828100

FIRM NAWE

Terumo. Cardiovascular Systems Corp.

STRERT ADORESS )

6200 Jackson Rd..

CITY, BTATE, 1P CODE TOUNTRY

_Ann Arbor, MI 48103-5586

T BRI HENT WGPESTED
JMedical Device Manufacturer

b, ?_mduct Pgrfgpgggq‘e Beport No.APS008, gate régorted 3/4/03, closed date 5/9/93

_PRODUCTION AND PROCESS CONTROLS

ROBSERVATION

%

A process whose results cannot be fully verified by subsequent inspection and test has not been fully validated and approved: L
actording 1o established procedures. o

{ Specifically, the performance qualification for the USP Purified Water system bas not been performed. .

" --Easanvmzmw

16

_Document controf procedures were niot implemented.

.| Specifically, changes to inspection instructions are not performed in accordance with the firm's Productf.on _Cha_nge' Cen‘m)i :
' Procedure, Document No.78-8067-0483-5, Rev.T. For example, the "100% functional test" inspection instruction for.the
}-APS1 Assembly Tube Clamp - 6" werechanged via a May 10, 2004 email rather than through the Production Change . .-

- { Control Procedure. Prior to the email, the "100% functional test” was performed from verbal instructions and/or.2 wrilten

* { Product/ Process Evaluation. . , .

S

assRVAmN 16

Appropriate pm,cedﬁres have not been defined for conrolling egvimx;mentai conditions.

5 ,.Spﬁqiﬁc#lly, excursions below the operating ranges for temperature Mdegxees F) and relative Iumidity mm-m I
‘Clean Room 1 are not investigated. The firm could aot provide documented justification why investigations are na# requrwd §

TATE Bours .

SEE REVERSE
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' FOOD AND DRUG ADMINISTRATION
TR ADIHESS WD FRaRE v BRTES GF NSPECTION
300 River Place, Suite 5800 - . 05/10/2004 - 05/18/2004*
Detroit, MI 48207 , e
(313) 393-8100 Fax:(313) 393-813¢ ‘ 1828100

Il S bt Bl B Seefulird
NAME AND'TRLE OF INDIVIDUAL TOWHOM REFORT 15SUED

TR E—— wo—
DBEFARTMENT OF BEALTH AND HUMAN SERVICES

T0: Steven M. Arick, Director of Regulatory Affairs.
ST

NA_M'E SIREETY MDRESS -
Terumo Cardiovascular Systems Corp, -1 8200 Jackson Rd.
CATY, BTATE, 2P GRk, COUNTIRY THPE ESTABLIEHMENT HePECTE0 .
Apn Arbor, MI 48103-988§ . © - {Medlcal Device Manufacturer
; -LBSERVA??ON 17

“Certain measuring and test equipment is not smtable for its tmended purposes or. capab!e of producing vahd results,

. Spec:ﬁmﬂy, the following measuring and/or test equ:pment used in EM production were not calibrated to ensure that they
+were suitable for its intended purposes and were capable of producing vaiid remlts -

E-M-Safety Monitor (PN 98-0702-0660-6, SN2190, start use date 5/10/95)
b. Diat Caliper, ID #50-0055-1

| Procedures for identifying training needs were not smpiememed

IOBSERVA-’HON 18

Specifically, the firm's Quality Prosedure TCVS Ann Arbor Training, Decument No. 801603, REV.A, states thn! "Aﬂ new I
§ TCVS AA associates (including transfers fom other fucilities) will receive Quality Orientation- training within 2 weeksof = §. -
their starting date.” "The Quality Orientation will include the following topics: TCVS AA quahty manual overview; TCVS. . . -
AA quality system structurs; documentation and record keeping responsibilities; and instructions for accessing quality, and L
¥ job related documents,” A review of the following EM Product Assembly employee mumng records revmled tbat the R 2
: Qualxty 0nentnnon training was provided several months after the employees stast date. _ , ‘

1 a cmp (TCVS Quality System Orisntation tmmng provided on 4/26/04; start date about 1/04)
b Temp (TCVS Quality System Orientation training provided on 4/26/04; start date about 1/04)
¢ emp (TCVS Quality System Crientation training provided on 4/26/04; hire date 1/26/04)

d Temp Central Store (TCVS Quality System Ortentation training provaded on 5/10/04; start date about 5/03)
_kBSERVATION 19 :
Procedures for controilmg the storage of product in storage areas and stock rooms were ot defined to preveﬂt mlx-upa,

.;damage, other adverse effects. :

* DATES OF INSPECTION:
Sf 10/2004(Mon}, 4511 1!2004(’1‘\:&:} 05/12/2004(Wed), 05/13/2004(Thu), 05/14/2004(Fri), 05{18/‘20'04{'1’ ue)

"»Specjﬁcally, the firm's Material Ccmtrol Customer Order Pmcessmg procedure, Document No. 78-8066-8155-3 sz K, does ke
;'not jnclude provmon for adequate controf of storage areas and stock rooms to pmvent produect mix-ups. '
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FOUD AND DRUG ADMINISTRATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES

CIETAT ADDRESS AND PHONE NUMRER

<-4 300 River Place,  Suite 5900

Detroit, MI 48207

e —
DATE(S) QF INSPECTION

FEF NUMBER

1928100

05/10/2004 - -05/18/2004%+ .

(313) 393-8100 Fax:(313) 393-8139

NAME ARD TITLE OF INDIVIDUAL TO WHOM REPORT IGS0UED

RAME

Terume Cardiovascular Systems Corp.
ST, E7RT, £ GOSE SOuTRY

TQ: Steven M, Arick, Directer of Regulatary Affairs
BTREST ADGRESS

6200 Jackscn Rd.

ABLIGHMENT INSFECTRD

Medical Device Manufachurer

Ann Arbor, MI 48103-528%

A EMPLOYEES' NAMES, TITLES, AND SIGNATURES:

2

- | see reversE. | y
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