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DEPARTMENT OF HEALTH AND HUMAN SERV]CES

Food and Drug Administration

[Docket No. 2004N-0034]

Agency Information Collection Activities; Proposed Collectlon Comment
Request; Medical Devices; Current Good Manufacturmg Practlce Quallty

System Regulation

AGENCY: Food and Drug Administration, HHS.

ACTION: Notice.

SUMMARY: The Food and Drug Administration (FDA) is énnoﬁncing an
opportunity for public comment on the proposed Collectmn of certam

information by the agency. Under the Paperwork Reductlon Act of 1995 (the
PRA), Federal agencies are required to publish notice m the Federal Register o
concerning each proposed collection of mformatlon 11}C}}}d}£ﬂgﬂ(eeeh p;epgeed
extension of an existing information collection, and to allOWBOdays forpubhc
comment in response to the notice. This notice solicits eomments on reﬁeftiﬁg
requirements related to the medical device‘sveur’rer.lft googimanufactunng o
practice (CGMP) quality system (QS) regulation‘(CGMPf’ QS regulation)” ”

DATES: Submit written and electronic comments on the collectlon of |
information by [insert date 60 days after date of pubhcatwn in 'the Federa]
Register]. | |

ADDRESSES: Submit electronic comments on the collecn?n of mformatmnto
http://www.fda.gov/dockets/ecomments. Submit Wriytten? cominehts oh the o
collection of information to the Division of Dockets Management (HFA—SOS)

Food and Drug Administration, 5630 Fishers Lane, rm 1061 Rockvﬂle MD

ocQ42
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20852. All comments should be 1dent1f1ed with the docket number found m
brackets in the heading of this document e

FOR FURTHER INFORMATION CONTACT: Peggy RObhins,:Offiice of Metnagement
Programs (HFA-250), Food and Drug Administration; 5600Flshers Lanej, |
Rockville, MD 20857, 301-827-1223. | R
SUPPLEMENTARY INFORMATION: Under the PRA (44 USC 3501-3520), Fedefalﬁ
agencies must obtain approval from the Office of Méhagg:éméﬁ{‘éﬁd”sﬁdget o
(OMB) for each collection of information they conduct or sponsor “Collectlon
of information” is defined in 44 U.S.C. 3502(3) and 5 CFR 1320 3(c) and |
includes agency requests or requirements that members of the pubhc submlt |
reports, keep records, or provide information to a third party Sectlon
3506(c)(2)(A) of the PRA (44 U.S.C. 3506(c)(2)(A)) requlres Federal agenc1es 7
to provide a 60-day notice in the Federal Register concernmg each proposed
collection of information, 1nclud1ng each proposed extensmn of an ex15t1ng
collection of information, before submlttmg the collectlhn to OMB for

approval. To comply with this requirement, FDA is pubhshlng notice of the

proposed collection of information set forth in this document

With respect to the following collection of1nformat10n,FDA1nv1tes |
comments on these topics: (1) Whether the proposed coﬂectlon of information
is necessary for the proper performance of FDA’s functions, “in‘cl‘udin‘gx yvhet’:hery x
the information will have practical utility; "‘(‘2\)‘”the“ayc£curé&'Cy"o'f FDA’s estimate
of the burden of the proposed collection of mformatlon mcludmg the vahd1ty o
of the methodology and assumptions used; (3) ways to e‘nhance the quahty, N
utility, and clarity of the information to be Collected and (4) ways to mlmmlze‘

the burden of the collection of information on respondents mcludmg through 4
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the use of automated collection techniques, when appf‘Oprlate,andother ms o

of information technology. | ; o

Medical Devices; Current Good Manutacturmg Practice (C{QI\/IP] Quahty
System (QS) Regulations—21 CFR Part 820 (OMB Contro] ‘Num‘ber 0910—- o
0073)—Extension 4 , [ e

Under section 520(f) of the Federal ”Feod', Drug, andCosmetlc Act (theact) V

(21 U.S.C. 360j(f)), the Secretary of the Depaftmeht of Healthand HumanJ o

Services (the Secretary) has the authority to prescribe regulations requiring that

the methods used in, and the faciliiies andcontrolsusedfor, the man factu L

f %e safety and ™

n % o

performance of a device but not including an evaluatlo

effectiveness of a device), packing, storage, and mstallatlon of a dev1ce conform_ N

to CGMP, as described in such regulations, to assure that the deVICe W1H be S

l

safe and effective and otherwise i in comphance w1th the act

The CGMP/QS regulation implementing the authonty proVIded by thlS B

statutory provision is found at part 820 (21 CFR part 820) and sets forth basm A

CGMP requirements governing the design, manufacture packlng, labehng, e

storage, installation, and servicing of all finished medlcal dev1ces mtended for ’
human use. The authority for this regu]atlon IS covered under the act (21 U S C :
351, 352, 360, 360¢, 360d, 360e, 360h, 360i, 360], 3601 371 374 381 and |
383). The CGMP/QS regulation includes requirements for purchasmg and
service controls, clarifies recordkeeping requlrements for devme faﬂure and
complaint investigations, clarifies requirements for venfymg/vahdatmg -

production processes and process or product changes, and clarifies

requirements for product acceptance activities quahty data evaluatlons and

corrections of nonconforming product/quahty problems Requlrements are } o

compatible with specifications in international quadlty standards ISO ”



Systems Model for Quality Assurance in Demgn/ﬁevelopmenf Productlon

Installation, and Servicing.” CGMP/QS information coﬂectlons w111 a351st FDA‘

inspections of manufacturer compliance with quahty system requlrements B

encompassing design, production, installation, and serfiflcmg prooesses; o

Section 820.20(a) through (e) requires management w1th executlve -

responsibility to establish, maintain, and/or review these toplos The quahty R

policy, the organizational structure, the quality plan and the quahty system o

procedures of the organization. Section 820.22 refj;,iil‘ié:' the onducfaqd R
documentation of quality system audits and reaudlts Sectlon 820 25(b]
requires the establishment of procedures to 1dent1fy trainmg needs and

documentation of such tramlng

Section 820.30(a)(1) and (b) through (]) requn‘es m the fol]owmg |
respective order, the establishment, maintenance, and/Or documentatlon‘ of |
these topics: (1) Procedures to control design of class IIY and Class II devmes
and certain class I devices as listed therein; (2) plans for de31gn and N

development activities and updates; (3) procedures Jdentlfylng, documentlng,

and approving design input requirements; (4) prooedure” Yeflnlng deSIgn i

output, including acceptance criteria, and documenjgat};ﬂog)9{/*approved records;

(5) procedures for formal review of design results an_d’db'éunientation of i*esults

in the design history file (DHF); (6) procedures for Venfymg dev1ce deSIgn and | i o

documentation of results and approvals in the DHF; (7] prooedures for o
validating device design, including documentation of results 1n the DHF (8)
procedures for translatmg device de31gn 1nto productlon spec1f1cat10ns (9)

F

procedures for documenting, verifying validating approVed de31gn changes
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before implementation of changes; and (10) the records and references e o

constituting the DHF for each type of device.

Section 820.40 requires manufacturers to estabhsh and mamtam o

procedures controlling approval and distribution of reqmred documents and

document changes.

- Section 820.40(a) and (b) requires the establishrner;f and malntenanceof o

. B K . e - T e ﬂ«; R "y‘:‘&’ oo ot b e s, ,,w‘«J,,‘,.wgr‘yff,,».cw O
procedures for the review, approval, issuance and documentation of required

b
e

records (documents) and changes to those records.

Section 820.50(a)(1), (a)(2), (a)(3), and (b) \réqli‘i‘i*é‘s‘ ‘é}‘iéV‘é‘é‘téﬁl’i’s‘hiﬁéﬁf’éﬁ& o

FIRE 8 Ar

maintenance of procedures and requirements to ensure servrce and product o

quality, records of acceptable suppliers, and purchasmg data descrlbmg

specified requirements for products and services. =~ '

Sections 820.60 and 820.65 require, respectrvely, the estabhshment and
maintenance of procedures for 1dent1fy1ng all products from recelpt to V
distribution and for using control numbers to track surgrcal 1mp1ants and hfe-

, i
sustaining or supporting devices and their components

Section 820.70(a)(1) through (a)(5), (b) through (ej tg) 1) through (g)(3)

and (h) and (i) requires the estabhshment mamtenance and/or documentatron

of these topics: (1) Process control procedures; (2) procedures for verifyingor

validating changes to specification, method. ”pro“cessv ‘or‘*pvfa‘a’éau’féf r(él)\“ oo

procedures to control environmental conditions and mspectron result records

(4) requirements for personnel hygiene; (5) procedures for preventmg

contamination of equipment and products; (6) equrpment ad)ustment cleamng |

and maintenance schedules; (7) equlpment mspectlon records (8) equlpment

tolerance postings; procedures for utilizing manufacturmg materrals expected
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validation records for computer software and software changes

Sections 820.72(a) and (b)(1) and (b)(2)and 820. 75(a) through (c) Tequlre

topics: (1) Equipment calibration and inspection proceduresj' (2))“nation‘ai .
international or in-house cahbratlon standards (3) records that 1dent1fy
calibrated equipment and next calibration dates; (4 ) vahdatlonﬂprocedures and k

validation results for processes not Ver1f1ab]e by mspectlons and tests (5) -

procedures for keemng vahdated pro

for monitoring and controlling Vahdated pr ocesses; and (7) records of the o :

results of revalidation where nece531tated by process changes or devratlons ’ Q -

Sections 820.80(a) through (e) and 820.86, respectWely, require the S
establishment, maintenance, and/or documentatlon of these toplcs (1)
Procedures for incoming acceptance by inspection, test or other verlflcatlon

(2) procedures for ensuring that in-process products meet spec1f1ed

requirements and the control of product until 1nspectton ests are

rejection is conducted by inspections, tests or other Vel‘lflCatIOIlS (4)
procedures for, and records that show finished devrces meet acceptance o

criteria and are not distributed until device 1 master record (DMR) act1v1t1es are

_»Mry»:,»s',z [EORES

completed; (5) records in the dev1ce hlstory record (DHR) showmg acceptance )

A L

dates, results and equipment used; and (6) the acceptance/re]ectlon S

identification of products from 1 recelpt to mstallatmn and serv1c1ng

Sections 820.90(a), (b)(1), (b)(z) and 820 100 requn‘e respectwely, the O

R s T

establishment, maintenance and/ or documentatton of these toptcs (1) |

Procedures for identifying, recordmg, evaluating and d\ISPQS:}{l go f ‘, S

[N



nonconforming product; (2) procedures for rev1ewmg and recordlng

concessions made for, and disposition of, nonconformlng product (3)

procedures for reworking products, evaluatrng possrble adverse rework effect

and recording results in the DHR; (4) procedures and requrrements for

corrective and preventive actlons including analysis, 1nvest1gat10n

identification and review of data, records causes and results f}and (5) records o

RN

for all corrective and preventive action activities.

T O
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Section 820.100(a)(1) through (a)(7) states that procedures and

requirements shall be established and maintained for cprrey ‘ ve/ preventlve -

ocess,i wark,’
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actions, including the followmg: (1) Analysrs of data from

e

quality, servicing records; investigation of nonconformance causes (2)

identification of corrections and their effectiveness; (3) reco‘rd#ng of changes B

made; and, (4) appropriate distribution and managerlal rev1ew of correctrve o

and preventive action 1nformat10n : S j |

- Section 820.120 states that manufacturers sha]l estabhsh/rnalntam

s M‘M O

procedures to control labeling storage/ apphcatlon and exammatlon/release for

storage and use, and document those procedures.

Sections 820.120(b) and (d), 820.130, 820. 140 8 A1 W;”lSO(a) and fb)
820.160(a) and (b), and 820.170(a) and (b), respectlvely, requrre the
establishment, maintenance, and/or documentation of these tOplCS (1]
Procedures for controlhng and recording the storage exarnmatron release and
use of labeling; (2) the filing of labe]s/labehng used 1 ln the DT{R (3) procedures o

for controlling product storage areas and recelpt/ drspatch authorlzatrons (4)

procedures controlling the release of products for drstnbutmn,m ( 44)‘7d1str1}gut1ﬂor1fh

\A o

records that identify consignee, product date and control nu ﬁei{s‘;‘A and (6
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instructions, inspection and test procedures that are made available, and the

P P L e e s

recording of results for devices requiring installation. |

Sections 820.180(b) and (c); 820.1“1”‘81(a):“’{ﬁfbdﬁg“’”ﬁ‘;’(é‘f"'éﬁo.184(5}"”‘¥h£§ugh (f)‘f”’*“ /
and 820.186 require, respectively, the maintenance of records (l) That are
retained at prescribed site(s), made readily avallable and acce351b1e to FDA

and retained for the device’s life expectancy or for 2 years (2) '(hat are :

contained or referenced in a DMR con31st1ng of devrce process quahty ‘

44&7&

and regulatory requirements, and 1nclude manufacturlng and d1stributlon dates

E' H ’ .
of references, documents procedures and activities not spec1f1c to partrcular

devices.

[
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Sections 820.198(a) through (c) and 820. 200(a) and [d) respectlvely, N

E

require the establishment, maintenance and/or documentatmn of these toplcs

(1) Complaint files and procedures for receiving, rev1éW1ngxa d 'evaluatlng

complaints; (2) complaint investigation records 1dent1fymg the dev1ce
complainant and relationship of the device to the 1ncrdent (3] complamt

records that are reasonably accessible to the manufactunng snte or at prescmbed
sites; (4) procedures for performing and Verlfylng that dev1ce servrcmg B
¥ : SR
requirements are met and that service reports 1nvolv1ng complamts are

processed as complaints; and (5) service reports that record the devrce servme “
activity, and test and inspection data. SN

H
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Section 820.250 requires the establishment and malntenance of procedures

't

to identify valid statistical technrques necessary to verlfy process and product ‘

acceptability; and sampling plans when used, that are Wr en‘ and based on R

a valid statistical rationale, and procedures for ensurmfg adequ‘ate samph’ng A

methods.

The CGMP/QS regulation amends and revises the CGM'

o ader st

medical devices set out at part 820. It adds design and purchasmg c'ontrols I

modifies previous critical device requirements; rev1ses prevrous vahdatlonvand

other requirements; and harmonizes device CGMP requ1rements w1th quahty a

system specifications in the 1nternatronal standard 7SG
“Quality Systems—Model for Quality Assurance in Demgn* Development
Production, Installation and Servicing.” The rule does hot apply to M
manufacturers of components or parts of flmshed devmes nor to manufacturers
of human blood and blood components subject to 21 CFR part 606 Wlth o

respect to devices classified in class I, design control requ1rements apply only

to class I devices listed in § 820 30(a)(2) of the regulatlon

The rule imposes burdens upon frnrshed devrce manufacturer frrms whrch_ o

are subject to all recordkeeping requirements, and also upon flnlshed devweww o

contract manufacturer, specification developer, repacker and relabeler and R

contract sterilizer firms, which are subject only to reqmrements apphcab e to

their activities. Due to modlflcatrons to the guidance gn?en for remanufacturers R

H

of hospital single-use devices, reusers of hospltal srngle;use devrces w111 now
o i

be considered to have the same requlrements as manufacturers 1n regard to o

this regulation. The establishment, maintenance and/orfdocumentatmn of

procedures, records and data required by this regulatlon wﬂldassrst FDA in

determining whether firms are in cornphance wrth CGMP requlrements whrch

k

R
i
T

! equrrements for B
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are intended to ensure that devices meet thelr desrgn productlon labebng,

installation, and servicing specifications and, thus are Sate ettectrve and

L

suitable for their mtended purpose. In particular, comphance wrth CGMP

design control requirements should decrease the number of de31gn-re1ated |

device failures that have resulted in deaths and serious m]urlesw

If FDA did not impose these reoordkeepmg reqmrements 1t ant1c1pates
¥

that design-related device failures would « contlnue to oCcur 1n tbe same )

numbers as before and contlnue to result in a srgmflcant number of dev1ce

recalls and preventable deaths and serious injuries. M reover manufacturers o

would be unable to take advantage of substantlal savmgs attnbutable to
reduced recall costs, improved manufacturing efflcrenc‘y and improved ac'é'é"s“s S

to international markets through comphance with CGMP requlrementsﬂthat are

o A B B A ER S O Y st Tk \,.gz,(;,tw} S P R

harmonized with international quality system standards ’

The CGMP/QS regulation applies to some 8 254 respondents These i ”

recordkeepers consist of 8,188 original respondents and an estrmated 66

hospitals which remanufacture or reuse single use medrcal dev1ces ;EThey

include manufacturers, subject to all requirements and contract manufacturers

B N L T S e T R F L

specification developers, repackers/relabelers and contract sterlhzers sub]ect
only to requirements applicable to their activities. H05p1tal remanufacturers B

of single use medical devices (SUDs) are now defmed to be manufaoturers :

A x:t}»a

under gurdehnes issued by FDA’s Center for Dev1ces and R ‘,‘dlologlcaleeanIth s

(CDRH) Office of Surveillance and Biometrics. Respondent torthlssk’ ollectlon
have no reporting activities, but must make requ1red records avallable for e

review or copying during FDA 1nspect10n The regulatlon co/ talns addlt'% naIy'”: o

recordkeeping requirements in such areas as de51gn controI purchasmg,

installation, and information relating to the remanufactg‘fg Q:f, Swlnngle use .
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medical devices. The estimates for burden are denved from those mcrementa]

tasks that were determined when the new CGMP/ QS regulatlon became flnal
as well as those carry-over requ1rements The carry- over requn‘ements are
based on decisions made by the agency on July 16, 1992 under OMB PRA
submission number 0910-0073. This stlll prov1des vahd basehne data |

of approximately 2,833,020 hours. This figure also Consmts of approx1mately
143,052 hours spent on a startup basis by 650 new flrms

FDA estimates information collection burden 1mposed as foHows o r

Table 1 ——Estnmated Annual Recordkeepmg ABurden’

i e s TR DI RIS,

(S B e TUN A L w1 T e L

Total Oper-
21 CFR Section Number of Recordkeepers Annual Frequency per Record- Total Annual Hours Per Record Total Hours ating & h‘/)lam
keeping Records™ lenance Gost

820.20(a) 8,254 1 8,254 6.58 54,311
820.20(b) 8,254 1 8,254 4.43 38,565
820.20(c) 8,254 1 8,254 6.17 50,927
820.20(d) 8,254 1 8,254 9.89 81,632
820.20(e) 8,254 1 8,254 989 81,632
820.22 8,254 1 8,254 32.72 270,071
820.25(b) 8,254 1 8,254 12.68 104,661
820.30(a)(1) 8,254 1 8,254 1.75 14,445
820.30(b) 8,254 1 8,254 5.95 49,111
820.30(c) 8,254 1 8,254 1.75 14,445
820.30(d) 8,254 1 8,254 1.75 14,445
820.30(¢) 8,254 1, 8,254 23.39 193,061
820.30(f) 8,254 1 8,254 37.42 308,865
820.30(g) 8,254 1 8,254 37.42 308,865
820.30(h) 8,254 1 8,254 3.34 27,568
820.30(i) 8,254 1 8,254 17.26 142,464
820.30()) 8,254 1 8,254 2.64 21,791
820.4 8,254 1 . 8,254 8.91 73,543
820.40(a) through

b 8,254 1 8254 2.04 16,838
820.50(a)(1) -

through {a}(3) 8,254 1 8,254 21.9 180,763 $1,181,925
820.50(b) 8,254 1 ' 8,254 6.02 49,689
820 60 8,254 1 8,254 0.32 2,641
820.65 8,254 1 8,254 0.67 5,530
820.70{a)(1)

through (a)(5) 8,254 1 8,254 1.85 15,270
820.70(b) through

(c) 8,254 1 8,254 1.85 15,270
820.70(d) 8,254 1 8,254 2.87 23,689
820.70(e) 8,254 1 8,254 1.85 15,270
820.70(g}(1)

through (g)(3) 8,254 1 8,254 1.43 11,803
820.70(h)" 8,254 1 8,254 1.85 15,270
820.70(i) 8,254 1 8,254 75 61,905
820.72(a) 8,254 1 8,254 4.92 40,610
820.72(b)(1)

through (b){2) 8,254 1 8,254 1.43 11,803
820.75{a) 8,254 1 8,254 2.69 22,203
820.75(b) 8,254 1 8,254 1.02 8,419
820.75(c) 8,254 1 8,254 1.1 9,162
820.80(a} through

{e) 8,254 1 8,254 4.8 39,619
820.86 8,254 1 8,254 0.78 6,521
820.90{a) 8,254 1 8,254 4.95 40,857
820.90(b)(1)

through (b)(2) 8,254 1 8,254 485 40,857
820.100(a)(1)

through (a}(7) 8,254 1 8,254 12.48 103,010
820.100(b) 8,254 1 8,254, 1.28 10,565
820.120 8,254 1

8,254

045

o, 3,714




Table 1.—Estimated Annu\a‘lv'P'eeefa,keé )

21 CFR Section Number of Recordkeepers | Annual Frequency per Record- Total Annuaf Hours Per Record Total Hours a;l;gtgals‘ohg::n
keeping Records k tenance Cost
820.120(b}) 8,254 1 8,254 0.45 . 3,714
820.120(d} 8,254 1 8,254 0.45 3,714
820 130 8,254 1 8,254 045 3,714
820.140 8,254 1 8,254 6.34 52,330
820.150(a) '
through (b) 8,254 1 8, 2521 5.67 46,800
820.160(a)
through (b) 8,254 1 8, 254 0.67 5,530
820.170(a) :
through (b) 8,254 1 8, 2*54 15 12,381
820.180(b}
through {c) 8,254 1 8,2§4 1.5 12,381
820.181(a) s
through (e) 8,254 1 8,254 1.21 9,987
820.184(a) ;
through (1) 8,254 1 8,254 1.41 11,638
820.186 8,254 1 8,254 0.4 3,302
820.198(a) ¢
through (c) 8,254 1 8, 254 4.94 40,775
820.200(a) and
(d) 8,254 1 8, 254 2,61 21,543
820.250 8,254 1 8, 254 0.67 5,530
Totals . 2,833,020 $1,181,925

1 There are no capital costs associated with this collection éf’i’rﬁofmafiohi s e

S e e

F o g e ] -

Burden (labor) hour and cost estimates were orlgui‘ally developed Un qer

7,“ .
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FDA contract by Eastern Research Group, Inc. (ERG) m 1996 when the CGMP/

manufacturers under new FDA gu1dance Durmg the last report 1t was S

estimated that out of the 6,000 hospitals in the Unlted States one thlrd of them o
(or 2,000 hospitals) will reuse or remanufaeture smgle use medlcal devmes |
After investigations of many hosp1ta]s and the changes fn enforcements of

? - ?‘

FDA'’s requirements for hospltals the number of reuse or remenufactures of B

from 9,229 to 8,254. | | * - ‘j _'f;. '
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e Potentially affected establishments: Except for manufacturers not every
type of firm is subject to every CGMP/ Qs requrrement For example al] are U

subject to FDA’s quahty pohcy regulations (§ 820 20( )) document control

regulations (§ 820.40), and other requirements, whereas onlv manufacturers o

and specrflcatron developers are sub]ect to FDA s demgn{controls regulatrons

(§ 820.30). The type of firm subject to each requ1rement was

FDA estimated the burden hours (and costs) for the prevmusmCGMP

regulation in 1992. That estimate was submitted to OMB on May i, 1992 lt ’

its 1992 estrmate adequately represents labor hours (and costs) needed to
comply with previous CGMP reqmrernents ‘carried 0 over 1nto the new CGMlS/

QS regulation. The 1992 estimate used 9,289 respondents (rather than 8 254 -

respondents), which compensates for dlfferences in 'met ﬁ
FDA estimates that some 650 “new estabhshments (mav trng dev1ces for

the first time) will expend some 143,052 “development hours on a one trme |

fas Mdm°

startup basis to develop records and procedures for the‘C M QS regulatron T

FDA estimates that annual labor hours are apportlohed follows ”40

percent goes to requirements dealing with manufactunng specrflcatlons

process controls and the DHR; 20 percent goes to reqmrem deahng witk

2 Sy e e e T e o

components and acceptance act1v1t1es 25 percent goes to requ1rements deahng\ -

with equipment, records (the DMR and QSR) complamt lnvestlgatrons

labeling/packaging and reprocessrng/lnvestlgatmg product nonconformance

i R m;w,« B e T PR P B A S

and 15 percent goes to quality audit, traceebrllty, handlrng, drstrr‘butron, R

statistical, and other requirements.
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Dated: Z\ L& }OL{

o

February 10, 2004.°

Jeffrey Shuren,

Assistant Commissioner for Polidy. o Ao S ‘ . o
[FR Doc. 0477777 Filed ??-7?7-04; 8:45 am] L
BILLING CODE 4160-01-§ =~~~ oo LZ_. i




