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A. General Comments on Proposed Rule

(Comment 1) QMSR #|E~DfE7

FDA received many comments that express support for the proposed QMSR. Many comments made general
remarks supporting the proposed rule without focusing on a particular provision. Many comments agreed
with FDA's goal to harmonize the QMSR with an internationally recognized standard. Multiple commenters
agreed with FDA that this rulemaking will streamline regulations regarding quality management systems.
Some comments express support for the reduced administrative burden of complying with multiple
regulatory schemes. Other comments express support for the provisions of the rulemaking addressing risk
management. Some comments express hope that FDA's rulemaking sets an example for other regulators,
and expressed their desire that the rulemaking will inspire other regulators to follow a similar approach.
Some commenters opined that international harmonization would enhance competition and help remove
barriers to market access; another noted that harmonization will improve imported devices' compliance with
regulatory requirements; and some commenters noted that the rule will help to ensure safe and effective

devices.

FDA &, 22 &7 QMSR ~DOXFAKHTHLEL Da AL b 22TV £ L, £<Da Ay ML BED
FEICEREZYTHZ L, BAIRESFT 5 MR EREZERRTNET, Z<Da A M) QMSR % [H
%m_meMt%@kﬁﬁéﬁékwoFmA@EW FELE L, EEoa Xy M, ARIOFHAFEC
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B L. ZOBARIEMUOBRFENL BIC S RO T 7o —FIHE ) L OMRT 2 L 2L TWD Lk, —
DA Mg L, BRI ES it L, TT 7 B ADOREEEZ LY BR< DITHEILOEER L, 3l
D3 A MERRAEIZ, TN KV B ABIROBIHIZ A~ DN YEE SN D LR LT, £72, —foax b
BRRE L. ZON— I RERE TR Z IR T D DITESL D LR LT,

(Response)
FDA appreciates the public support for the proposed rulemaking. FDA notes that harmonizing the regulation
of devices will help provide safe, effective, and high-quality devices, contributing to public health through

timelier access for patients. FDA agrees that harmonizing regulations from different regulatory jurisdictions



will remove unnecessary duplicative regulatory requirements and may limit impediments to market access,
resulting in increased competition. Reducing barriers to patient access and increasing competition have the
potential to bring down costs as well. FDA believes that the more explicit integration of risk management
throughout ISO 13485 and incorporated into the QMSR will help best meet the needs of patients and users
and facilitate access to quality devices along with the progress of science and technology.

FDA %, BRI N HAIGIE ISR T 2 EROFHIEH L E 7T, FDA 1L, #WEEOHHIZMMmEE0 2 L%, &«
RETRRHIDOEE OB ORI BENLD XA L) =7 7B ATE DL X910 5 2 L TARS
ENZHEBRT 2 LRI L T\ 5, FDA IE, B 2 B A& EE Xk o Hii % E}?ﬂﬁl SED L TARLEREBE LTI
HERPERR S L, 157 7 B AOEERHIR S, £ OREBFDEAT D MRENH DS Z LICFAET 5, BET
I ADRERELHD L, BFEMLIELZ LT, 2 XA FHHIKTE 2 AlgetEnd v £3°, FDA 1, U AV EH
% 1S0 13485 (A TX Y HHEICHE L. QMSR (ZHlAATe Z & T UBE L2 —Y —D=— X & KR L
Bpidft otz & L BIZEME DGR ~DT 7 E AR TE 5 L EZEZTVET,

B. Scope i FA %

(Comment 2) #BfL - 2B —F% 2 F~DEH

FDA received several comments regarding the scope of the QMSR. One commenter acknowledged that this
rulemaking has not changed the scope of this regulation from the QS regulation, but suggested that FDA
does not have legal authority to extend the QMSR to components or parts of finished devices, should the need

arise.

FDA %, QMSR O&EIPFHIZEI L T\ oD a X v M aZ TR £ Lz, DX MEEEIL. ZoRAIEE
IZ L > CZOHEBIOFEPAND QSR MHAEE I TWNRWT & 2D 7=, FDA [JITMENE U5E12 QMSR
% SERE AR D T AR — R v N ROEICHEIE T D VERIMEIR S 22N T b BRI LT,

(Response)

FDA agrees with the portion of the comment that notes that the scope of the rule is appropriate and

unchanged from the QS regulation.

FDA disagrees with the portion of the comment suggesting that FDA does not have the legal authority to
extend the scope of the rule to components or parts of finished devices, should that become appropriate. FDA's
legal authority to promulgate the QMSR derives from its statutory authority to develop regulations to assure
that a device conforms to CGMP, to assure that the device will be safe and effective and otherwise in
compliance with the FD&C Act. See section 520(f) of the FD&C Act. Section 201(h)(1) of the FD&C Act (21

U.S.C. 321(h)(1)) defines a device to include any component, part, or accessory of that device. Thus, while

FDA's authority to promulgate quality systems regulations for devices extends to the components and parts
of those devices, FDA has chosen, in this regulation, not to require components and parts to comply with the
requirements of this rulemaking. FDA's determination not to extend this regulation to manufacturers of
components and parts does not preclude any contract between manufacturers that requires compliance with
this rulemaking and is consistent with Clause 0.1 of ISO 13485. This scope also is consistent with the previous

scope in the QS Regulation. See also section IV. Limiting the application of that authority to the finished
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products that are within the scope of this rulemaking, however, does not alter the broader authority granted
by the FD&C Act.
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(Comment 3) H—EREHE - BRIERE ERIGE~DOER

FDA received several comments regarding specific entities within and outside the scope of the QMSR. One
comment recommended that FDA should incorporate third-party servicers and refurbishers into the scope
of this rulemaking. Another comment recommended that FDA extend the scope of the regulation to any

entity required to register.

FDA (. QMSR D&EHBEANELVEHENDHEDIU T4 TAIZET AL OMDIAAVMEZTRYELTZ, $HDHIA
k&, FDA BN ORBIFIEDEHIZH —RN\—FT (DY —EH—LBAEEBEFHAADRESEEHEL-, Dot
VR TIE. FDA HRFIDEHFEEFRIADELH P HEEXRKICHERT 5L 5815 1=,

(Response)

FDA disagrees with the comments that recommend FDA change the scope of the regulation to include third-
party servicers and refurbishers. FDA has considered the comment's observation that ISO 13485 requires
manufacturers who require servicing to document those processes and verify that such requirements are met.
However, ISO 13485 does not impose the entirety of its requirements on third-party servicers or refurbishers,
and because the purpose of this rulemaking is both to harmonize with international standards where possible
and to retain the scope of the QS regulation, at this time FDA declines to incorporate third-party servicers

and refurbishers into this rulemaking.

FDA has also considered the comment asking the Agency to apply the QMSR rulemaking to all entities
required to register under section 510 of the FD&C Act (21 U.S.C. 360(h)). The Agency disagrees; the scope

of the QMSR and the scope of the registration requirements serve different objectives. Section 510 of the
FD&C Act requires all entities that manufacture, prepare, propagate, compound, or process devices to

register their establishments, unless that entity and/or its activities are exempted by section 510(g) of the


https://www.govinfo.gov/link/uscode/21/360

FD&C Act. FDA has determined that registering manufacturing entities is important, because knowing
where devices are made helps FDA to conduct both pre- and postmarket inspections, which help to ensure

that devices are manufactured in a safe and effective manner.

Section 520(f) of the FD&C Act addresses more activities than those enumerated in section 510, and makes
the entities participating in those broader categories subject to the QMSR. Entities who, among other things,
design, package, validate, manufacture, and store devices must establish and follow quality systems to help
ensure that their products consistently meet applicable requirements and specifications. Therefore, FDA
disagrees that it would be appropriate to use registration requirements to determine which entities are
subject to the QMSR.
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(Comment 4) EHIiEDF/NME

A comment asked FDA to discuss how the least burdensome concept was considered in the rulemaking.
AAVMERFERICEVTRVABODLBVVZZEDIIITEET S0 ZEERT HED FDA [TKRHT=,
(Response)

As FDA has explained in the guidance document entitled “The Least Burdensome Provisions: Concept and
Principles,” the least burdensome principles should be consistently and widely applied to the regulation of

medical devices to help remove or reduce unnecessary burdens so that patients can have earlier and



continued access to high-quality, safe, and effective devices (Ref. 12). This rulemaking to develop and use
standards published by international development organizations intends to converge and harmonize
international medical device standards, and it is consistent with the least burdensome principles stated in
the Agency's guidance document. As stated in the economic analysis, we believe this harmonization can help

reduce overall documentation burdens on manufacturers without compromising safety and effectiveness.

FDA 73 [/ VEAFRSRIE: &S FAl) LA X ALETHHL TS X HIc, BEN LY BREICRRE
ZIFoNb L), RUERAMEAEREE BT 572010, kAR Z ERIESROBENIC— & LA <
MT20ERHY 7T, EE TRENORRIRBERR~ ORI T 7 2 X (BZEICHK 12),  [EERBHIEHER
L > THRITENT- B EL BB L O T 27200 Z OBHIERIT. EEREERESLELZ S L THRMmEE5
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BT T2 DT, 2oL Y, etk Aot Re 5 2 L7 JUEEE O iR CE Lo aR
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(Comment 5) =Z>AR—F b - EREGEEE BB BT~ S HBIBGOHER

One commenter noted that while manufacturers of components or parts of finished devices are not subject to
this rule, FDA should direct such manufacturers to any and all specific regulatory provisions that
manufacturers of such devices should consider. Another comment requested that FDA define the term
“appropriate,” as that term is used in the QMSR to note that manufacturers of components or parts of finished

devices are encouraged to consider provisions of this regulation “as appropriate.”

HDHaAA NEREIL, BRLULEEERO A —3 0 N ERIFHMORIEET 1T Z OFA ORISR TIZ AW,
FDA 132D & 9 e sr OREEFE N BB T NEREDOHBIHEZ T X THRTOXLERNH D L Lz, Hlo
A NI, ERLIHEERO 2 AR — 3 P EIIEROREEE N Z oBEIORESY EYIC) REHToZ L
DIREFHSNTND E WS T & ART2HIZ QMSR TEFH SN TW A7, b)) &) HiE% FDA IZEF
DR 9RDT,

(Response)

FDA agrees that manufacturers of components or parts of finished devices are not subject to the QMSR. We
also note that, although the scope of the QMSR remains unchanged, FDA has the legal authority to inspect
component manufacturers under the FD&C Act should the need arise. However, FDA encourages
manufacturers to consider provisions of this regulation as appropriate. FDA declines to specify in this
rulemaking the specific provisions “appropriate for” manufacturers of components or parts of finished device.
FDA encourages manufacturers of components and parts of finished devices subject to the QMSR to also
review this rule and consider its provisions as guidance, and to develop and follow processes and procedures
aligned with the current best practices for manufacturing and designing that are applicable to such
component or part. Voluntary compliance with the QMSR will provide manufacturers of components or parts
of finished devices a framework for achieving quality throughout the organization. FDA notes that because
ISO 13485 clarifies the term “as appropriate” in section 0.2, “Clarification of concepts,” in the manner

requested by the commenter, we do not need to add such a definition to this rule.
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ICHRETT D 2 EELER L CTWET, FDA X, B L7cER 0 2 R —x v b E s o fhE 1 )72 )
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REBINTHMET RN EFEHLTOET,

(Comment 6) 15013485 &M FEA~D %L

A commenter asked for examples of a clause in ISO 13485 conflicting with a provision of the FD&C Act
and/or its implementing regulations, where FDA would consider the FD&C Act and/or its implementing

regulations to control.

OAVNRRREIL. FDA A FD&C EHLWEITZFDERBHIZRH R EALT ., FD&C EZBLV/EIEZZEFD
ERFORMEEFET S 1SO 13485 DOEEDHZERDHELT-,

(Response)

In response to the comment seeking clarification about how FDA will address any conflict between a clause
of ISO 13485 and any provision of the FD&C Act, FDA notes that, to the extent that any clauses of ISO 13485
conflict with any provisions of the FD&C Act and/or its implementing regulations, the FD&C Act and/or its
implementing regulations will control. Elsewhere in this rulemaking, FDA gives two such examples: (1) the
definitions of “device” and “labeling,” in sections 201(h) and (m) of the FD&C Act, respectively, supersede the
correlating definitions for “medical device” and “labelling” in ISO 13485; and (2) although ISO 13485 often
refers to “safety and performance” as a standard to measure medical devices, we have clarified in response
to Comment 51 that FDA construes “safety and performance” in Clause 0.1 of ISO 13485 to mean the same
as “safety and effectiveness” in section 520(f) of the FD&C Act.

When there is a conflict between regulations in part 820 and a specifically applicable regulation located

elsewhere in Chapter I of Title 21 of the CFR, the regulations that specifically apply to the device in

question supersede other generally applicable requirements that conflict. A reader should not interpret this
provision to mean that the specifically applicable regulation renders the rest of the part 820 regulation
completely inapplicable; the generally applicable part 820 regulations apply to the extent they do not

otherwise conflict with the specifically applicable regulation.

ISO 13485 MEIEE FD&C ENHTELDEBDFEIZ FDA NED LS T 2 DN THERFEILERH B4
UMIBA T, FDA [X.1SO 13485 MEIEA FD&C ZEDHRELFETHRYICEWNTIE, /FIEXZDEHEIRRH.

FD&C iEB S W/FEIETZDEMRBRFINEBELET . CORBIFIEDMDENRT, FDA [FZDX573HI%E 2 DEF
TWET, (1) FD&C EDEI 3> 201(h) & (M) [THITRTHERIEISNILIDEREX. FhEF N ISO 13485 D
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[EEESR IBIUISRNIVT IOBRESTIERICELLET .. (2)1SO 13485 [IEEMBFATT H=HDHREL
LTIReMEMaEIICL<ERLTULET A, a4V 51 AMEIZELT.FDA £ 1SO 13485 M 0.1 \EI—f% ]

DI ZEMEEMRE 1F FD&C ED I3y 520(f) DILZeEEEHMEIERICEKRTHAEMIRLTLNDEEBRALM
IZLZEL=.

/X—bk 820 M#FHE.CFR 24MIL 21 DFE 1 EQMDBHICHI4FISEASNIAHEDRIZFELHDIHE.
FIREDHRI I CERINSRFN. FETIMO—BRNISERASNIBEHICBELET . ZBE.COFEZ. 4
[SEASNBIRFZE>T/S—k 820 BHDEYDIAMNTELITEASNGEDIIEEZEKRTELDEMRTRET
FHYFEETA, —REISERINS Part 820 OEHIE. FICERASNARFIEFBE LAEVGERTERINET .

C. Incorporation by Reference ZMBIZ&k 2 HAH

(Comment 7) 1S013485 M#HAAH . MDSAP LD FE

FDA received several comments opining that, for various reasons, it is inappropriate for FDA to incorporate
ISO 13485 by reference. Some of those comments claim that the standard is not meant to establish
regulatory requirements. Others suggest that ISO 13485 is inconsistent with the MDSAP, and thus

utilizing ISO 13485 to set regulatory requirements creates a conflict with that program.

FDA &, SEISFLEAMND, FDA H¥ 1SO 13485 2SHBEL THARL ZEFFTBEUTHALEDERZLKONZ
(TERYELIz, CHODIAVDARIZE, CORBIIRFNEGETHEILTHIEEEMELTULVEND, EFRTDADNE
¥, 1SO 13485 (X MDSAP EFELTULVST=8. I1SO 13485 #FIAL THRHEIBEHEZRET L. TDTOTILE
DFENELEIERETEALNET,

(Response)

FDA disagrees with the comments. Incorporation by reference is used primarily to enable Federal Agencies
to give legal effect to privately developed technical standards or materials that are published elsewhere.
Congress authorized incorporation by reference in the Freedom of Information Act (5 U.S.C. 552) to reduce
the volume of material published in the Federal Register and CFR (see 5 U.S.C. 552(a) and 1 CFR part 51).

The legal effect of incorporation by reference is that the material is treated as if it were published in the

Federal Register and CFR. This material, like any other properly issued rule, has the force and effect of law.

FDA is utilizing the standard appropriately to form the basis of regulatory requirements. FDA notes that
manner. In addition, ISO 13485 instructs that “this International Standard can also be used . . . to assess the
organization's ability to meet customer and regulatory requirements . . .” (Ref. 1), at Clause 0.1. ISO 13485
acknowledges that there may be different applicable regulatory requirements for any individual jurisdiction.
For example, Clause 0.1 of the standard states with respect to definitions, “the definitions in applicable
regulatory requirements differ from nation to nation and region to region. The [manufacturer] needs to
understand how the definitions in this International Standard will be interpreted in light of regulatory

definitions in the jurisdictions in which the medical devices are made available.”

FDA also disagrees that incorporating ISO 13485 creates a conflict with MDSAP.
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MDSAP sets ISO 13485 as its core requirements, but MDSAP also allows for additional country-specific
requirements for each jurisdiction that uses the standard. FDA is acting consistently with that flexibility by
incorporating ISO 13485 with the additional requirements appropriate for compliance with the FD&C Act
and its implementing regulations. FDA notes that it intends to assess its policies, procedures, and guidance
documents, including any documents that address the MDSAP program, which may be impacted by this

rulemaking and where appropriate may amend such documents in accordance with applicable procedures.
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(Comment 8) 15013485 DA+ &4+

Several commenters noted the manner in which the current rulemaking impacts their compliance

obligations in the following ways:

(1) some commenters asked FDA to confirm that compliance with the QMSR satisfies ISO 13485

requirements;

(2) other commenters asked FDA to confirm that compliance with ISO 13485 demonstrates compliance with
the QMSR; and

(3) additional commenters asked FDA to clarify whether compliance with the QMSR demonstrates

compliance with other countries' regulatory requirements.
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(Response)
FDA responds to the commenters according to the numbered questions outlined above:

(1) FDA partially agrees with the comment. FDA agrees that harmonizing part 820 with ISO 13485 by
incorporating ISO 13485 by reference will create an aligned set of requirements, instead of two different ones.
The redundancy of effort to comply with two substantially similar requirements creates inefficiency. To
address this inefficiency, we are incorporating by reference ISO 13485 requirements in the QMSR. FDA
expects that compliance with the QMSR will largely satisfy the standard set forth at ISO 13485. See also

Comment 79.

(2) FDA disagrees with the comment and confirms that compliance only with ISO 13485 does not fully satisfy
the QMSR. With the incorporation of ISO 13485 in the QMSR, the requirements of ISO 13485 become the
foundational requirements for device CGMPs. FDA has added limited additional requirements to the QMSR
where appropriate, and thus device manufacturers must meet those additional QMSR requirements in
addition to those set forth in ISO 13485 (see e.g., § 820.10(b)(1) through (iv)). Any additional requirements
are intended to help manufacturers satisfy requirements within the FD&C Act or other FDA regulations.
FDA also refers the commenter to FDA's response to specific comments more fully set forth later in this
rulemaking. FDA notes, as is stated elsewhere in this rulemaking, that manufacturers are responsible for

complying with all the applicable requirements of the FD&C Act and its implementing regulations.

(3) It is inappropriate for FDA to take a position in this rulemaking on whether compliance with ISO 13485
will meet any other jurisdiction's regulatory or statutory or legal requirements. As stated above, FDA
cannot provide any assurances that meeting the QMSR or ISO 13485 demonstrates compliance with any

other regulatory authority's requirements.
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(Comment 9) 18013485 MBELTLAHIEOHEL

Commenters inquired whether incorporating ISO 13485 by reference also means that FDA is incorporating

any of the additional standards referenced in ISO 13485.
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(Response)

In response to comments received, in this rulemaking, FDA is incorporating Clause 3 of ISO 9000, in

addition to ISO 13485, by reference. Therefore, consistent with Clause 3 of ISO 13485, unless otherwise
specified in this rulemaking, the terms and definitions given in Clause 3 of ISO 9000 apply. Aside from
Clause 3 of ISO 9000, FDA does not, in this rulemaking, incorporate ISO 14971 or any other standards
referenced by, or listed as a source in, ISO 13485, but acknowledges that these other standards may be

helpful in understanding application of ISO 13485.
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(Comment 10) 1S013485 [ZEAM N TLVAEEEDHHLY

Comments suggested that FDA should not utilize any notes included in ISO 13485 as statutory

requirements.

OAVKRE, FDA (X 1SO 13485 [ZEFENAIWLHELFERELENEGHELELTRHRTRETIIGWETRELEL-,



(Response)

FDA agrees with the comment that the notes do not set forth statutory or other legal requirements.
However, the notes provide an explanation for the provisions of ISO 13485, and those explanations can be

helpful for understanding those provisions.
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One comment recommended that FDA incorporate only certain sections of the ISO 13485 introduction,
which the commenter described as “key parts” of the introduction. In particular, the comment requested
that FDA clarify whether FDA intends to incorporate Clauses 0.1 (General), 0.2 (Clarification of Concepts),
and 0.4 (Relationship with ISO 9001) of the Introduction to ISO 13485.
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(Response)

FDA disagrees with the comment recommending that FDA incorporate only certain sections of the ISO
13485 introduction. This final rule incorporates the entire introduction from ISO 13485, which sets forth
important concepts. FDA confirms that the QMSR incorporates ISO 13485:2016 by reference, including
Clauses 0.1 (General), 0.2 (Clarification of Concepts), and 0.4 (Relationship with ISO 9001) of the

Introduction of the standard.
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(Comment 12) QSR 820.100(a)(6)(7): RERIZED (NER) FIEEA~DIEE, DL

One commenter recommended that FDA retain in the QMSR § 820.100(a)(6) and (7) from the QS
regulation, and noted that these provisions are not specifically listed in ISO 13485. The commenter stated
that retaining these provisions was both important and beneficial to a quality management system to
ensure that information related to quality problems or nonconforming product is disseminated to those

directly responsible for assuring the quality of such product or the prevention of such problems.
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(Response)

FDA agrees that § 820.100(a)(6) and (7) of the QS regulation, which require that information related to
quality problems or nonconforming product is disseminated to those directly responsible for assuring the
quality of the product or the prevention of such problems and that relevant information on quality
problems, as well as corrective and preventative actions, is submitted for management review, are not
specifically listed in ISO 13485 but disagrees that the substance of those provisions is not accounted for in
ISO 13485 and, thus, in the QMSR. Clauses 8.2.2, 8.5.2, and 8.3.1 of ISO 13485 address investigations of
complaints, sharing relevant information between the organization and any external party involved in the
complaints, determining the need to investigate nonconformities and any need to notify an external party
responsible for a nonconformity, and evaluating any need for actions to ensure that nonconformities do not
recur. Also, FDA notes that use error may be a type of nonconformity and may require investigation, as

appropriate.

Nonconforming product discovered before or after distribution should be investigated to the degree
commensurate with the significance and risk of the nonconformity, consistent with Clause 8.3 of ISO 13485
and its subclauses. At times an in-depth investigation will be necessary, while at other times a simple
investigation, followed by trend analysis or other appropriate tools will be acceptable. Consistent with
Clauses 8.2.5 and 8.2.6 of ISO 13485, among other things, the requirement for measurement and
monitoring applies to process and quality system nonconformities, as well as product nonconformities. For
example, if a molding process with its known capabilities has a normal 5 percent rejection rate and that
rate rises to 10 percent, an investigation into the nonconformance of the process must be performed. We
also note that, consistent with Clause 8.3.2 of ISO 13485, acceptance by concession of nonconforming
product is allowed only if “justification is provided, approval is obtained and applicable regulatory
requirements are met.” FDA believes that the justification should be based on scientific evidence, which a
manufacturer should be prepared to provide upon request. Concessions should be closely monitored and not

become accepted practice.
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(Comment 18) ZEDEKEHE

Commenters suggested that the QMSR does not emphasize the importance of ensuring that personnel who
perform verification and validation be qualified and trained, as set forth at § 820.20(b)(2) of the QS regulation.
One commenter noted that ISO 13485 does not include the term “special process” and recommended that the
QMSR use that phrase, as the commenter believed that phrase is set forth at § 820.75(b)(1) of the QS

regulation.
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(Response)

FDA agrees with the commenter that it is important to have competent personnel to conduct validation
activities and adds that one of the principles on which the quality systems regulation is based is that all
processes require some degree of qualification, verification, or validation, and manufacturers should not
rely solely on inspection and testing to ensure processes are adequate for their intended use. FDA considers
Clause 6.2 of ISO 13485 to capture the intent of the previous § 820.75(b)(1) adequately, by requiring that
any individuals doing work that impacts quality should be competent on the basis of appropriate education,
training, skills, and expertise. Examples of such individuals may include internal and external personnel
performing work impacting product quality, full-time and part-time personnel, contractors, and/or

consultants. All education, training, skills, and experience of employees need to be carefully recorded.

FDA disagrees that it is necessary to keep the language of § 820.20(b)(2) from the QS regulation in the
QMSR to maintain the requirements of the section, which are addressed by Clause 6.2 of ISO 13485. FDA
also agrees that the term “special process” does not appear in ISO 13485 but would like to clarify that the
phrase “special process” does not appear in § 820.75(b)(1) of the QS regulation, and thus, no additional

changes to the rule are necessary to address this comment.
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(Comment 14) #HGEOFRE

One commenter recommended that FDA retain in the QMSR the provisions of the previous § 820.150, as
the commenter suggested that ISO 13485 lacks requirements to prevent a manufacturer from using an

obsolete product.
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(Response)

FDA agrees that the specific language from the previous § 820.150 does not appear in ISO 13485 but disagrees
that the same concept is not covered within ISO 13485. Specifically, Clause 7.5.11 of ISO 13485 allows a
device manufacturer to have the flexibility to use a risk-based approach to develop a process to preserve
conformity of devices to requirements during processing, storage, handling, and distribution. FDA
emphasizes that this process should take into consideration that a nonconformity may not always rise to the
level of a product defect or failure, and we note that a product defect or failure will typically constitute a
nonconformity. This process should ensure that devices distributed conform to established distribution

criteria and are not otherwise obsolete.

More broadly, we note that one objective of the QMSR 1is to correct and prevent poor practices, not simply
bad product. Consistent with Clauses 8.1, 8.2.4, 8.2.5 and 8.2.6, FDA expects that correction and prevention
of unacceptable QS practices should result in fewer nonconformities related to product. These and other
provisions of the QMSR address problems within the QS itself. As additional examples, FDA expects that a
QMSR-adherent QMS will identify and correct improper personnel training, the failure to follow

procedures, and inadequate procedures, among other things.
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One commenter suggested that FDA maintain the titles and subparts of the QS regulation, which the
commenter further suggested would avoid the need to substantially modify existing cross references and

citations within industry and Agency systems.
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(Response)

FDA disagrees with the comment and suggestion. The titles and subparts have been modified as set forth
in the codified language to be consistent and to harmonize with the terminology in ISO 13485. Thus, this
rulemaking titles part 820 “PART 820 QUALITY MANAGEMENT SYSTEM REGULATION” and includes
Subpart A—General Provisions, and Subpart B—Supplemental Provisions. Subparts C through O of the QS

regulation have been removed and reserved.
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(Comment 16) 1S013485 ET~D %L

Several commenters inquired as to how FDA intended to manage updates to ISO 13485, and some
commenters suggested that FDA utilize this rulemaking to communicate in advance its plan for managing

any future revisions to the standard.
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(Response)

FDA agrees that ISO 13485 will likely be updated, but disagrees that this rulemaking is the appropriate
instrument for addressing how FDA will address any such future revisions. Any future revisions to this
standard would need to be evaluated to determine the impact of the changes and whether the QMSR
should be amended. If deemed appropriate, FDA will update this regulation in accordance with Federal
law, including the Administrative Procedure Act (5 U.S.C. 553), and obtain approval of any changes to the
incorporation by reference in accordance with 1 CFR part 51. Also, FDA actively participates in the ISO
technical committee responsible for ISO 13485 (ISO TC 210). As a participant in ISO TC 210, we are

actively monitoring and engaged in the process of making changes to the standard.
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(Comment 17) QSR [£1S013485 [ZEELLTWWADO THRETIEFE. (2L T

FDA received a comment disagreeing that a revision to part 820 was needed given the similarity of the

requirements between ISO 13485 and the QS regulation.
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(Response)

FDA recognizes that the effort necessary to comply with two substantially similar requirements can lead to
some potential redundancy and inefficiency. To reduce this potential for inefficiency while retaining the
same high standards for safety and effectiveness for medical devices, we have incorporated by reference
ISO 13485 requirements into part 820 so that compliance with ISO 13485 and the new QMSR would more
closely align. Although the requirements under the QS regulation were effective and substantially similar
to those in ISO 13485, incorporating ISO 13485 by reference furthers the Agency's goals for regulatory
simplicity and global harmonization and should reduce burdens on regulated industry, thereby providing

patients more timely access to safe and effective medical devices.

FDA [£.2 DOEREMICHELLI-EHICENT B-OCHEBELRE AN, BENGTTRELIES TSI OEASAEE
HERBHIIEERELTVET, EEEBRORLELAMEIIOVTRILEVWEELMHIFLAELNS, COEDEDT

BEMEZ BRI T H726I2,.1SO 13485 £#HLLY QMSR ~DEMMN LY FHEIZ—T 5L, 1SO 13485 DEHES
BBICEKY/N\—k 820 [CHIARAAFELTz. QSR ICEIKEHIIHRMTHY. ISO 13485 DEHLEBRITELBILT
WVELFAY, ISO 13485 S RICKUMHARAL LT, RAIDERILEHAMGRFMEVNS BT O BEFEMNEESI ., R
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TR RERDRBEIERESN, TNICEOTEELNLYFM L —ICRETHRNGERBBZICT IR TESELIIC
BTYET,

(Comment 18) QSR MEH% SO 13485, QMSR [ZwyE T _E (ZH LT

Commenters suggested that, in this rulemaking, FDA map the requirements of the QS regulation to ISO
13485 and/or the QMSR. Comments noted that ISO 13485 differs in wording, phraseology, and
organization from the QMSR.

OAVNERREIL. COMBMERIZHE T, FDA A QSR NDEH% 1SO 13485 HLU/FE=IX QMSR 23 vEVY
FTHEFRELELz, OAVNTIE,ISO 13485 (XAE. RIE. #AH QMSR EIFELS L ERLEL-,

(Response)

FDA agrees with the comments that note there are some differences between the QS regulation, the QMSR,
and ISO 13485, but disagrees with the comments that suggest FDA should map the requirements of the QS
regulation to ISO 13485 and/or the QMSR. The QMSR replaces the QS regulation, and FDA disagrees that
providing a 1-to-1 comparison of the former regulation would be useful to understand and comply with the
new QMSR. The concepts and requirements contained in the QS regulation, when viewed holistically, are
contained in ISO 13485. However, ISO 13485 is organized differently from the QS regulation such that
providing a direct comparison of the former QS regulation to the QMSR would be cumbersome and not a

useful tool to help firms comply with this rulemaking.

The QMSR requirements are, when taken in totality, substantially similar to the requirements of ISO
13485. Where FDA's statutory framework requires additions to ISO 13485, these requirements are
generally consistent with the overall intent and purposes behind FDA's regulation of QMSs. This
rulemaking does not fundamentally alter the requirements for a QS that exist in either the former QS
regulation or the new QMSR. This rulemaking harmonizes the QS regulation with the QMS requirements
of ISO 13485, while continuing to provide the same level of assurance of safety and effectiveness under the

FD&C Act and its implementing regulations.

FDA [%. QSR. QMSR., & 1SO 13485 DREIZLDOHMDEWSHDIEFIETE T HIAVMIRAE LTI A,
FDA A QSR DE#% 1SO 13485 H&LU/ET=IX QMSR IZRVEL T T ERENHDETETHIAAVMIIFRAE
LEHA. QMSR I QSR IZKRHZEDTT A, FDA (&, LIBTOEHIE 1 Xt 1 OLLEFIRETHIEAFHLL
QMSR Z#EfELTETFTADICRIDEVSERICAIELEFRA. QSRICEFNIMILEHR L. LEMICREL
ISO 13485 [ZTEFENTULVET , 7=12L.1S0 13485 (& QSR LITEHEZERIZIE>TLNST=6, LIFTD QSR &
QMSR Z#E#ELETIDEEETHY. Z5TEHYFELA, hik. DENCORAFHEICENT ZD(RIDOE
MEY—ILTT,

QMSR E#IL, £KELTRSE.1S0O 13485 DEHLIFIZFELITT , FDA DEEZMEAH 1SO 13485 ~DIEHD
ZERLTWRIEE. CNODEHIEI—HEIZ. FDA ® QMS REDERIZHILAMLERBSLIVEMIZERHLT
WET ., COMBIFIEIL, LETID QSR F1=IEHLLY QMSR DWLWTIMIZHEHLETS QS DEHERANICEET
53D TIEHYFETA., ZORBIFIFEIZEY. QSR & 1SO 13485 M QMS EHA T LRI, FD&C EH &
VZFDEERFIEIVTRLALDOREHEEEMNREIESNEITET .



(Comment 19) JAOEE

FDA received several comments regarding the role of risk and risk management in the QMSR. Some
comments agreed that the embedded risk management concepts present in ISO 13485 emphasize risk
management throughout the total product life cycle, while another disagreed that ISO 13485 requires a
complete risk management system. One comment suggested that FDA's guidance documents addressing
risk management may conflict or overlap after this rulemaking. Another comment suggested that FDA is

shifting its focus to speed of access, rather than quality of devices.

FDA [&.QMSR [ZHITBVRIEVRVEBDZRENCEL T O DIAVMEZIFEYELTz, 1SO 13485 [ZHA
RENTIRVEBBENERTA TV AL EEKICHIZDIRIVEBEERL TSI LICRIET a4V MHNIE,
ISO 13485 MNEEHYRIVEBI AT LEFERLTNWAZLIZRAELEWNIAVMHYELT-, HBIAAVNE URY

EE(CHNT D FDA DHAFVAXEN. CORBIFIERICFBEETEETIAREENHHEETRELELT,
ADAAUE, FDA HNEBOREFIVETIERADEEICESREZBLTNDIEEFRELELS,

(Response)

FDA disagrees that it has changed its primary objective; FDA's expectations associated with risk
management remain consistent: providing reasonable assurance of safety and effectiveness through the
appropriate regulatory processes. FDA agrees that the embedded risk management concepts present in ISO
13485 emphasize risk management throughout the total product life cycle. Although the integration of risk
management principles throughout ISO 13485 does not represent a shift in philosophy, the explicit
integration of risk management throughout the clauses of ISO 13485 more explicitly establishes a
requirement for risk management to occur throughout a QMS and should help industry develop more
effective total product life-cycle risk management systems. Effective risk management systems provide the
framework for sound decision making within a QMS and provide assurance that the devices will be safe and
effective (see section 520(f) of the FD&C Act). The QS regulation explicitly addressed risk management
activities in the former § 820.30(g) (21 CFR 820.30(g)). In adopting ISO 13485, the QMSR incorporates risk

management throughout its requirements and explicitly emphasizes risk management activities and risk-

based decision making as important elements of an effective quality system (see e.g., Clauses 4.1, 7.1, 7.3,
7.4,7.5,7.6, and 8.2 and certain subclauses therein of ISO 13485).

FDA also disagrees that ISO 13485 does not require a complete risk management system. Because the
standard is intended to guide development of a quality system to meet regulatory requirements for medical
devices, the ISO prioritizes that an effective quality system systematically identify, analyze, evaluate,
control, and monitor risk throughout the product life cycle to ensure that the devices they manufacture are
safe and effective. This includes the review and update of risk documentation when a manufacturer
becomes aware of previously unforeseen risks or new information that suggests that known risks need to be

updated to ensure appropriate control measures are implemented.

In response to the comment suggesting that FDA's guidance documents may need to be reevaluated after
this rulemaking, FDA notes that it intends to assess all of its policies, procedures, regulations, and

guidance documents that are impacted by the QMSR, and make conforming revisions, as appropriate.


https://www.ecfr.gov/current/title-21/section-820.30#p-820.30(g)

FDA &, ZDELBMAERSINIZCLICRBLTLVEL, YRVEEICEEYT S FDA OEAFIEI—ELTHY. #E)
BRHEITORZRBLTREMEENHEDEEMTRIEZRMLET ., FDA (X.1S0 13485 [CHARAFENTZURY
EEPENHRTIIVAIILERITHIHIRVEBEEZERLTVSILICRAELE T, 1SO 13485 £KITHi=51)
AOBEBRAOHEESITEZDOEILERTEDTIEHYFEE AN, ISO 13485 DFIELEKIZHT=DIRVEED AR
IS (X, QMS R TITHNDIRIVEBEDEH & LYRRKICHEIIL, ERNLYSRNGRARETIOICKZID
ET T, MR LBHERSATHAIIWVIRIVEBI AT L, HRNGZIRIVEBIATLIE. QMS ATREHE
BREDIHDIL—LT—UZRBL. BBENLETHRMTHLSILERIILET (FD&C EDEYar 520(f)
#2M8), QSR IL. LIETOE 820.30(g) (21 CFR 820.30(g)) Design Validation ] T RS EIR;EEZBARAIZERY £
[FTULVELTz, 1SO 13485 #HRATHIZHTzY. QVMSR [EZDEHLKIC) RV EBEFHAAATEY . RN
BUORTLDEEBERERELTIRVEEEEFEVRYICECERRTEZHARMIZEFALTLET (: 1SO 13485
DFEE 41T —REREIE], 7R SREBROFE], 7.3M&E AR 74TBE ) 75EERUY—ERDIRE ],
76 EREBFERVATERFOERE | BLUB2IERARVAE] BLXUZTOHRDORENHIREESH),

FDA [3&F7=.1SO 13485 NEEQIRVEEI AT LEERLTLVVEVNEL S RICLRAELFRA. CORKIE.E
BRBORNESEH-TREVATLORAREAANTEHILLBEMELTSH. ISO X NRMLGRELRT
LOREDTATH AN EEEBLTERRIMIZURIZNRE . 24, FHE. FIE, BERL. ERMBRI/ERICRETH
BILHERITHILEEBELTVET, HoNEETIELEDERETHRNTT, ChIZE. BEEENINETT
HLTWVEMN )R B EEEEEZHEICER T A-OICBRMDVRVEEHTILENH A LERET
SHLWMERERELIZEETD  VRIXEDLEL—LEFNEFENFT,

CDIRBIFIERIZ FDA DHAFUANELZBEMTEILELHINBLLNENIEERET B4 MG AT, FDA
(L. #EYHIEE . QMSR DEEFZ(THTRTORYL—, FlE. REl. A5 ANXEZTHEL., ThIEETHH
STE1T5 23U TH A LR T,

(Comment 200 =EIFAE. FIHLE

One commenter noted that ISO 13485 separates the terms “corrective action” and “preventive action,”
suggested that FDA should not combine the two concepts in the QMSR's corrective action process, and
further suggested that use of the term “Preventive Action” in ISO 13485 is not consistent with FDA's

previous use of that term.

HBHAAMETEE L. 1SO 13485 TIEIRENE |ETFHANE IEVLVSHENSBESN TS EFERL. FDA (X
QMSR DR ELETOLRIZEWNTIN 2 DOWEEHAEHEIRETITALEREL, 5[ ISO 13485 TD
T BRHLE I EWSFHEDFEARITZFDAED FDA OLIETOERAL—ELAL L=,

(Response)

FDA agrees with the portion of the comment that notes that ISO 13485 has one Clause outlining
expectations regarding corrective action (Clause 8.5.2) and has another Clause outlining the expectations
regarding preventive action (Clause 8.5.3). FDA has incorporated the corrective action and preventive
action requirements of ISO 13485 by reference into the QMSR and disagrees that it has combined the two
subjects in the manner the commenter describes. In the QS regulation, FDA's prior interpretation of the
term “preventive action” did not apply solely to preventing recurrence of quality problems, and we disagree

that adoption of the definition in ISO 13485 represents a change in expectation. FDA continues to believe



that it is essential that the manufacturer establish procedures for implementing corrective action and
preventive action, and that these procedures must provide for control and action to be taken on quality

systems, processes, and products with actual or potential nonconformities.

The degree of corrective or preventive action taken to eliminate or minimize actual or potential
nonconformities shall be appropriate to the magnitude of the problem and commensurate with the risks
encountered, and includes processes such as developing procedures for assessing the risk, the actions that
need to be taken for different levels of risk, and the methods that correct or prevent the problem from

recurring.

FDA notes that, as more fully set forth in section V.D., FDA utilizes many of the definitions in ISO 13485 and
ISO 9000 to harmonize the QMSR to the greatest extent possible with ISO 13485 and to reduce the potential

for misinterpretation of the QMSR requirements.

FDA %, 1SO 13485 (Zid/& EAEIZET 2] AR5 1 DD5RHE (8.5.2 1) &, THIAEIZET 2 HIfT
T HBI0OSME (8.5.3 H) b D &%ﬁﬁ7:xy%®%“:mgbiﬁoquisowms@%mﬂ
& & TRHALEDOEM A2 S IRIZE Y QMSR ICHAAATHWETR, I A2 MERENHHT 2 HET 2 20E
BEMAEDED Z L :iﬁ%bi@hoanuawCT%%ijkwﬁﬁﬁmﬁﬁéF%A@u%@%%
X, SEMEOFRGIEOAITHEA SIS O T2 <, 1SO13485 TOERDEANFRFOLE T A EKT 5 &
WS Z IR BRI L EH A, FDA I, %E%ﬁﬁ%?@ & PRHAVE % Fhi 5 72D O FEZ T 5
_k#TTKT&@\_ﬂamiwi FERCAE A TR RAREE R HDHMEV AT A, TrkEA B
L O ﬂbf@%méﬁﬁkkp%ﬂmbﬁ&ni@bﬁwk%%mérbfwi#

FEERO F T ITIBAER 72 AN & & HERR £ 7213/ NRICHN 2. D (ZH D 5 R EALE F 721X PR ALE OFERE L, [
OB ChH Y | BT 25U 27| aok%ﬂﬁﬁfﬂi@%ﬁ\;ﬁ:i\)Xﬂ%ﬂﬁﬁét%@
FIEOBAFE, MERAER EOT v ANGENE T, SEFIERLNVOY A7 TS L T, MEEAEEE
IR LT 5 HEE#ECET,

FDA . 27 v 3> VD. THLLHHIN TS X912, FDA X 1SO 13485 LN ISO 9000 DEFKDZ
<ZERAALT, AJREZRIREY QMSR % 1SO 13485 L ififn S, QMSR EHDOFMEDO AlgetE 2 EJf L T\ b Z &
h—lgéjﬁ [_/‘/Cl/\iﬁ*o

(Comment 21) 1S013485 DRI TH AF

Commenters noted that ISO 13485 is a copyrighted document that may be associated with a fee and thus

may not be accessible to all entities, and suggested that FDA make the standard available and cost-free.

oAy hRFEE L, 1ISO 13485 [TEEHE CHR#ESNT-LETHY . AR THLAREMENH D720, X THOFEE
KT 7B ATELDTTIIRWAREENRDH D Z L2 L. FDA RZOBKZEEICRHTE X 51275
AR LE L,

(Response)
FDA agrees with the portion of the comment that notes that ISO 13485 is a copyrighted document but advises
that a mechanism exists to enable any entity to access ISO 13485 and ISO 9000 through the ANSI Standards



Incorporated By Reference portal. The website for the portal is located at https-/ibr.ansi.org/Standards/

1so.aspx. Utilizing the web address will give the user access to a read-only version of ISO 13485 and Clause
3 of ISO 9000, at no cost to the user. As noted, the definitions set forth in ISO 9000 are also available to users
at no cost at https//www.iso.org/obp/ui#iso-std-1s0-9000-ed-4:v1-en.

FDA I3, 1SO 13485 NEMEHETRESNIZLETH D Z L &2l 5 A2 FOESITIZRE L £ 723, ANSI
Standards Incorporated By Reference "— 4% /L% i@ U Th Hip H KD 1SO 13485 35 L TUY 1ISO 9000 127
JEATEDLDEIICTDAD=ARALNGFETDHET RALALTWET, HA—F/LD Web ¥1 Fif,
https://ibr.ansi.org/Standards/iso.aspx (Z& 0 £9, Web 7 RLUAZEHT 5 &, —V—k, Gy HHA
—Y a2 ® I1SO 13485 B LN ISO 9000 D& 3 IR CT /7B ATEZ A K512 £3, mpido By,
ISO 9000 (ZHIE SN TV 5 EFEIT, https://www.iso.org/obp/ui#iso:std:iso:9000:ed-4:vl:en 75 ML CATFTE
£

D. Definitions

(Comment 22) 1S013485 DEFHE AL E 4 HHER

One comment opined that because ISO 13485 sets forth its own definitions, the Agency does not have the
authority to promulgate definitions that differ from ISO 13485.

HHa AL ME, I1SO 13485 W EDEFRZ ED TWHT=H, ISO 13485 L X725 EFZ N T D HERRIL
FDA (21372 W e B R LT,

(Response)

FDA disagrees with the comment. FDA's legal authority to promulgate the QMSR derives from its statutory
authority, more fully set forth above, at section IV. That legal authority includes the ability to retain and
modify regulatory definitions in the QMSR, as appropriate. In addition, ISO 13485 itself anticipates that
each jurisdiction may have its own definitions (see ISO 13485, at Clause 0.1). FDA also notes that there are,
however, certain definitions in ISO 13485 that FDA cannot adopt because they conflict with or differ from
definitions established in the FD&C Act or by regulations in other parts in Title 21 of the CFR.

FDA [ZZ 0z Ay MIFEELEEA, QMSR ZAfi¥ % FDA OIERMEIRIZ, 27 a2 IV THEELHHAS
NTWDZOEMMHERICEE LT, 2 OEMMERICIE, LEIZE T T QMSR N OMIHIE & il L OV
B DMERMNFTENET, I HIT, 1SO 13485 HIRIL, FEEEXEAME OEREZFFORREERH D Z & 24
ELTWET (1ISO13485 DRI 0.1 %] #%M), 7-7ZL., FDA I%, 1SO 13485 (Zi%, FD&C VEE 721
CFR % 21 MOy DBUE THENL SNV ERE FET D, £IFRR D720, FDA B TE RWEED
ER/NHDZLICHEELTVET,

(Comment 28)  #Hf#kD QMS OSBRI HiE

One comment asked FDA to clarify its expectations regarding how manufacturers should update their
existing quality management systems to ensure that all terms, definitions, and documentation are consistent

with the new QMSR. The commenter asked that FDA provide guidance for how organizations are to update


https://ibr.ansi.org/Standards/iso.aspx
https://ibr.ansi.org/Standards/iso.aspx
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their QMS.

bHAA ME, TRTOHGE, EF. CEPH LY QMSR & —E L TWAD Z L 2RI H7-0HIT, REHES
DEEFDOSEEH Y AT L2 EO X I IZHEFTRENIZHONT, FDA OB ZAMICT 5L 9RO F LZ, =
A v M EREEIL, M QMS ZEHT 5 HEICHOWT FDA IS A & v A Z4 25 L okdE Lz,

(Response)

Because each organization's QMS is unique to its operations, FDA is not able to provide advice about how
each organization should evaluate its existing QMS for consistency with the QMSR. Similarly, FDA is not
able provide advice on how to revise specific documents or otherwise update an existing QMS within an

organization.

FAHHR D QMS 1XZF DIEEIZEA TH H7-, FDA (352 QMSR & O — B2 R S7-OIZBEFED QMS
ZEDOX DT T RENDICONTT RS AR TEEHA, [FEEC, FDA ZEDOLELWETT D HIE
0, MEENOBEAFED QMS ZHET 2 HIEICHOWNWTT RS ZAZ#M4 2 2 L3 TE £ A,

(Comment 24) HEOEZEZEHEIEA

Some comments recommended that FDA fully align the QMSR's definitions with those in ISO 13485. Other
comments suggested FDA clarify how terms in ISO 9000 function in the QMSR. Multiple commenters also

asked FDA to clarify where there are similarities and differences between definitions in the former QS
regulation, the QMSR, ISO 13485, and ISO 9000.

—¥#BD 2 A M, FDA 25 QMSR DEF% 1SO013485 DEFR L ERII—HEIEL LA HEELE L, o
Z A2 M, FDA 7% ISO 9000 ®fFEA QMSR TED L I ITHERET 20 F HMEIC T D Z L 2B L £ Lo,
Fo, EEOa A MERE X BATO QSR, QMSR, 1SO 13485, 1SO 9000 O DFLLA & AHiE 1 2 B fe
23 5L 9 FDA 12k FE LT,

(Response)

FDA partially agrees with the suggestion that FDA more fully align the definitions in the QMSR with the
definitions in ISO 13485 and has modified the proposed § 820.3 in response. There are, however, certain
definitions in ISO 13485 that FDA cannot adopt because they either conflict with or differ from definitions
established in the FD&C Act or its implementing regulations in other parts in Title 21 of the CFR (see
§ 820.3(b)).

ISO 13485 uses ISO 9000 as a normative reference and Clause 3 of ISO 13485 states that for the purposes of
ISO 13485, “the terms and definitions in ISO 9000 apply.” In this rulemaking, except as specified in § 820.3,
we take the same approach. This will help harmonize the QMSR to the greatest extent possible with ISO
13485 and to reduce the potential for misinterpretation of the QMSR requirements.

FDA acknowledges that some terms that appeared in the former QS regulation no longer appear in the QMSR.
FDA further acknowledges that certain terms that appear in the QMSR do not appear in ISO 13485, and

thus are not defined in that document. While we have not provided comparisons between all definitions in


https://www.ecfr.gov/current/title-21

the QMSR and the QS regulation or ISO 13485, subsequent responses in this section address specific terms
for which we received questions. Finally, although ISO 13485, the QMSR, and the former QS regulation use

some different terms, the requirements remain substantially the same.

As discussed previously, FDA considers the terms and definitions in ISO 9000, as used in ISO 13485, to be
incorporated by reference into the QMSR except for those terms and definitions FDA has determined are
necessary to define in § 820.3 to satisfy requirements within the FD&C Act or its implementing regulations.
This includes the corresponding notes for terms defined in ISO 9000, and as stated previously, FDA considers
these notes as providing important context for understanding and implementing the standard rather than
setting forth regulatory requirements. By incorporating these terms and definitions by reference, FDA
intends to minimize the regulatory burden on device manufacturers, which will allow for a harmonized
application of the ISO 13485 standard across regulatory jurisdictions to the extent permissible by, and
consistent with, the FD&C Act. FDA reiterates that it does not intend to incorporate any definitions for terms
that are inconsistent with definitions set forth in the FD&C Act.

We also note that ISO 13485 only references the terms and definitions in Clause 3 of ISO 9000, which are
being incorporated by reference here, and does not reference the remainder of the document; FDA considers
the remainder of ISO 9000 to fall outside the scope of the QMSR. Organizations may choose to incorporate
concepts, processes, or other aspects of ISO 9000 into their organization's QS and, so long as the resultant
system 1s compliant with the QMSR established in this rulemaking, we do not take a position here on those

choices. For additional details on specific terms, please see the discussions below in responses to comments
26 through 30.

FDA IX. QMSR DOEF% 1SO 13485 DEHR L LV BRI I D LWV I IBEISHSMICFE L, ZHUlii
UCTIRESNTNSH8 8203 #EIELE L, 7272 L, I1SO 13485 (Zix, FD&C &£ 721 CFR # A b 21
OOFR Sy D ESHR CTHNL SN ERE FIET D082 5720, FDA BERATERWREDERNH Y £
(§ 820.3(b) %),

ISO 13485 % ISO 9000 # YL L LCfliH LTk Y, 1SO 13485 D 3 4 TlE, 1SO 13485 » HMIZI

NSO 9000 MHFE L ERMNEMN IND] LR~ TWET, ZDOA—/AERTIL, §820.3 THEINTWDHY
ArEx, L7 7o—F%2EALET, Zhid. QMSR % 1S0 13485 & a[REZR[R V) fifn &, QMSR Ziff:
DREFRD ATREME AT D T DI H E T,

FDA X, LIFiD QSR IZFE#H ST\ = —H O MHGEN QMSR It SN o722 L &R TW\WET, FDA
IZE B2, QMSR ICRRHEH EN TV A EED FHEEN 1SO0 13485 (il SN TV W=, TOXETITER S
TWRNWZ L ERBDOTVET, QMSR OFT_XTOEFKE QSR £721% 1SO 13485 & Dl FRE L Tk
DS, TRV arDEDOHROERETIE, BEfMZZ T EOHGEICHGE L TWET, &#%IZ, 1SO 13485,
QMSR, B X ULLRTIO QSR TIEW K DB 5 FGENMEA STV E3 28, BT EEMICH L EE T,

Ak L7z X 912, FDA 1%, FD&C WD EM:Zi7-47-»128 820.3 TEHETHLENHDH & FDA HHMrL7-
FREB L OEHREZERE, 1SO 13485 CTEH & TV % 1SO 9000 D HFERB L OVEFRNSMICL Y QMSR (2
HIRAEND EBEZTWET, ERELFIZOMATHAL  ZiU2iE, 1ISO 9000 TEFE I N/ HFEIT N D1k
AEENTEY, Aib L7z XL 512, FDA X2 N5 0ERRE, MElEGZHET 2 O T, SIS 2HR L
THEETHEOOEERERAFEMLET I DL EZTVET, ZHOLOMELEELSRICLVMHAIATZ &



T. FDA [3#EERRLEEE OHH EoAH 2 E/NRICHI 2, FD&C ETHR I, 2 —ET 2%PH T, HHl
EHEXI AT 1SO 13485 HitkDFifnod - HZalEic+ 52t # B L CW\WE9, FDA %, FD&C ik
WICEDONT-EFRE FET DHEBEBOTERZEMHAAT DO VTR NI L 280 K LIk CTWET,

F72. 1SO 13485 (X I1ISO9000 D% 3 HOMGEL ERDAHEZZRLTEY, ZRICKY ZZICHAAENTE
0. XEOEY OEFHSIISBLTNRNI SICHER LET, FDA (X, 1SO 9000 »F%k v o4y (55 3H [H
FEDEFE] LIAM) X QMSR D#iPHSCTH D LB TWET, MEkIE. 1ISO9000 D&, rtv A, Fm1E%
OO 2 #Fk D QS ITHLAIATY Z & AT 2 FREMENH Y T, HRELTHELNDLVATANID
HAIERL CHEN. S 4172 QMSR IZHEHLL TWAHIRY | M2 O ORI OV T Z Z TuH AR L E A,
B DO RREOREAICOWTIEL, A F 26 ~ 30 IZRT DL FOFHESBLTIEEN,

(Comment 25) HFEDEZNEZRS E QMSR 135 2 OHMEIZ/2 5D, T3 LT

One comment suggested that because FDA proposed to include definitions in the QMSR that are different
from those in ISO 13485, the QMSR has created a second, alternate standard with which manufacturers

would need to comply.

bH%H AR &, FDA 73 1SO 13485 L3725 EHR%Z QMSR IZ@H 5 Z & 2@ Liz/oH, QMSR (FHdiE
KEDEIWS DUEDRDH D 2 FHOMNBREEAER LIZZ L2 LE L,

(Response)

FDA disagrees that we are creating a second, alternate standard. Rather the QMSR must be consistent with
the FD&C Act and its implementing regulations and, as noted throughout this rulemaking, any differences
between the QMSR and the ISO 13485 are intended to help manufacturers satisfy requirements within the
FD&C Act and its implementing regulations. FDA has added limited additional requirements to the QMSR
where appropriate, and device manufacturers must meet those requirements in addition to those set forth in
ISO 13485 (see e.g., §§ 820.10 through 820.45). Additionally, in response to other comments FDA has adopted,
to the extent possible, the definitions used in ISO 13485 in this rulemaking, the extent of potential differences
between the QMSR and ISO 13485 has been reduced compared to the proposed rule.

FDA 1%, Fex 3 2 ORBREEEZIER L TWAZ LICRELEYA, LA, QMSR I FD&C #ER LT
DFERERIH & —HH L TWDLHERDH Y | ZON—ERBIETHEH SN TS K912, QMSR & 1SO 13485 @
FHIE SE, LG EE DY FD&C V5B X OV O E Bl N O B &2 7= T DICESLH>Z L2 HIE LTWET,
FDA (X, XZZ/E U T QMSR IZFREMZEMEM28M L TR Y | st 3713 1SO 13485 ([ZHLE ST
WDBEIRIZINA T, 2D OEMFET-THENH Y £3 (21X, 88820.10 76 820.45 # &), = HIZ,
fhd =2 A > M2 T, FDA 1XZ DL —UAERRIZE W T 1ISO 13485 T S TW D EFEE nlREZR IR Y £
L. QMSR & ISO 13485 DO DIEIE 22RO, BRI —L LR LTS Lz,

(Comment 26) FEZE. FE&. #&5E verification

Many comments recommended that FDA revise its proposed definitions for specific terms. Some comments
recommended that FDA adopt the definitions set forth in ISO 9000 for the terms “customer,”

“nonconformity,” and “verification.” Multiple comments noted that because these terms are defined in ISO



9000, FDA can adopt those definitions for the QMSR, and does not need to create new definitions in this

rulemaking.

Z<DIAAVME. FDA B EDABICOVTIRESN TV AEERFIEIET HILEHRELELz, aAVMDFIZIE,
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(Response)

FDA agrees with these comments and has adopted for the final QMSR the definitions set forth in ISO 9000,

” «

including the terms “customer,” “nonconformity,” and “verification.” With respect to the definition for
“customer,” we note that when considering the requirements related to customer property in Clause 7.5.10,
manufacturers must comply with this provision to the extent necessary to assure the safety and
effectiveness of the devices being manufactured, consistent with the requirements of section 520(f) of the
FD&C Act. For example, a manufacturer is expected to ensure that the integrity of a component provided
by a contract manufacturer is not compromised before it is incorporated into the device being
manufactured. To the extent any customer property requirements may be interpreted to go beyond the

safety and effectiveness of the devices being manufactured, FDA does not intend to enforce this provision

for such activities.
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(Comment 27) FyTTRIAV MTEEOHEIRIA

Multiple commenters recommended that, to harmonize with ISO 13485 and to avoid redundancy, FDA
should either adopt the definition of “top management” from ISO 9000, or retain both the term
“management with executive responsibility” and the definition of that term from § 820.3(n) of the QS
regulation. One commenter suggested that the term “management with executive responsibility” conveys
the intent of the term more clearly than the definition set forth in ISO 13485.

BHOIAVMETEE L. 1SO 13485 LEAFIL. MR MZEE(T5H7=6HI1Z. FDA (& 1SO 9000 DIy TIRT AV IDTE
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(Response)

FDA agrees with the comments recommending FDA avoid redundancy and harmonize with the standard
and further agrees that the QMSR should utilize the definition set forth in ISO 9000 for the term “top
management.” FDA disagrees with those comments that suggested FDA retain either the term
“management with executive responsibility” or its definition from the QS regulation. Utilizing the
definition in ISO 9000 for the term “top management” does not change that FDA expects medical device
manufacturers, led by individuals with executive responsibilities, to embrace a culture of quality as a key
component in ensuring the manufacture of safe and effective medical devices that otherwise comply with
the FD&C Act.

A culture of quality meets regulatory requirements through a set of behaviors, attitudes, activities, and
processes. Top management ensures that applicable regulatory requirements are met through the integration
of QMS processes. For example, quality cannot be inspected or tested into products or services. Rather, the
quality of a product or service is established during the design of that product or service, and achieved
through proper control of the manufacture of that product or the performance of the service. Because FDA is
incorporating the definition of “top management,” it is, therefore, unnecessary to retain the definition of

“management with executive responsibility” in the QS regulation.
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(Comment 28) &5

Multiple comments noted that FDA's proposed definition of the term “product” differed from the definition
in ISO 13485 and recommended either adopting the definition from ISO 13485, or using an alternative
definition than the one proposed by FDA.

FEHOOAUNE, FDA NMRELF-TRE R IEVWVSHEEDERD 1SO 13485 DEEREELDHEEFEHL. 1SO 13485
DEEFHRHATEN.FDA NRELEEZEIIDEEZLEHRATHIEEHELT,



(Response)

FDA agrees with the comments recommending that it adopt the definition set forth in ISO 13485 for the
term “product.” FDA disagrees with those comments that suggested an alternate definition for the term, as
FDA considers the definition in ISO 13485 to be appropriate, and an alternate definition would not further
the goal of harmonizing device CGMP requirements to the extent possible. Further, establishing other
definitions would not serve the purpose of this rulemaking; 7.e., harmonization with ISO 13485. We note, in
adopting ISO 13485's definition of “product,” that we consider this definition to include, but it is not limited
to, components, in-process devices, finished devices, services, and returned devices. For example, services
may be parts of the manufacturing or quality system that are contracted to others, such as, plating of

metals, testing, consulting, and sterilizing, among other services.
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(Comment 29) #IE, BEMNE., FRHNE., OvhFEf=IE/3vF, Process Validation, Design Validation

»”

One comment noted that the terms “correction,” “corrective action,” and “preventive action,” although
defined in ISO 9000 and important for use in ISO 13485, were not addressed in the proposed rule, and

asked FDA to introduce definitions for these terms in the final QMSR.

HBHAAVMI.BE ] TRERE |, BXUTFRHNE I ELVSFHEEAY 1ISO 9000 TEZEIMN. IS0 13485 TOFERAIZ
BOWTEETHIICEIDDLT  BRESNHFRITIIEY LIF5NTULVELVEIEHEL . FDA 2R QMSR (22
NOEDEBREEATDHEIKRDT-,

(Response)

»” <«

FDA agrees that the proposed rule did not address the terms “correction,” “corrective action,” and

“preventive action.” This final rule provides that the definitions set forth in ISO 9000 apply for the terms

”

“correction,” “corrective action,” and “preventive action.” FDA considers part 806 (21 CFR part 806) to apply

to manufacturers who conduct corrections or take corrective actions that occur after the product is released.
Additionally, “correction” may also refer to scrap, repair, rework, or adjustment and relates to eliminating a
nonconformity, whereas “corrective action” relates to the elimination of the cause of nonconformity and to
prevent recurrence. FDA clarifies that consistent with the former QS regulation, as part of an effective
quality system, manufacturers must verify or validate corrective and preventive actions to ensure that such

actions are effective and do not adversely affect the finished device.

After consideration, we have included in § 820.3 one definition for “batch” or “lot” consistent with the

definition of these terms in § 820.3(m) of the QS regulation. We note that these terms are utilized in ISO


https://www.ecfr.gov/current/title-21/part-806

13485 and are not defined there or in ISO 9000. We consider maintaining the definition of these terms to be
important for implementing a QMS consistent with this rule. Additionally, in keeping with FDA's intent to
align terminology more fully in the QMSR with ISO 13485, we have decided not to finalize the proposed
definitions for the terms “process validation,” and “design validation.” These terms are not defined in either
ISO 13485 or ISO 9000, and FDA considers definitions for these terms to be unnecessary because the
concepts and intents underlying these terms are encompassed by other terms as used in the standards,

b AN13

including but not limited to “process,” “validation,” and “design and development.”
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(Comment 30) #3195, XEILTH

Many comments asked that FDA retain the term “establish” in the QMSR. Commenters noted that the QS
regulation defined the term “establish” to mean “to define, document, and implement,” and comments
suggested that retaining that definition would provide continuity between the QS regulation and the new
QMSR and would help provide clarity regarding an organization's responsibilities under the QMSR. Some
comments opined that the term “document” as utilized in ISO 13485 does not have the same meaning as

the term “establish” used in the QS regulation.
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(Response)

FDA disagrees with these comments and affirms that retaining the previous definition of the term “establish”
is not necessary in this rulemaking. FDA agrees that the terms “document” in ISO 13485 and “establish” in
the QS regulation do not have the same meaning, and it was not FDA's intention to replace the term
“establish” with “document.” Clause 0.2 in ISO 13485 clarifies that “document” encompasses the activities of
establishing, implementing, and maintaining. FDA considers the term “document” as used in ISO 13485 to
be appropriate for implementation of the QMSR and has determined that retaining a separate definition for
“establish” in § 820.3 would be redundant, could lead to confusion, and would unnecessarily increase the
potential for misinterpretation and apparent conflicts with QMS requirements in other regulatory

jurisdictions.
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(Comment 31) DMR. DHF. DHR

Some comments noted that the terms “device master record” (DMR), “design history file” (DHF), and
“device history record” (DHR) do not appear in ISO 13485 and were not separately defined in the proposed
rule and asked FDA to clarify whether those terms remain part of this rulemaking. Commenters observed
that the term DMR is used in the previous QS regulation, but does not appear in the QMSR. Commenters
did not agree that the concepts included in the previous term DMR are adequately covered under the
requirements for a medical device file (MDF), discussed in Clause 4.2.3 of ISO 13485. One commenter
asked that FDA provide a direct comparison of the terms DMR and MDF, multiple commenters suggested
that the proposed definitions would further confuse expectations, and multiple commenters suggested that
the term DMR has a long history of use and is not interchangeable with the term MDF. For these reasons,
commenters opined that it would be unnecessarily burdensome and complicated for organizations to update

their existing QMS to comply with the term “medical device file.”
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(Response)

FDA agrees with the comments to the extent that they correctly identify that ISO 13485 does not contain
requirements for record types specified in the QS regulation, such as quality system record (QSR), DMR,
DHF, and DHR. As stated in the QMSR proposed rule, we are not retaining separate requirements for
these record types in the QMSR and have eliminated terms associated with these specific record types
because we believe the elements that comprise those records are largely required to be documented by ISO
13485, including Clause 4.2 and its subclauses, and Clause 7 and its subclauses. For example, many of the
requirements previously in the DHR are largely required to be in the medical device or batch record, as
described in Clause 7.5.1.

Similarly, consistent with the former DHF, Clause 7.3.10 requires the design and development file to
contain or reference all the records necessary to establish compliance with design and development

requirements, including the design and development plan and design and development procedures.

Clause 4.2.3 requires that the MDF will contain or reference the procedures and specifications that are
current on the manufacturing floor. The final design output from the design phase, which is maintained or
referenced in the design and development file, forms the basis or starting point for the MDF. Previously,
product specifications, procedures for manufacturing, measuring, monitoring, and servicing, and
requirements for installation were included in a manufacturer's DMR and will now be located in the

manufacturer's MDF.

The recordkeeping requirements in ISO 13485 are substantively similar to those in the QS regulation and,
because there is no reference to these terms in ISO 13485, we have eliminated this terminology as it is no
longer necessary. Retaining the definition of the DMR in the QMSR would, therefore, be redundant and

could lead to confusion and misinterpretation of the requirements of the QMSR.

FDA disagrees that compliance with the concept of a MDF in the QMSR will be overly burdensome as we
expect the burden to be similar to requirements associated with record types in the QS regulation. It is
important to ensure that records and documentation are maintained to meet the requirements of the QMSR
for each organization, and recognizes that each organization will implement a QMS specific to its

requirements regarding device safety and effectiveness, including with respect to records and documentation.
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(Comment 32) VU Az

FDA received one comment recommending that FDA expand the definition of “risk” to encompass both the
concept of regulatory obligations and the consequences of failure to meet those obligations, as the commenter

suggested that the definition set forth in ISO 13485 was insufficient without that language.
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(Response)

FDA disagrees partially with this comment and considers the definition of the term “risk” as utilized by ISO
13485 to be appropriate. FDA agrees with the commenter that organizations involved in the life cycle of a
medical device must comply with the appropriate regulatory requirements and responsibilities. To the extent
that these regulatory requirements intersect with an organization's QMS, we agree that the QMS should
address those requirements. In addition, ISO 13485 Clause 0.2 states that “when the term “risk'is used, the
application of the term within the scope of this International Standard pertains to safety or performance
requirements of the medical device or meeting applicable regulatory requirements.” For these reasons, we do
not believe that a definition for “risk” unique to the QMSR is necessary and are retaining the unmodified

definition in ISO 13485.
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(Comment 33) avi—xk

FDA received multiple comments asking FDA to clarify the term “component.” Some comments
recommended that FDA specify that a component that meets the definition of a device in section 201(h) of
the FD&C Act is subject to the applicable provisions of the QMSR. Other comments asked FDA to identify
the circumstances under which a component of a medical device would be subject to the requirements of the
QMSR. Some comments requested additional clarification on the differences between a component and an

accessory or a raw material.
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(Response)

FDA disagrees with the comments suggesting that FDA modify the definition of the term “component.” The
definition of the term is unchanged from the definition used in the QS regulation, and we note that a raw
material is already explicitly included within this definition; that is, a “raw material” may be a
“component” of a finished medical device for the purposes of the QMSR. FDA considers an accessory, on the
other hand, to be itself a finished device in this rulemaking. See Comment 34 for additional discussion of

the term “accessory.”

To distinguish raw material and components from “finished devices,” FDA notes that finished devices are all
devices that are capable of functioning, including those devices that could be used even though they are not
yet in their final form. For example, devices that have been manufactured or assembled, and need only to be
sterilized, polished, inspected and tested, or packaged or labeled by a purchaser/manufacturer are clearly not
components but are now in a condition in which they could be used, therefore meeting the definition of a

“finished device.”

Additionally, the distinction between “components” and “finished devices” was not intended to permit
manufacturers to manufacture devices without complying with CGMP requirements by claiming that other
functions, such as sterilization, incoming inspection (where sold for subsequent minor polishing,
sterilization, or packaging), or insertion of software, will take place. The public would not be adequately
protected in such cases if a manufacturer could claim that a device was not a “finished” device subject to
the CGMP regulation because it was not in its “final” form. We also note that it is not necessary for a device

to be in commercial distribution to be considered a “finished device.”



The scope of the QMSR 1is the same as the QS regulation and explicitly applies to manufacturers of medical
devices and requires that manufacturers of finished devices apply an ongoing risk-informed assessment of
suppliers to ensure the provision of quality products or services, including related to components. As stated
in the proposed rule, FDA's intent is to harmonize medical device CGMP requirements while maintaining
consistency with our statutory and regulatory framework. Manufacturers must clearly document the type
and extent of control they intend to apply to products and services. Thus, a finished device manufacturer
may choose to provide greater in-house controls to ensure that products and services meet requirements or

may require the supplier to adopt measures necessary to ensure acceptability, as appropriate.

FDA generally believes that an appropriate mix of supplier and manufacturer quality controls are
necessary. However, finished device manufacturers who conduct product quality control solely in-house
must also assess the capability of suppliers to provide acceptable product. Where audits are not practical,
this may be done through, among other means, reviewing historical data, monitoring and trending, and
inspection and testing. FDA further notes that certification may not provide adequate assurances of
supplier quality without further evaluation. Just as with the QS regulation, the provisions of the QMSR do
not apply to manufacturers of components or parts of finished devices, but such manufacturers are

encouraged to consider provisions of this regulation as appropriate.
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@if—liﬁ’*‘)bﬁﬁ?ﬁ“%\%fi%%ﬁ(& LMV R—R UM TEHYFERAD REIEATELIREIZHYET,
L= o T IERL-ERIDEREH-LTVES,
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EIRVIEDIT7DBANTONEY . COLILIHE . RERED ., #EN R IMETIIAZLV=H CCMP Rl
DR REGDITEH B TIEENETIRTELGE ., ARTBEVRESNGNIEITHRYET . £ BB TTRK
L= EALGSND=DIZIF BAEMITRBL TO DB ERFGNIEICHFRELTZELY,

QMSR DEFE (L QSR LRILTHY . EEMBOHEEXFICHRMICEASIN . TRL-EEFEOREEXENIVR—
FUMNHEZECEREDOHAF I —EXDRBERIET 57O Y T34V —D) RVIFHRICE DU -
HEHAEEATAILEERLET, RAIRICEHINTLSKSIC.FDA DEMIE EZESLURFIOHMEALD
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EDEBOEALEFRZARICNELCTILENHYFET, Lizh>T ERLIEBOHEXE (T BEITELT,
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FDA [F—f&IC. U TSMV—LAEXEDREEEZEYIHAEHOEIILNVETHHEEZTVET, =12
L. BROREEEZHANDATITOTER MR EEE L. FRRCRAZRBET IV TSI VY—DRE LTS
PRENHYFES, BENEAENTLENMEEIX. HIZ. BET—2OLEL—  BEREERD T RELTAMELT
BEEETIENTEET, FDA (FEHIT, SHALFHANBITNIK, FRELTH TS/ V—DREEF BRI TER
WATREME A D EIEILTLVET . QSR LREHIZ. QUSR DIBTE(L. SE L2V R—R o bEIXE FH D&
EEXFICITERAINFEAD. TOLILEEEE L. CORFORELE IR THIEAHREINET,

(Comment 84) 77 &4V

One comment asked that FDA include a definition for the term “accessory” in the QMSR.

HHAA NI FDAIZXIL, [727&% V) LW HREOEHREE QMSR (& D LIk FE Lz,
(Response)

FDA disagrees that it is appropriate to define the term “accessory” in the QMSR, because a medical device
1s subject to the requirements of the QMSR whether or not it is an “accessory.” The term “device” as defined

in section 201(h)(1) of the FD&C Act includes “any component, part, or accessory.” See Comment 33.

In this rulemaking, FDA considers an accessory to be a finished device. That determination is consistent
with the FD&C Act, its implementing regulations, and FDA's guidance discussing classification pathways
for accessories under section 513(f)(6) of the FD&C Act (21 U.S.C. 360c(f)(6)) (Ref. 13). For example, FDA

considers an accessory to be a finished device for purposes of classifying a device under section 513 of the

FD&C Act. Further, in conducting such a classification analysis, FDA has stated that it considers an
accessory to be a finished device that is intended to support, supplement, and/or augment the performance
of one or more other devices. While distinguishing whether a device is an accessory is helpful for identifying
potential classification mechanisms under section 513 of the FD&C Act, FDA considers it immaterial to
whether an accessory is subject to the provisions of the QMSR because accessories are finished devices and

are therefore subject to the provisions of the QMSR.

FDA (. EE#ERITHERITHEINESIMNIZERLES QMSR DEH(IZHEST=6H. QMSR TIfHERIEWNSHEE
EETHENBEYUITHAEICRELEEA, FD&C iEDEII 3y 201(h) (1) TEZESNTULAIHESRIEVLSHEE
21, THLZaVR—R b, &, FIEMBRINEENTT, aAVE 33 ZSELTESLY,

COMBIFEIZEWT,FDA 70 HETERLI-EREALELET . COIREIX. FD&C &, TDOHEITHREA H&
U FD&C ED 1Y ay 513(F)(6) ICEILKT Y DR FEREEZRT S FDA OAAFURE—HBLTLET
(21 U.S.C. 360c()(6)) (B&X@k 13), T=&Z (X, FDA &, FD&C %% 513 FICE DWW THRENIETHEMT,
TOEH)ETER LR EALZLET . SBIC.FDA &, SOLIBREMTETIRIZ. 7o UE 1 DULED
ORI OMEREEZ Y R— L HR. BLV/FEITIEHRT S EFBMELI-ERLI-EIEZTHIEALZL TS ERRT
WET, BBIATIEYITHINEINERFITHI&IL. FDE&C & 513 FICEDGEEMBREAN=_X L%
BETHIDICKRILLFET A, 7V/EHIIETEHLI-HEFZTHY QMSR REDXR THAT=H. 7I7H1H QMSR
HENESHNIIEETIEHELE FDA (FEZTLET,


https://www.govinfo.gov/link/uscode/21/360c

(Comment 35) &Cé&k

One comment addressed the use of the term “record” in the proposed rule. The commenter seemed to interpret
that “record” could mean either procedures or quality activity results depending on the section of the QS
regulation. The comment considered the proposed rule for the QMSR to properly use the term “record.” The
commenter also noted that within the family of ISO standards, “document” and “record” have distinct

meanings.

bHoHaAr ML, HAIRICE TS gk LW HEOERICONWTE L L., 22y MEREE, Rk &
% QS HlAlDtE 7 v g NS CTCRIEEZITMEFEBOM R EZE®RT 2 LML D L5 T, aAL T
I, QMSR 78 Itk &V o MFEZEYICHEM T -0 0AIREZRF LE Lz, £/, 342 MEFREIL
ISO fFEHED T 3] & TFi8k) TR RI2ERNHL ZLICbERLE L,

(Response)

FDA partially agrees with the comment to the extent that it supports FDA's use of the term “record” within
the QMSR, as described in the proposed rule. FDA also agrees that there is a clear distinction between the
terms “document” and “record” in ISO 13485 and the relevant portion of ISO 9000. Clause 4.2.4 of ISO
13485 specifies that documents required by the quality management system shall be controlled. Records
are a special type of document and shall be controlled according to the requirements given in 4.2.5. FDA
adds that the term “specification” is also a distinct term. For example, a record and a specification are types
of documents as defined in ISO 9000.

Because this comment is supportive of FDA's proposed use of these definitions in the QMSR, we have

determined that revisions to the relevant portions of the rule are not necessary.

FDA (&, BRAIFRIZERHIN TS ESIZ, FDA [2&% QMSR NTHIEEHFIEWSHEDHEREXIFTARYICEL
T.ZDAAVNIEPMIZEET S, Fi=. FDA [.1SO 13485 & 1SO 9000 DREEE R ICHITAIXE | ET5EER]
EWSREBICITBARELRAAHHZEIZHREBLTLVET L ISO 13485 DEKIF 424/ XEEE |ITIX. REBEEV AT
LTERINDIXEZEEITHLERATELTCVEY, RBRIIFHGIEEOXETHY. . 425EBHRDEE] ITREN
TWBREHITH-TEEINSBLDELET, FDA (. MEHIEWSABELIEORETHLEMFITMZTVET, 1=
EZIE, RREREMLHRIE, ISO 9000 TEESNTLWDIXEDRILTTY,

MDAV KE. FDA ARELTLYS QMSR TOINLDEEDFERAEXZIFTHEDTHDH=0. RAIDEEEHD
WET XL B EHIELELT=,

(Comment 36) TAARJE21—%4

One comment noted that in ISO 13485, the definition of the term “distributor” appeared to the commenter

to be broader than the definition of the term in part 803 (21 CFR part 803). In particular, the commenter

understood the term “distributor” as defined in part 803 not to include retailers, in contrast to the
definition in ISO 13485, which does.

HBDAAUME,ISO 13485 [2HTHTTAAMEL—FIEVWSHEDEEZN. IAVMEREICE>T/I—F 803 (21
CFR /3—h 803 Medical Device Reporting) ®FFENDERLYVBIEVKICRAHEREMLELT, T . JAVMNE


https://www.ecfr.gov/current/title-21/part-803

&L, 1SO 13485 DEZFEREITIFIBRIIZ, 78—k 803 TEZRSIMNTWWAIERFGEE IEVLVSHEICIT/NTEEIEE
NEWEEBFELTOVELT,

(Response)

FDA recognizes that the definitions for the term “distributor” used in ISO 13485 and 21 CFR 803.3(e) are not
identical, and that the definition of “distributor” in the QMSR may include retailers, as retailers further the

availability of a medical device to the end user, per the definition in ISO 13485. We note that FDA intends to

evaluate a firm's conformity to the requirements of the QMSR related to distribution through the initial
consignee. ISO 13485 requires entities to develop and maintain a quality management system appropriate
for the activities of the organization, including the requirements relevant to distribution (see ISO 13485,
Clause 3.5). The regulation at part 803, by contrast, establishes the requirements for medical device reporting

for device user facilities, manufacturers, importers, and distributors.

Although terminology may differ, the requirements that are applicable to distributors in the QMSR and the
requirements that apply to distributors under part 803 are appropriate for their purposes. We do not
consider there to be conflict between the two and do not expect confusion regarding interpretation of the
requirements under these respective provisions. We are therefore retaining the definition of “distributor” as
written in ISO 13485 for the purposes of compliance with the QMSR, which additionally will help
accomplish the goal of harmonization. Similarly, in this rulemaking, we are not amending the definition of

“distributor” in part 803 for the purposes of compliance with that part.

FDA [&.1SO 13485 & 21 CFR 803.3(e) TERASIN A TAAMIE2—F1EWSREDEEIER— TIEAL /MNE
EEIEREBOAFAEEEEHDE=H.QMSR [ZEITAITAAME2a—2 IDEEICIT/INFEELEENSTE
BEMEAHAHEZRBHLTLET . 1SO 13485 DERIEST. IVFA—H—ITRMESNFET, FDA (. U DT
ZANTRELRAICEET S QVSR DEHADTEXDEEHEZTHIT S FETHAI_LICHEELET, 1SO 13485
(. RBICEEST I EHZET . HBOEBICEUGREEE AT LERARB L UHBRTIZLEREICERLT
LVED (1ISO 13485, £IE 35 [TAANIEA—2 1525 M), EHMIZ, 73—k 803 MDR D#RHllE. EFEEIFD1I—
H—iEs%. BEEE MAEE. RGEE AT IERRBOREELHEEOHTLET,

REBFELGIEZEELHYETH. QUSR TTAAME1—ZITHEAINDIEHL/N—bF 803 IZEDWTT,RNER
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(Comment 37) SAYVT  2—4TF427

One comment suggested that including definitions for the terms “labeling” and “marketing” would help

clarify when promotional materials for a product are considered labeling.

HBIAAVNETIRNYLT 1EMR—r T4V T 1EWVSREDEREEHH LT BRDOREEMMNEDLILHEIC
IR EHGEENNERMEICT HDITZIDERELELT,


https://www.ecfr.gov/current/title-21/section-803.3#p-803.3(e)

(Response)

FDA disagrees that definitions for the terms “labeling” and “marketing” should be included in the QMSR.
The FD&C Act defines the terms “label” and “labeling” in section 201(k) and (m) of the FD&C Act, respectively,
and we consider it unnecessary and redundant to include those definitions in the QMSR. The term
“advertising” is used throughout the FD&C Act and encompasses promotional materials ( e.g., section 201(n),
regarding information FDA may use to assess whether a device is misbranded includes an evaluation of
whether “the labeling or advertising is misleading. . . .”). For the purposes of compliance with the QMSR, a

separate definition for “marketing” is unnecessary, as marketing is not addressed in ISO 13485.

FDA |Z, XV 7] & I=—=0T 107 EWHHFEDERD QMSR ICHENLRETH L Z LIZFEL
FH A, FD&C 1L, FD&C #EDE 7 g 201(k) & (m) TERZEN [F-0L) L T9_Y 7] Ln)HH
BETERLTEBY, INLDOEFHKE QMSR 128D D Z LIIAMENDILETHDL EEZET, TIRE L)
HEEIL, FD&C ERETHEAIN TR Y | IRGREGE (Bl 1R ->TT7 7 v MEINTWDnE 5 4T
flid27-9i2 FDA AMEMATE AEHRICET 25 201(n) &) 284 £, UL, [9_Y 7 £ 3nsE
MREZHLS O THDLE I ) OFMAE N E T, 1S013485 Tlid~—7 T 1 7Mbb Tz,
QMSR (LT 572D [=—F T 4 7| ZEHICERT D2HLETH Y XA,

(Comment 38) Manufacturing Material Si& A& # . Process Agent BI&E#

Two comments suggested that replacing the term “manufacturing material” in the QS regulation with

“process agent” in the QMSR would create a conflict with ISO 13485. These comments seemed to interpret
Clause 7.5.2 of ISO 13485 to require that process agents be removed from the product during manufacture,
but that the definition for “process agent” in the QMSR suggests that the process agent may be “present in

or on the finished device as a residue or impurity not by design or intent of the manufacturer.”

2 DMAAUKME. QS RAIDIHWEREMIELDIHEE QMSR DIEIEMIICEZHA 5L, 1SO 13485 LDFE
MELDIEEZTRBLELz, CNODIAVRE, I1ISO 13485 DEIE 7.5.2/EGDE 4 I1ZTOEREIDOBREEZER
LTWWBERERLTLNSESTY ., LML.QMSR DIEIEMIDERIE. TOERFIANTRHEXEFEDFRILERICELS
9. BB LSRN FE L ERAICEBYE(ETHEMELTEET DIMEEELNHEIEERELTLET,

(Response)

FDA partially disagrees with this comment because it misinterprets Clause 7.5.2 of ISO 13485. In particular,
Clause 7.5.2 of ISO 134385 does not require that process agents are to be removed from all products. This
Clause discusses “cleanliness of product” within the context of “production and service provision” and states
that in certain cases, the organization “shall document requirements for cleanliness of product or
contamination control of product.” Section (e) of the Clause states that when “process agents are to be
removed from product during manufacture” such documentation requirements apply. FDA expects removal
of a process agent if it is reasonably expected to have an effect on product quality. The process agent should
be removed or limited to an amount that does not adversely affect the device quality. To further clarify our
position, process agents must be assessed, found acceptable for use, and controlled in a manner that is
commensurate with their risk. Further, we note that a process agent is a “product” as defined in ISO 13485,

consistent with note 1 in the definition for the term “product,” which explains that “processed materials” are



one of four generic product categories.

Although we do not consider the proposed definition for “process agent” in the QMSR to conflict with the
use of the term “manufacturing material” in the QSR, we have determined that it is not necessary to
finalize the separate definition for “process agent.” In an effort to harmonize with ISO 13485 to the fullest
extent possible, we are not finalizing certain FDA-specific definitions for terms in the QMSR where the
terms are consistent with our existing regulatory and statutory framework (see response to Comments 24

and 26 through 29).

FDA [&.1SO 13485 M&IE 7.5.2 REDFHEIZRBLTVAO. COAAVMIBIMICEELERA
[2.1SO 134385 MFKIE 7.5.2 (F. T RTCOHEANCEIEMERET HILEZERLTVERA, COFIAIL TEE
BEUH—ERDREIEVSIXARD P TIRGZDFRE IOV TERL. BEDISAITIE. HBIITRROFLESE
IFEROFELEERICETIEHEXELLTILDETHIEBRTVET, RFEDOEII IV (6) [CIE TEEH
[CHRENLRIEMERET D IGEICIE. TOLIBEXELEHN BRSNS LEHINTLET, FDA (. HHZD
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Fhf=BlE. QMSR TREINTWAIEIEMINEEN QSR THOIEEREM IEWSHEDEREFET HLEE
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(Comment 39) =FEL

Some comments asked that FDA incorporate the definition for “rework” found in ISO 9000 and asked for

clarification on FDA's intended interpretation of the term within the context of the medical device life cycle.

—EBDAAURTIEL, FDA [ZxLT ISO 9000 [ZHAFELIDEEZTHAALLOIKRD, EEIZDOSATHAIIL
DXARRATHOZDRAED FDA NEXTHERICONVTOHRRAZERDOELT=,

(Response)

FDA disagrees with this comment. FDA is not adopting the definition of rework in ISO 9000 and has
determined that is important to finalize the proposed definition of “rework” in § 820.3 for consistency with
our existing statutory and regulatory framework for postmarket monitoring and reports, including those
governing corrections, repairs, removals, and recalls (see sections 518 and 519(g) of the FD&C Act (21
U.S.C. 360h and 360i(g)), and 21 CFR parts 7, 806, and 810. In particular, FDA considers it important that

the definition make clear that actions taken by an organization on a nonconforming product after a device

has been released for distribution should not be considered a type of rework, as the existing statutory and

regulatory requirements, and this final rule, consider rework to be action(s) taken before the device is


https://www.govinfo.gov/link/uscode/21/360h
https://www.govinfo.gov/link/uscode/21/360h
https://www.ecfr.gov/current/title-21/part-7
https://www.ecfr.gov/current/title-21/part-806
https://www.ecfr.gov/current/title-21/part-810

released for distribution, and not after distribution. This distinction is not addressed by the definition of
“rework” in ISO 9000.

FDA [ZCMa* MzZ@EELER A, FDA (X 1SO 9000 IZHITAIFELIOEEZEALTELT . BIE. BE, [
IR 2= LEBBESOTREDEZAV I B LUVREICET IBEDZNELVEFOBRMBALOESEERD
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ESRBLTEZEL KIS FDA (X ZOEENEETHAILEEZEATVET, BREDZERHEHSLIUIORKREAIT
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(Comment 40) EZ7; (critical) 754 v —

A comment suggested that the QMSR should include a definition for the term “critical supplier” as that
term is defined and used in MDSAP.

AAVRTIK TEERYTSA—1EWVSHEEX MDSAP TEERLUFEASNTLNVSE=H. QMSR [TFDEEE
EHEIRETHIERESNZFELS,

(Response)

FDA disagrees with this comment and does not consider a definition of the term “critical supplier” to be
needed in the QMSR. We acknowledge that purchased products and the suppliers of those products can be
critical to ensuring safety and effectiveness throughout a medical device's life cycle. The QMSR describes a
process of continuous evaluation to address products and suppliers. Clause 7.4 of ISO 13485 specifies that
an organization must evaluate suppliers of purchased products in terms of ability and performance of the
supplier, commensurate with the “effect of the purchased product on the quality of” the final finished device
and in terms of the “proportionate risk associated with” the final finished device. Additionally, monitoring
and reevaluation of suppliers and the performance of purchased products is required. Because ISO 13485
already requires quality- and risk-focused continuous evaluation of all purchased products and suppliers,
FDA has concluded that an additional definition of “critical supplier” would be redundant and is not
necessary for this rulemaking. FDA notes that a consultant may supply advice and/or information to a firm
(ie., a service) and the QMSR requires that a manufacturer determine what it needs to adequately carry
out the requirements of the regulation and to assess whether the consultant can adequately meet those

needs.

FDA [FCDaAAVMIEEET.QMSR [CIEELGHYTIAV—IELVSHBOERNVLETHALIEZEZTLEE
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(Comment 41) #&0OBEREL

One comment suggested that § 820.15, Clarification of Concepts, in the proposed rule is unnecessary and

should instead be incorporated into § 820.3.

HBHAAUME, FRAIZEDS 820.15 1= DEAFEL 1T HETHY . KHVYIZ8 820.3 ITHA AL RETHHETREL
1=.

(Response)

FDA agrees with this comment and has revised the rule to remove § 820.15 and move the clarification of
certain concepts and terms to § 820.3(b). Because the information in this section is intended to help clarify
how terms in the QMSR should be interpreted, we consider this section to have a similar intent to that of the
definitions provision. We also think that combining these sections should help improve readability and ease
interpretation of the overall QMSR. See section V.F for additional discussion of comments received regarding
§ 820.15 of the proposed rule.

FDA (X2 A MZFEE L., BAIZ%ET L C8820.15 ZHIBR L., HrEoia & FAZED W% 8§ 820.3(b) 2
BLELZ, Zotryaroffifid, QMSR OMFENEDO L S ITHIRSND & ez T2 2 L2 K
ELTWVDIED, ZO®7 va NIEBRBE L AROBEREZR > TWH LEZLNEY, o, Zhbookr v
3V EMBEDED LT, AT INMEL, QMSR RIEDMIRNEL /D EEZTHWET, BHAIED
§820.15 IZRL TR ITH o/ A v FOFEMIZONTIEL, B2 v a v VF 2L T30,

E. Requirement for a Quality Management System

(Comment 42) i =42 124

FDA received multiple comments regarding proposed § 820.10(b), which requires that manufacturers
establish and maintain a quality management system and comply, as appropriate with the other “applicable
regulatory requirements” including, but not limited to, those requirements listed in the codified. One
comment asked that FDA list the other sections of ISO 13485 that apply to medical device manufacturers,
for the purposes of complying with § 820.10. Another comment asked FDA to clarify whether parts 803 and

806 remain applicable to device manufacturers after this rulemaking.

FDA I3, 2R &1728820.10(b) [iWVE~ R A b AT AERFHE | I L TERDOa A 22 TR £ L
Too TORMETIE, BEEENWEEH Y AT LA BB LOHR L, loUbanZbDIicy A hER TV HE
A E e THIZIRE SNV o T S0 2 s SR ) ICHEIZE UCHEILT 2 Z & 2RO TN ET,
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SHE DR DR ELE EF O S XA S50 2 0 EMIZT 5 XL 9 FDA Ik T,



(Response)

There are many portions of ISO 13485 that refer to “applicable regulatory requirements.” We have included
FDA requirements that are relevant to the phrase “applicable regulatory requirements” to assist
manufacturers in understanding how ISO 13485 relates to other regulatory requirements for devices. We
have identified certain instances of the phrase “applicable regulatory requirements,” and therefore, the list
is not intended to be comprehensive. Regulated manufacturers are responsible for identifying and meeting

all applicable requirements, even if such requirements are not specifically called out in § 820.10.

To the extent the comment is asking what sections of ISO 13485 apply to device manufacturers, FDA notes
that all sections of ISO 13485 apply to device manufacturers. In particular, FDA considers compliance with
the unique device identification (UDI) provisions of the FD&C Act to be necessary to comply with Clause
7.5.8 of ISO 13485. To comply with Clause 7.5.9.1, a manufacturer is required to document procedures for
traceability in accordance with the requirements of part 821 (21 CFR part 821) if that provision is applicable.

Also, to comply with Clause 8.2.3 of ISO 13485, manufacturers are required to notify FDA of complaints that
meet the reporting criteria of part 803. And, to comply with Clauses 7.2.3, 8.2.3, and 8.3.3 of ISO 13485, this
rulemaking requires manufacturers to handle advisory notices in accordance with the requirements of part
806. Because parts 803, 806, 821, and 830 are particularly relevant to meeting the requirements set forth in
the ISO 13485 Clauses listed in § 820.10(b), FDA is not making any changes to the listed requirements.

The QMSR also allows for flexibility such that if a manufacturer engages in only some operations subject to
the requirements of the QMSR but not in others, the QMSR allows organizations to identify and document
the requirements of the QMSR that are not applicable to that organization. FDA recognizes, however, that
organizations are seeking guidance and clarification on FDA's expectations regarding an organization's
implementation of, and compliance with, the QMSR. To help facilitate understanding, FDA is in the

process of evaluating its existing policies, procedures, and guidance for industry to be consistent with the
QMSR.

ISO 13485 [Z[&. MERASNHRHENEH I DVWTERLTVWSEA D EHZBHYET, 1SO 13485 A HERRDMDIR
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https://www.ecfr.gov/current/title-21/part-821
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(Comment 43) UDI. FL—HE1)F4. MDR

A comment implied that specific sections of proposed § 820.10(b)(1) through (3) were not needed for several

reasons, including that:

e the requirements in proposed § 820.10(b)(1) are already addressed by § 820.3(cc) of the QS
regulation and by reference to part 830,

e the requirements in proposed § 820.10(b)(2) are already addressed by § 820.65 (21 CFR 820.65) of
the QS regulation and by part 821, and

e the requirements in proposed § 820.10(b)(3) are already addressed by § 820.198(a)(3) (21 CFR
820.198(a)) of the QS regulation and part 803.
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(Response)

FDA disagrees that § 820.10(b)(1) through (3) are not needed, because FDA is removing the majority of
requirements in the QS regulation previously in part 820 and is revising the remainder of the part to
harmonize with FDA's statutory and regulatory framework. Sections 820.3(cc), 820.65, and 820.198(a)(3) of

the QS regulation have been withdrawn, and the new QMSR no longer includes these provisions.

The requirements enumerated in the new § 820.10(b)(1) through (3) make explicit that compliance with
other parts of Title 21 is central to a comprehensive QMS system. Further, they are necessary because ISO
13485 directs the manufacturer to follow “applicable regulatory requirements.” We have included FDA
requirements that are relevant to the phrase “applicable regulatory requirements,” to assist manufacturers

in understanding how ISO 13485 relates to other regulatory requirements for devices. We have only


https://www.ecfr.gov/current/title-21/section-820.65
https://www.ecfr.gov/current/title-21/section-820.198#p-820.198(a)
https://www.ecfr.gov/current/title-21/section-820.198#p-820.198(a)

identified certain instances of the phrase “applicable regulatory requirements,” and therefore, the list is not
intended to be comprehensive. Regulated manufacturers are responsible for identifying and meeting all

applicable requirements, even if such requirements are not specifically listed in § 820.10.
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(Comment 44) UDI. FL—HEUF ¢

FDA received comments asking that FDA remove the reference to Clause 7.5.8 of ISO 13485 in the proposed
§ 820.10(b)(1). One commenter suggested that the reference to Clause 7.5.8 seemed to require that
organizations assign a UDI to products throughout the product development cycle, while part 830 only
requires UDI for finished devices. This comment also asked that FDA remove the reference to part 821 in the
proposed § 820.10(b)(2) because the reference to part 821 is confusing, as the commenter opined that
traceability requirements in Clause 7.5.9.1 are not the same as the requirements for device tracking under

part 821.
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(Response)

FDA disagrees with the comment's interpretation of the regulations, and takes this opportunity to clarify its
expectations regarding compliance with parts 830 and 821 for the purposes of the QMSR. First, we note that
Clause 7.5.8 of ISO 13485 requires that as part of its QMS, an organization must document a process for
product identification and, if required by applicable regulatory requirements, must document a system to
assign UDI. The QMSR clarifies the applicable regulatory requirements for UDI in § 820.10(b)(1), which
states that the system for assigning UDIs must comply with part 830. The QMSR, therefore, requires that
an organization document a process to identify a product by “suitable means throughout product realization”

and also that an organization document a system to adequately identify devices through distribution and use,



consistent with part 830. In light of those provisions, FDA does not consider the QMSR to require an
organization to assign a UDI to devices under development because the provisions in part 830 apply to a
device in commercial distribution. Similarly, FDA does not take a position in this rulemaking on whether an
organization should incorporate UDI as part of its documented process for identification of devices that are

not in commercial distribution, so long as the requirements of the QMSR are met.

FDA also disagrees with the portion of the comment addressing compliance with § 820.10(b)(2). FDA does
not consider the reference to part 821 to create a general requirement that an organization's traceability
procedures adhere to the requirements of part 821. Rather, this reference makes explicit that when a device
is subject to the requirements of part 821, an organization shall, among other things, document procedures
for those requirements in its QMS in accordance with Clause 7.5.9 of ISO 13485.
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(Comment 45) V3R | HHEORIEE, REEEOXEL. @AEHERSR

FDA received multiple comments regarding proposed § 820.10(c) Design and Development. In the
preamble to the proposed rule, FDA proposed to clarify that Clause 7.3 Design and Development of ISO
13485 applies only to the manufacturers of the class I devices that are listed in § 820.10(c) in addition to all
manufacturers of class II and III devices. Multiple commenters asked FDA to clarify this concept and to
remove the word “only” to avoid the potential for confusion regarding to which devices this provision
applies. One comment stated that under ISO 13485 a manufacturer of any type of class I device needs to
follow design controls and that FDA's exclusion of most class I devices differs from ISO 13485. One
comment asked FDA to clarify whether class I devices that are constituent parts of combination products

will be subject to design and development requirements.
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(Response)

FDA appreciates the numerous questions regarding the scope of the QMSR with respect to design and
development. The QMSR, as proposed, retains the scope of the previous § 820.30(a) of the QS regulation and
does not modify which devices are subject to these requirements. Manufacturers of class IT and class III, and
certain class I devices described in § 820.10(c) must comply with the requirements in Design and
Development, Clause 7.3 and its subclauses in ISO 13485. We further note that the device and development
requirements, like other QMSR requirements, apply to all finished devices, including devices licensed under
section 351(a) of the Public Health Service Act (42 U.S.C. 262(a)) ( e.g., in vitro diagnostic devices that are

intended for blood donor screening and compatibility testing). FDA understands the comments
recommending the removal of the term “only” from the preamble of the proposed rule explaining that Clause
7.3 Design and Development of ISO 13485 applies to the manufacturers of the class I devices that are listed

in § 820.10(c) in addition to all manufacturers of class II and class III devices.

FDA disagrees with the comment asserting that FDA's decision to limit the applicability of the design and
development requirements to a subset of class I devices is inconsistent with ISO 13485. To the extent that
ISO 13485 addresses how the standard may be applied in a particular regulatory jurisdiction, the standard
explicitly defers to those jurisdictions. Specifically, § 820.10(c) is consistent with clause 1 of ISO 13485, which
recognizes that there may be exclusions by the regulatory authority from the Design and Development
requirement and directs the manufacturer to document such in its justification for exclusion. For all devices
to which design and development requirements apply, FDA does not expect manufacturers to maintain
records of all changes proposed during the very early stages of the design process. However, a successful QMS
requires a manufacturer to document design changes made after the initial design inputs have been approved,

and/or any changes made to correct design deficiencies once the design has been released to production.

To address the comment asking for clarification regarding how the requirements in § 820.10(c) apply to
combination products, we note that § 4.3 (21 CFR 4.3) lists all of the CGMP regulations that may apply to
a combination product, depending on the constituent parts of the product. We are not revising § 4.3 in this
rulemaking, and its language and the general policies around its implementation remain unchanged. We
note also that FDA has previously addressed compliance with CGMP requirements for combination
products in the final rule for part 4 (78 FR 4307, January 22, 2013) and in a subsequent guidance document
entitled “Current Good Manufacturing Practice Requirements for Combination Products”, including with
regard to device constituent parts that are or would be classified as class I and exempt from design and

development requirements (Ref. 14).


https://www.govinfo.gov/link/uscode/42/262
https://www.ecfr.gov/current/title-21/section-4.3
https://www.federalregister.gov/citation/78-FR-4307

FDA (&, 825t ERFEICEET 4 QMSR DEEICET A<D EMZE<EHELTLET . RESN TS QMSR
[&. QSR DHID §820.30(a) NEFHZEMIFL. EDKBNINLDEHDRRELGIMNIZERLEEA, VTR I
BEUISR I, KLUE820.10(c) [RETRIAVI AT LERBIEICHRE SN TVSIHEENDISR | #B/OH
EEHE.1SO 13485 £IE 7.3 TREHBARIBIUVZDO TREEDEHICENT ILENHYET , IHIZ, 35BS
FURRBEHICIEIRDEISIGEDLHHIEITEELET . TOMD QMSR EH(E, AREEE (42 U.S.C.
262(a)) DtV 3y 351() ITEDVWTRAINBBEET . TRTOTALEBISEASINEST Bl mE
DAPN)—ZU T BEXVBEE T AN B ELT- AN 2EHER) ). FDA [&.1SO 13485 MEIE 7.3 TE&ET-BA%
NLIFR N BEUVIFR I BBEOTATOHEFEEHSLUE 820.10(c) ITVRRENTLVSGIFR | HERDEESE
BISERASNAZEZGBET HRAEDRIXIANLI DA IEWSHEZHIRT AL HRETIaANEERELTOE
ED

FDA (E. BB LUVHAREHOBEREFEZ ISR | BBOFT2YMIRET DL FDA DIRFEIL 1SO 13485
EFELTWDEERTIAAVMIRBLEE AL IS0 13485 MNIFEDRFIEERE TOREOBERAAEICDLNT

ERLTVWARYIZENTIE, BEEZALDO BTEREICHRMICERLET ., EAMICIL. §820.10(c) EEYH
DAVM AT LEREIEIE 1ISO 13485 MF 1 BEEASGHEIE—BLTEY. RHELBIZLLFREAFFEEHID

DBENDHEATREENHHEZRHLTHY . REEFHITHL. BRADELHEEXELTHLSERLTVET, &
HELUBRESHINEASNDT R TOHRERICDULVT, FDA [FHBMNRHTOERD KPP OBRETIRESNET
RTDEBEDTHREHFTIEEHFLTCLER A, 722L. QMS ZHINISEDICIL. BEEE L. RUOHRETA
D ERBEINTZZRICTONRAER. BLU/ELIEFREDEEIC)) — RSN RICHRETDORIGEISIET H1=0HI2
TON-ERBEXELLTIRENHYET,

§ 820.10(c) [EVYRVAVN AT LERZIE IOBEHNMEAEHLERRICEDSSITHERAINSIMNZIDONTOER
BZERODAAMINT H126(2. 8§ 4.3 (21 CFR 4.3) [ZIF. BRERICHLTHASHEERISERASIN D ATHE
HEDHZFTXTH CGMP RFIMNYRREIN TSI EITFEL TS, COMRBIKEIZHINTE 4.3 £HETT S
LI ZDOXELTDERICEAT 52— MRMWERS—EFEBFINFER A, Ff-. HRIE FDA H/3—k 4
[Regulation of Combination Products |D&#&#H8| (78 FR 4307.2013 4 1 A 22 H) 8LUZFDHDHAF >
AXEMEAEDOEHERBICKHTIRITOBEREREEZHR IICEVWT HAESHERRD CGMP EH~DEMRIC
DVTURTIICERLTWAILICEBELET . ChICIE V3R | [2HFESI, BB JURARESEISEERSNS.
FIEIIR | [ZHBESNIBB[ERIBRICETIEONEENET (BEXH 14),

(Comment 46) BELE1—~QOEEEEZE-GLLELT—0OSM

Multiple comments noted that the proposed QMSR did not appear to them to include the requirement
found in the QS regulation in § 820.30(e) that each stage of design review shall include an individual(s)

who does not have direct responsibility for the design stage being reviewed.
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(Response)

FDA agrees that the final QMSR differs from the previous QS regulation and does not include the explicit

requirement that each stage of design review must include an individual(s) who does not have direct



responsibility for the design stage being reviewed. We note that Clause 7.3.5 of ISO 13485 requires that
design and development review include representatives of functions concerned with the stage under review
as well as other specialist personnel. FDA considers Clause 7.3.5 of ISO 13485 to provide adequate
flexibility for organizations to balance management of personnel and other resources in the organization
with the important contribution of independent review to the design and development process;
manufacturers may to choose which individual(s) to include in each stage of design review to comply with

the requirements.

FDA considers that a successful quality management system under Clause 7.3.3 and 7.3.4. will require a
similar approach to design review and validation as those developed under the QS regulation. For instance,
the purpose of conducting design reviews during the design phase is to ensure that the design satisfies the
design input requirements for the intended use of the device and the needs of the user. Design review includes
the review of design verification data to determine whether the design outputs meet functional and
operational requirements, the design is compatible with components and other accessories, the safety
requirements are achieved, the reliability and maintenance requirements are met, the labeling and other
regulatory requirements are met, and the manufacturing, installation, and servicing requirements are
compatible with the design specifications. Design reviews should be conducted at major decision points

during the design phase.

For a large manufacturer, design review provides an opportunity for all those who may have an impact on
the quality of the device to provide input, including manufacturing, quality assurance, purchasing, sales, and
servicing divisions. While small manufacturers may not have the broad range of disciplines found in a large
company, and the need to coordinate and control technical interfaces may be lessened, the principles of design
review still apply. The requirements under § 820.30(e) allow small manufacturers to tailor a design review

that is appropriate to their individual needs.

FDA X, &M&B72 QMSR ALIATD QSR LIXERY, BREILVE 2 —DRKEMICL B 2 —XRORF BRI
BEEEEZRERVEARSENRTNERORVE VI HRNARABERESER TRV LI Habifo
1SO 13485 D5IHE 7.3.5 [f&Gt- MO L E2— TiX, &it-HBEOLE2—12, LE 2 —HOEMIZEfRT
LEHMOREEBLOZOMOREMAY v 752 EFOH T LH#FRL TS Z EIZERELET, FDA X, 1SO
13485 DO5IHE 7.3.5 23, MENO MBI OZOMDO Y vV —AOEH & | %G - B 7 a2 X3 M LT
LE2—OBEBEREBRE DT U AL WD T D5 0 FelfME AR IR 2 £ B2 TnEd, IEEER T
PR A 72T 7 DICRET L B 2 — DK BEMEIC EDEANEE D L0 ERIRTE £,

FDA (X, &I 7.3.3 T&it - BR~OA 7y b BIWQ 7.34 T -BARNLOT T N7 v b 1HE3<
EEB AT ANREIL TS ERRLET, Q&?:ﬁdw(%%éhk%®&ﬁ%@mJVEiagﬂj
T a UPREIZRYD ET, e xT RETBECREI L Y 2 — &2 3T 5 BIIE, ORI RO R
L 2 —P—=— XX T DA B 2RI L TN D 2 a2 ERT HZ LT, it B a—Iid,
AT I3 RER L OEMEEE A2 LTV D0 E ) v, REFD 3 AR — R RRZE OO R L & BN &
HNE D BEFHADERINTVDED, BREEB LA T F U AEERE SN TS, TR 78
KO DMDOHEI N 72 ST ND N E D 0y, BRI SN TE Y, fiE, RE, BEXOY —EXOE/F)ER
MR E BN S 5008 9 a2 720 OREHRFET —Z DL Ea—NEENET, el Ea—iE, &
FHEEBED R E R CTEMT 20BN H Y 77,



RFREEF O G, BEHVEa—ik, &, wERGE R, Jot, d—e2MMn s KeomEIwEz

G2 5D H 5T X TORBRAICER 2T M 2R L Ed, DMIRREREE I, REEICARD

ND XD RIRFIIREM BN 2 < Bl A o F—7 = — 22T L O 2 L BEEMEDGE S H D 79705,
et L B2 —OFANIEARE LTHEA S ET, §820.30(e) il a—| IZHESEMFIZLY, /L

EEE TP O=—XZEDOE TRV Ea—2filfET 5 2 &N TETET,

(Comment 47)  EfRBREHlI <@ RS B3 F =4

A comment requested that FDA specify which regulatory requirements would be applicable under Clause
7.3.7 of ISO 13485, which states that as part of design and development validation, an “organization shall
perform clinical evaluations or performance evaluations of the medical device in accordance with applicable

regulatory requirements.”
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(Response)

Because the regulatory requirements that may apply to clinical evaluations are provided elsewhere, FDA
declines to list such information in the codified portion of this rulemaking. Clinical studies of medical devices
in the United States are generally governed by the set of regulations and requirements known as good clinical
practices. These regulations apply to the manufacturers, sponsors, clinical investigators, institutional review
boards, and the medical device. The primary regulations in Title 21 that govern the conduct of clinical studies
of medical devices include, but are not limited to, part 812 (21 CFR part 812), Investigational Device
Exemptions; 21 CFR part 50, Protection of Human Subjects; 21 CFR part 56, Institutional Review Boards;

and 21 CFR part 54, Financial Disclosure by Clinical Investigators. FDA notes that prototypes used in clinical

studies involving humans may be shipped in accordance with the investigational device exemption provisions
in part 812. We also note that regulations in other parts of the CFR may apply to clinical evaluation, for

example those in 45 CFR part 46, Protection of Human Subjects.
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(Comment 48) &z HR—FEfE#EFTIHEFON —HE)T2

FDA received many comments regarding the proposed § 820.10(d) concerning traceability for implantable
devices, discussed here and in the two following sets of comments and responses. This provision requires
manufacturers of devices that support or sustain life to comply with the requirements in Clause 7.5.9.2 in
ISO 13485. Commenters asked FDA whether the QMSR would retain § 820.65 from the QS regulation and
to clarify the relationship between Clauses 7.5.9.1 and Clause 7.5.9.2 of ISO 13485 and § 820.65 and part
821 of this Title.
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(Response)

In response to the comment suggesting that the QMSR retain § 820.65 of the QS regulation, FDA
reiterates that much of the QS regulation is being removed or amended, including § 820.65. Instead, the
QMSR incorporates the traceability requirements set forth in Clause 7.5.9 of ISO 13485, including Clause
7.5.9.2, and § 820.10(d) requires that manufacturers of devices that support or sustain life comply with

these traceability requirements.
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Comments requested that FDA reconsider the scope of § 820.10(d), suggesting that its requirements be
limited to class III devices, devices that require traceability, or to implantable devices with an alternative
traceability requirement developed for non-implantable devices. Some comments believed that the risks
associated with devices that support or sustain life are not necessarily the same as those associated with
implanted devices. Comments asked FDA to define specific terms in § 820.10(d), including the phrase
“support or sustain life,” and to explain how firms are to determine which devices support or sustain life.
One comment suggested that § 820.10(d), as drafted, could be interpreted to apply to all medical devices

and recommended that FDA delete the provision to avoid confusion.
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(Response)

FDA considers the scope of devices subject to this provision under the final QMSR to be substantially
similar to the scope in the QS regulation and declines to limit the scope of this provision in the manner

suggested by the comments.

In response to the comments suggesting that it would be useful to define specific terms in § 820.10(d), FDA
notes that § 820.65 of the QS regulation did not include a definition for the phrase “support or sustain life.”
Further, it is not necessary to include a definition in the QMSR because the phrase is explained in 21 CFR
part 860 and that meaning has historically been applied to CGMP requirements. Section 860.3 (21 CFR
860.3) defines the term “life-supporting or life-sustaining device” as “a device that is essential to, or that
yields information that is essential to, the restoration or continuation of a bodily function important to the
continuation of human life.” These meanings are helpful and well understood, and FDA does not consider

additional definitions to be necessary to assess compliance with the QMSR.

We additionally note that the term “implant” is defined in § 860.3 as “a device that is placed into a
surgically or naturally formed cavity of the human body. A device is regarded as an implant for the purpose
of this part only if it is intended to remain implanted continuously for a period of 30 days or more, unless
the Commissioner determines otherwise to protect human health.” FDA intends to consider this definition
when interpreting the QMSR. To incorporate this definition more clearly into the QMSR, FDA has revised
the “clarification of concepts” provision in § 820.3(b) to explain that the term “implantable medical device”

as used in ISO 13485 has the same meaning as “implant” as described above and defined in § 860.3.

FDA [&. &# QMSR IZEIZDREDRRELDHEZRDEFH L, QSR DEFEEREMICRRTHIHIEEZATH
Y, AP TREBIN TS AETIOREDESEEZFHIEIT A EFERT 5,

§820.10(d) BEVRIUAV AT LAEREE I THEDRBEEET AIENERTHAILERET DA

5% T, FDA [&. QSR M§ 820.65 FL—HE T4 I E R DB EIEHFILVLSEUADERNEEN TV

Mof-LiEEd 5, 51T, ZMEEAIL 21 CFR /83— 860 Medical Device Classification Procedures | TEiBAE

NTHEY. TOEKRIEEEMIC CGMP EHISERINTEZ2H.QMSR ITEREZEDIVEEHYERA, ¥
3> 860.3 (21 CFR 860.3 Definitions) Tl&. I EfnfiFREFR (T EMEREEILVSRAEZL. TEmERFCEs

TEELGEARBEDOREF -EIABOMOBGEICTARGEE. FEZTNICRARGEREL-OTEEILER

LTWWET, CoDEBKRIFRZICIS ., KKEFESNTEY., FDA (& QMSR ~DH#ENE T H-DICEMDEEH
DHETHDHEIFEZTLVEL,

EBIT TAUTSUMENS AL, §860.3 TIAKDHARMETBERICHEESNEICEESNIHFILESR
NTNBHIEITERLT SN, #R L. ARORBREZRET H-OICREMNBERELZVRY, 30 B L
MIIBORAENT-FFEICTHIENBRINTVLBZEIZOH . COBA DB TIV TSV HEEINET, FDA


https://www.ecfr.gov/current/title-21/part-860
https://www.ecfr.gov/current/title-21/part-860
https://www.ecfr.gov/current/title-21/section-860.3
https://www.ecfr.gov/current/title-21/section-860.3

[ QMSR #fRIBEICCHDEREZEET AT ETT ., COERFZIYIBHEIC QMSR [THAALT-8IZ, FDA
(% 1SO 13485 THEAINTLAIEAHEEMERRIEVWVSHENLEEHLUVE860.3 TEEINBIAUTIUNIER
CEMZEEHDIEEHAT H1-0I. § 820.3(b) M= DAL IREEZHETLEL-,

(Comment 500 kL—HET+

Multiple comments suggested that proposed § 820.10(d) was overly burdensome. One comment stated that
the requirements found in previous § 820.65 of the QS regulation were less burdensome than the
requirements in ISO 13485 Clause 7.5.9.2, and another comment suggested that the perceived increased
burden would itself cause devices to be less available. A comment was concerned that this provision will
increase documentation requirements and is redundant with established processes required by other
testing standards and European postmarket reporting requirements. Some comments noted that it may be
difficult for manufacturers to maintain records of components and to comply with these requirements for

devices incorporating off the shelf technology.
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(Response)

We disagree that it will be overly burdensome for manufacturers to comply with this provision. The
traceability requirements, and the manner in which they are applied in the QMSR, the FD&C Act, and in
its implementing regulations, are substantially similar to those found in the QS regulation. For example,
the requirements found in § 820.10(d) and Clause 7.5.9.2 of ISO 13485 reflect portions of the QS regulation
(including 21 CFR 820.60, 820.65, 820.160, and 820.70(c)), including that a manufacturer is to establish

and maintain procedures to identify devices throughout development and identify components where
appropriate, to maintain distribution records, and to adequately control environmental conditions when

those conditions could impact product quality.

We also have considered the comments regarding the requirement that manufacturers maintain records of
components that could cause the medical device not to satisfy its specified safety and effectiveness

requirements, and we consider such records to be essential to a comprehensive QMS.

Similarly, we recognize that other jurisdictions may have requirements for medical devices that are similar
to those in § 820.10(d) of the QMSR, and those similarities were an important consideration in incorporating
ISO 13485. We note, further, that this is consistent with our goal of harmonizing to the extent possible FDA's
QMSR requirements with global standards and the requirements of other regulatory jurisdictions.
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F. Clarification of Concepts

(Comment 51) 72414 & 148E performance

FDA received comments asking FDA to clarify use of the phrases “safety and performance” and “safety and
effectiveness” within the QMSR. Commenters seemed to interpret that FDA had used the two phrases
interchangeably in the proposed rule and asked that FDA revise the proposed use of the phrase “safety and
performance” because its meaning is not the same as “safety and effectiveness.” One commenter suggested
that because the terms are different, they require different outcomes. Another commenter asked FDA to cite

the source of the concept of “safety and effectiveness.”
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(Response)

FDA agrees that the phrases “safety and effectiveness” and “safety and performance” are not interchangeable,
and although the proposed rule explained that FDA was not proposing that the terms were interchangeable,
we have nevertheless revised this rule to avoid the potential for confusion. In accordance with section 520(f)
of the FD&C Act, and as stated in § 820.1, the requirements of the QMSR are intended to assure that finished
devices will be safe and effective and otherwise in compliance with the FD&C Act. FDA acknowledges that
ISO 13485 and the FD&C Act utilize different phrasing related to device function and use, because ISO 13485
includes criteria related to safety and performance by which to evaluate medical devices. FDA's intention is
to reinforce that, despite the difference in terminology, the QMSR as a whole is intended to assure that
finished devices will be manufactured to meet the statutory requirement for safety and effectiveness. The

quality management system requirements specified in ISO 13485 are complementary to the technical



requirements that are necessary to meet applicable regulatory requirements for safety and performance. To
help clarify this position, we have revised the “clarification of concepts” section of the rule (proposed § 820.15,
which is now included in § 820.3(b)) so that “safety and performance” has the meaning of “safety and
effectiveness” only within the introduction in Clause 0.1 of ISO 13485. In the context of Clause 0.1 of ISO
13485, “safety and performance” means “assessment of the performance of the device to assure the device is
safe and effective” as required by section 520(f) of the FD&C Act. The term “safety and performance” does
not relieve a manufacturer from obligations related to ensuring that finished devices are safe and effective.
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G. Supplementary Provisions

1. Control of Records (§ 820.35)

(Comment 52) FoéEDEH

Some comments noted that the requirements set forth in the QMSR, at § 820.35, appear to add additional

requirements regarding control of records to ISO 13485.
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(Response)

FDA agrees with the comments. The QMSR includes specific and limited requirements for control of records
in addition to those in ISO 13485 to ensure consistency and alignment with other requirements in the FD&C

Act and its implementing regulations.

FDA considers the additional requirements specified in § 820.35 ( i.e., requirements that are not specified in



ISO 13485) regarding control of records to be necessary to implement a QMSR that is consistent with
applicable statutory and regulatory requirements. Manufacturers must meet the requirements in ISO 13485
clause 4.2.5 (any other applicable clauses of ISO 13485; for example, complaint handling shall be conducted
in accordance with the requirements set forth at 8.2.2), and also meet the requirements of § 820.35. We think
that these additional requirements will help ensure that records are established and maintained in a manner

that is useful to FDA and manufacturers.

We have included specific requirements to ensure that the information required by part 803, Medical Device
Reporting, is captured on certain records of complaints and servicing activities. We are also requiring that
firms document the UDI for each medical device or batch of medical devices in accordance with part 830 in
its records. Last, we are retaining the clarification from §820.180 (21 CFR 820.180) of the former QS

regulation that governs the confidentiality of records FDA receives. This reminds firms that FDA protects

such records in accordance with part 20 (21 CFR part 20). As set forth in this rulemaking, manufacturers

must meet the requirements in ISO 13485 Clause 4.2.5 and also meet the requirements of § 820.35.
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(Comment 53) FE&EDOAGE

Comments noted that § 820.35 of the proposed QMSR requires that manufacturers “obtain the signature for
each individual who approved or re-approved the record.” Many comments noted that the signature
requirements described in the proposed rule appeared to apply to all records and were drafted to appear to
be more stringent, and thus more burdensome, than the QS regulation. Multiple comments sought

clarification on the manner and method of the signature requirement.
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(Response)

FDA agrees with the comments that noted that the signature requirements in the proposed rule appear to be
more expansive than those in either ISO 13485 or the former QS regulation. In response to the comments
and to maintain continuity with the requirements of the QS regulation and ISO 13485, FDA has revised this
rule to remove the requirement that the manufacturer obtain the signature for each individual who approved

or reapproved the record, and the date of such approval on the record.

FDA notes that where ISO 13485 uses the term “approved,” that term means that an approved document, or
certain record of a type that requires approval by ISO 13485, has a signature and date. Additionally, we note
that FDA will consider signatures that utilize the method the Agency determines fulfills electronic signature
requirements to be compliant with this requirement. Manufacturers can choose to develop electronic records
and electronic methods for denoting approval. Our focus is on whether the substance of the requirements is

met and not the physicality of the record or signature methodology.
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Commenters requested that FDA elaborate on the specific requirements for maintaining complaint records,
records of servicing, and for documenting UDI. Some commenters noted that proposed § 820.35(a)(4) requires
that complaint records include the name and contact information of the complainant, and requested
clarification regarding what information would satisfy that requirement. Other commenters suggested that
an electronic address, rather than a physical address, would be appropriate on complaint records. With
respect to documenting servicing records, one commenter noted that § 820.35(b)(6) requires manufacturers
to record any test and inspection data that is conducted as part of the manufacturer's servicing activities and
noted that manufacturers should not be required to perform such testing if it is beyond the scope of the
individual servicing activity. One commenter requested that FDA clarify when the QMSR requires
manufacturers to document the UDI, and another commenter asked FDA to modify § 820.35(c) to state that

the UDI could be “recorded/included” for each medical device or batch of medical devices.
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(Response)

The information required by part 803, Medical Device Reporting, must appear on certain records of
complaints and of servicing activities in § 820.35(a). To the extent the medical device reporting regulations
permit contact information to include an electronic address, rather than a physical address, compliance with
part 803 would be compliant with this rule. To provide additional clarity regarding complaint handling, we
have revised § 820.35(a) to describe the circumstances under which an investigation of a complaint must be
initiated and records related to that complaint must be retained. Clause 8.2.2 and § 820.35(a) require that
if any complaint is not investigated, the firm shall document the reason it has not investigated that complaint.
For example, if the information required for an investigation cannot be obtained, then the manufacturer

must document the efforts it made to ascertain the information.

Consistent with the QS regulation, FDA expects that a firm will make a reasonable and good faith effort to
obtain the information required for an investigation. Additionally, we note that if a corporation chooses to
operate with different complaint handling units for products and/or establishments, the manufacturer must
clearly describe and define its corporate complaint handling procedure to ensure consistency throughout
the different complaint handling units. A system that would allow multiple interpretations of handling,
evaluating, categorizing, investigating, and following up, would be unacceptable. Each manufacturer
should establish in its procedures which one group or unit is ultimately responsible for coordinating all

complaint handling functions.

FDA agrees with the comment regarding interpretation of § 820.35(b)(6) and does not consider this section
to require test and inspection data for all servicing activities. Rather, when an organization's QMSR does
require such test and inspection data to be generated as part of the servicing activities, those data must be
included as part of the record per § 820.35(b)(6). Regarding requirements for documentation of UDI, we
reaffirm our position—as stated in the proposed rule—that this rule requires that firms document the UDI
for each medical device or batch of medical devices in accordance with part 830. Similarly, we disagree that
the requirement in § 820.35(c) should be modified; the phrasing of this provision allows a manufacturer to
comply with § 820.35(c)'s requirements in the manner appropriate for the device and its manufacturing

process.

IN—b 803 EEMIBME ITERINDIFHIE. §820.35(a) FHFNEE I DEFELIUVY—EXEFHDOHEDNT
FRICEND(ET TT, MDR RAIAEREERI BN ZEFRCIEGCEFTRLRAEEHDHELHFAIL TSR
Y, /N\—k 803 ~DERIIZDIL—IVIZERNT HEITHEDH, BIREDLBZISICHIEICT H7-8IZ. § 820.35(a) &
WETL. FEDORELMIEL. TOEFICRET B ERIFLETNELESLGURRIC DOV TERBAL-, &IE 8.2.2



MEIENE B ELUE 820.35(a) [F. HFEMNRBSNGHSI5E. EXEZOEFBFLZRAEBELGH>-EREXEILT
BHIEEEHMIT TS, LA REICHDEGERVAFTELGNG S ERFIFREHER T 5021701
BheEXELTIRELNDSD,

QSR [ZH-> T, FDA FERMNREICHERFEREAF T AOITEBMN DMELE NETHEEHFHLTLS,
ST, BERNEBEIWFERERIEICEGIHFEREI_VINTEE T HEERRLEBE . BHEXREL. SF
SFELHBFVNEL-— VAR T-EUEZHRT S-OIC. EEOEFLEFIEZAEICERELVERT DVLELD
BHIEITEELTZEL, BYRLY, 5HEi. 7758, SAE. 740—T7 VT IT DV THEBDO BRI ATREL S X T LI Z (1
Anonizly, BREXEE. ZOFIEOF T, EQOVIIL—TFEIZYM TR TOEIFLERREL RS Hx
RULGEEZEIDONEHILTILENDH D,

FDA [&. § 820.35(b)(6) DEMICEET HaAVKIREL. COEILIVNTRTOHY—EREHHKBRSLUBRE
T—REERTDHEFHEEIH, CLA, D QMSR N —EREBD—IBELTEFDISIBTAMNSIUVRET
—ADNEREBERTBIGE. TNODT—2(E §820.35(b)(6) ITH-THREND—HELTEDIVENHS, UDI
DX ELDEHICEAL T, FDA [ RESNIL—ILICRE SN TS KT, CORBNIXEFEA/\—k 830 UDI I
O TRERBBFIEREBZD/\vFD UDlI ZXEILTHIEEERLTSELS FDA DG EERT D,
[E#RIZ FDA I, § 820.35(c) DEHIFEEINAIREZLLVOERICAIELAGL, CORMEDXEIZELY ., WEEE(E
HREFTDRET O RIZE YA /% TS 820.35(C) DEMIZHEMNT HIEMNTES,

(Comment 55) FDA EE([ZBITHIRIOAVINEa— AREE, YIS/ Vv—EEXEHFORTEK

FDA received numerous comments regarding the lack of an exception for management review, quality
audits, and supplier audit reports, which formerly existed in the QS regulation, at § 820.180(c). Most such
comments requested that FDA maintain the exceptions set forth in § 820.180(c), some suggested that FDA
adopt specific language to do so, and the remainder requested that FDA clarify whether such records are
exempted from inspector access. One commenter in particular noted that the current quality system
inspection technique (QSIT) guide also states that management review, internal audit, and supplier audit
records are exempted from inspection. Several comments expressed concern that the exception was
necessary to ensure manufacturers' audit and management review reports continue to be complete and/or

useful.
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(Response)

FDA disagrees that it should maintain the exceptions set forth at § 820.180(c). One of the primary

purposes for this rulemaking effort is to move as closely as possible toward global harmonization and



alignment. From a global perspective, the exceptions the comment references are not available to
manufacturers being inspected by other regulators or being audited by other entities ( e.g., MDSAP
auditing organizations), and thus, such manufacturers will not be additionally burdened by making these
records available. Similarly, FDA does not consider it to be a large burden to the manufacturers who may
have taken advantage of the exceptions to make these records available, as such records are maintained in
the regular course of business and should be readily available. Additionally, FDA notes that its
investigators have already had access to data used to inform management reviews, such as

nonconformances and complaints, and any corrective actions resulting from internal and supplier audits.

FDA emphasizes that robust management review, as well as internal and supplier audit programs, are
fundamental to the culture of quality discussed previously in this rulemaking and which FDA expects firms
to embrace. Further, FDA intends to modify its inspectional processes consistent with this rulemaking, and
does not consider this rulemaking to be the appropriate vehicle to describe any future implementation

activities, including inspectional processes.
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(Comment 56) EEHT—20DiREE

One comment suggested that when ISO 13485 refers to providing evidence, FDA should allow

manufacturers to determine the most appropriate type of data (qualitative or quantitative).

HBHAAURE, 1SO 13485 HIEMDIRFEIZERLTLNSIGE ., FDA [FREEXEENRLEVLEEDOT—F (EHEMN
FHIIEER) ZRETEDRIIZTRETHDHERELT-,

(Response)

FDA disagrees with this comment. In this rulemaking, FDA requires that manufacturers document a
quality management system that complies with ISO 13485, as modified by part 820. In general, when ISO
13485 refers to providing evidence, FDA recommends that manufacturers record quantitative data, as

appropriate and commensurate with risk. Such information will assist manufacturers in monitoring the



performance of their products, processes, and effectiveness of their controls. We recognize that there may
be circumstances under which it is not possible or practical for an organization to generate and record
appropriate quantitative data, and we consider the QMSR framework to provide adequate flexibility to

accommodate such situations in accordance with Clause 0.2 of ISO 13485.
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(Comment 57) #EIFNEIZEITHEEDEER

One commenter noted that in the QMSR, § 820.35(a)(6) requires manufacturers to keep a record of any
corrective action and that FDA should add the term “correction” to the term “corrective action,” which FDA

interprets to be parallel to the requirement in ISO 13485 at Clause 8.2.2.

HBHAAMEFEE L. QMSR D& 820.35(a)(6) MEREFNEE (TR ELHIZHOPIZENBDILHFERIFTHIE
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(Response)

FDA agrees with the commenter that adding the term “correction” to the term “corrective action” would
align the QMSR with ISO 13485 and has made such modifications within § 820.35(a)(6). The QS regulation
utilized the term “corrective action,” whereas ISO 13485 references both “correction” and “corrective
action.” To harmonize with the standard, we have added the term “correction” to the codified for

completeness. See also Comment 29.

FDA (&, 2IEME corrective action | EWNSFHEEIZMEIE correction | EWVIFAEZEEBMT HZET QMSR A I1ISO
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(Comment 58)  readily available % 526%

One comment inquired about how FDA interprets the requirement that records be “readily identifiable and

retrievable,” including how FDA intends foreign manufacturers to comply with these requirements.

HBHAAVRE.FDA AN EEEEEICCNODEREFEDLSITETFIELSELTVDIONEEDH T, BENES
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(Response)

FDA considers this phrase to be substantially similar to the requirement in the QS regulation that records
be “reasonably accessible” and “readily available.” Consistent with the QS regulation, that means that
records will be made available during the course of an inspection. If the manufacturer maintains records at
remote locations, records will be produced by the next working day or two, at the latest. FDA continues to
believe that records can be kept at other than the inspected establishment, provided that they are made
“readily available” for review and copying (see 61 FR 52602 at 52637). FDA considers records that a
manufacturer makes available as described herein to be “readily identifiable and retrievable.” FDA notes
that although it has made changes to revise § 820.1(c) to align with the statutory language in sections 501
and 801 of the FD&C Act, it has not changed a foreign manufacturer's obligations under this part.
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2. Controls for Device Labeling and Packaging (§ 820.45)

(Comment 59) &1k

FDA interprets one comment to note that utilizing the term “establish” in this section creates a potential for
confusion, as ISO 13485 defines the process of “documenting” as including the processes of “establishing,”

“Implementing,” and “maintaining.”

FDA |21 o023 A N4, ISO 13485 78 [E(L| o7t 2% [fesr), TEE) . T#E o vt x24T
HEDOELTERLTVWATLD, 20Ok 3T THEL] WS HEAHHT 5 CIRELAAE L D AlREMNH 5 |
CFER L T=,

(Response)

FDA agrees with the comment, to the extent it suggests that it would be less confusing to use the term
“documenting” in place of the phrase “established and maintained” in that portion of the rulemaking. FDA
has made changes to the codified rule to accommodate this recommendation and notes that the clarified

requirement to document includes the requirements to establish and maintain (see section V.D., Definitions).

FDA 1%, BAIHIEDZEOHI T MEL SR S D] LW I XEORDVIC [3FE ) Lnw ) HEE T 5
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https://www.federalregister.gov/citation/61-FR-52602

(Comment 60) TV 7 L adEnkiE

FDA received a comment suggesting that ISO 13485 fails to provide sufficient requirements for labeling and
packaging, and does not address how manufacturers inspect their products' labels. The comment
recommended that FDA add additional requirements to align with FDA's draft guidance document entitled

“Remanufacturing of Medical Devices: Draft Guidance for Industry and Food and Drug Administration Staff.”

FDA (X, 1ISO 13485 )3 7Y 7 Ll HEICBT 2+ B 2 1Rt L Ch o3, BEEER O O/ T L%
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(Response)

FDA agrees that ISO 13485 does not specifically address the inspection of labeling by the manufacturer,
which is why FDA is retaining in this rule requirements from the QS regulation that strengthen controls for
labeling and packaging operations. FDA notes that many device recalls are related to labeling and packaging.
Section 820.45(a) requires that manufacturers inspect their labeling and packaging for accuracy to include
the requirements set forth at § 820.45(a)(1) through (5) to ensure that release of the labeling is documented
in accordance with Clause 4.2.5 of ISO 13485 and so that the manufacturer ensures that labeling and
packaging operations have been documented to prevent errors. Section 820.45 specifically requires that
manufacturers inspect labeling and packaging before use to assure that all devices have the correct labeling

and packaging, in accordance with Clause 4.2.3 and that manufacturers document that inspection.

FDA notes that in its experience, manufacturers have recalled devices where automated readers have not
caught label errors. The requirement to inspect labeling and packaging does not preclude automatic readers
where that process is followed by human oversight. A designated individual must examine, at a minimum, a
representative sampling of all labels that have been checked by automatic readers. Further, automated
readers are often programmed with only the base label and do not check specifics, such as control numbers
and expiration dates, among other things, that are distinct for each label. The regulation requires that
labeling be inspected for these items prior to release. FDA believes that these provisions will better assure

the manufacture of safe and effective devices.

FDA disagrees that additional requirements are necessary to ensure that labeling and packaging is
sufficiently addressed by this rulemaking. FDA also notes that its guidance documents set forth FDA's
current thinking on a subject, but do not set forth regulatory requirements to which this rule could be

aligned.
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(Comment 61) TV 7 LadEpEhp g

One comment suggested that manufacturers subject to special controls regarding labeling and/or packaging
under sections 510 and/or 513(a) of the FD&C Act may wrongly consider their devices exempt from § 820.45
because this rulemaking states that conflicting regulations that are more specific are controlling only to the
extent of the conflict and also states that the generally applicable part 820 regulations apply to the extent
they do not otherwise conflict with the specifically applicable regulation.
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(Response)

Special controls are not in conflict with the requirements of § 820.45, and thus, devices subject to special
controls are subject to the requirements of § 820.45. Special controls and the labeling and packaging
requirements in § 820.45 serve different purposes and are not in conflict as described in § 820.3(b). Special
controls are requirements in addition to those set forth in this rulemaking and are those which FDA has
determined are necessary to provide reasonable assurance of the safety and effectiveness of the device.
Special controls are device-specific, and may include, among other things, special labeling requirements.

Section 820.45 addresses the labeling process itself, not the content of the label (see Scope, supra).

BRI EEL §820.45 MEERIANYLJTLAENDEE ] OBERHEFEET . HoT . HAILEEOMRLLT IR
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(Comment 62) EAERID T Y 7 LAEORKRE

One comment recommended that FDA delete the phrase “immediately before use” in the requirement in
§ 820.45 that the manufacturer inspect the labeling and packaging immediately before use, as the

commenter suggested that that phrase places an additional and new burden on manufacturers.
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(Response)

FDA partially agrees with the comment, and agrees that the term “immediately” is not necessary to
accomplish FDA's goal to require manufacturers to inspect labeling and packaging to ensure that an
accurate label is applied to the correct device. An effective quality system will include a process for
inspecting the label for accuracy and to ensure that it is applied to the correct device before the device is
distributed. FDA has made that modification in the codified text.
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(Comment 63) EFE#FEIFMILOES

One commenter recommended that FDA provide a definition for the term “medical device file” as it is used
in § 820.45(c) to require that the manufacturer ensure that labeling and packaging operations have been
established and maintained to, among other things, assure that all devices have correct labeling and

packaging, as specified in the medical device file.
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(Response)

FDA disagrees that it would be appropriate and/or helpful to define the term “medical device file” in this
rulemaking, as a definition for the term is set forth at ISO 13485 Clause 4.2.3. We note that additional
discussion of the term “medical device file” within this rulemaking may be found in response to Comment

31.
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(Comment 64) TV 7 LAEEOER, —KiEH 7L, FilEa =y MUEHENEZT ) o7

One comment recommended that FDA remove § 820.45(a)(2) through (5), as the commenter suggested that
Clause 7.5.1 of ISO 13485 already establishes the need for labeling process controls, making these

requirements duplicative and requiring uniformity where the commenter believed it not to be necessary.
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(Response)

FDA disagrees with the comment. Clause 7.5.1(e) of ISO 13485 states that “defined operations for labelling
and packaging shall be implemented.” However, ISO 13485 fails to provide additional requirements for
labeling and packaging and does not specifically address the inspection of labeling by the manufacturer.
FDA is therefore retaining requirements from the QS regulation that would strengthen controls for labeling
and packaging operations, given that many device recalls are related to labeling and packaging. FDA
believes that these provisions will better assure the manufacture of safe and effective devices. Regulated
industry must meet the requirements in ISO 13485 7.5.1 and § 820.45. Consistent with the previous QS
regulation, FDA continues to expect that manufacturers will retain records of labeling operations to include

the primary identification label and/labeling used for each production unit, lot, or batch record.

As stated above, we have added additional requirements to ISO 13485, which it has retained from the QS
regulation, to ensure consistency and alignment with other requirements in the FD&C Act and its
implementing regulations to ensure that the QMSR ensures the manufacturing of safe and effective
devices. The requirements set forth at § 820.45(a)(2) through (5) are necessary to implement a QMS that is
consistent with applicable FD&C Act requirements, but are not specified in ISO 13485. These requirements
include the device labeling and packaging requirements, including an expiration date, storage instructions,

handling instructions, and any additional processing instructions (see 21 CFR part 801).

FDA received a group of comments regarding the use of specific words in § 820.45.
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https://www.ecfr.gov/current/title-21/part-801
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(Comment 65) i@

FDA received a group of comments regarding the use of specific words in § 820.45. One comment proposed
removing the term “distribution,” or clarifying the term in the portion of the rulemaking that requires
manufacturers to document procedures that provide a detailed description of the activities to ensure the
integrity, inspection, storage, and operations for labeling and packaging, “during the customary conditions
of processing, storage, handling, distribution, and where appropriate, use of the device.” The comment
suggested that labeling generally informs users how to handle and store the product, and thus the use of

the term “distribution” is overbroad and unnecessary.
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(Response)

FDA agrees that it would be useful to clarify the term “distribution,” but disagrees that it is appropriate to
remove the term from the rulemaking. FDA will evaluate a firm's conformity to the requirements of the

QMSR related to distribution through the initial consignee.

FDA 1%, @) &V HREZBAMEICT 2 Z S ITAENS LW SIZEET S8, HABIENS Z 0 s
HIBRT 22 EM@EYITHD L) Z EITIEREE L7V, FDA X, ¥Ofm= N 4& i@ U@ iEd 25 QMSR
DE~DOEZEOFAVEZ TG L T <,

(Comment 66) —DOIEENDARIHET HHEE

The same comment suggested that FDA replace the word “where” with the word “as” in the portion of the
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requirement that states, . each manufacturer must establish and maintain procedures that provide a
detailed description of the activities to ensure the integrity, inspection, storage, and operations for labeling
and packaging, during the customary conditions of processing, storage, handling, distribution, and where

appropriate, use of the device” (emphasis added). The comment also asked that FDA clarify when controls



( e.g., inspection, storage) of labeling for use of the device would apply to the manufacturer.

A= A > ME, FDA A, &RGEEF I, L, RE, B0, JiiE, 3 X ONEE 856 1T o FH o
HIZREIC BT B eatt, B, . BLOTRY 7 L AEOIEEAIEFEICT D20 DOIE Ot %

T2 FIAZ TN LHERF L2 ud 2 5700, LR LTV A EEDOE Sy O [where) &) HGEE las) &
WO BFRICE XX D52 L AHER L. (BIAZEM), Ay MIER, BBROBERICET2 7Y v 7 oEH
(Brfx, RE2E) DWORUERER T S5 00 % FDA BHIfEIZT 5 L H kT,

(Response)

FDA agrees with the suggestion, and we note that ISO 13485 uses the phrase “as appropriate” and clarifies
how FDA interprets this phrase in clause 0.2. We have therefore changed the codified language to align with
the comment, and the standard. In response to the request for additional clarification regarding which
controls apply to certain activities, FDA reiterates that if a manufacturer engages in only some activities
subject to the requirements in this part, and not in others, that manufacturer need only comply with those

requirements applicable to the activities in which it is engaged.

FDA X Z OH#ELHIC[RE L, 1SO 13485 73 bl 54A as appropriate] & W9 5EAJ&AMIH LT\ 5 2 & 2k
FDA 232:TH 0.2 SO L 128 D Z 0fEAE EO X ) IR 2002 \fkECT 5, T2k Y FDA I,
a A2 M EBRICEDE T, REENTEXEEEE L, HATWIHICEOFHMNEA SN D MO0 ToE
IO BREALERIZIS 2T, FDA 1X, fE3EE N Z 03— b OBEHEORG & 72 5 —H OTEE O 9 F LIS
IR L 2WIGA, ToREEF I, 2N EET DIEENET S5 T D OB O 42 W57 2 M)
bnH, LHEVIELIERS,

(Comment 67) 7LD & LT

The same comment suggested that the term “operations” as used in § 820.45 could refer to the application of
labeling to the device as well as to the production of the label itself. The comment suggested that § 820.120(a)
in the QS regulation required integrity of the label during use, where appropriate, and further suggested

that the QMSR does not maintain this requirement.

L2 A ME, 882045 a7 NV o7 LZEiFi) CEHSND HE) Lo HEER. 7-VLVEED
BUETT TR BB~ DO TR T O~EA BT AREN R S5 Z L 2B L, o X ME, QS KA
? § 820.120(a) #E&&FD T~V 7| BNEE LG EITHEATO T L OEEMEZER L TWD Z LA fEH L,
S HIZ QMSR M Z DEMEZHERF L TV & 4G L7z,

(Response)

FDA agrees that the term “operations” as used in § 820.45 can refer to both the application of labeling to the
device as well as to the production of the label itself. Further, we note that § 820.45(c) provides additional
clarification regarding expectations for such operations.

FDA, therefore, disagrees that it is necessary to retain § 820.120(a) to maintain the requirements regarding
the integrity of the label, where appropriate. As FDA has noted, we have added additional requirements to
ensure consistency and alignment with other requirements in the FD&C Act and its implementing

regulations. Those additional requirements are intended to ensure that the device's label contains accurate



information and is attached appropriately to the device in accordance with the applicable requirements of
the FD&C Act and its implementing regulations.

FDA 1%, §820.45 [es7~V v 7 L @d&DiFsl T“@iﬁﬁ Sho TR LI HREN. 7YV ARORGET
TR~ DTRY v T ~OiE O ) & LS CIZFET D, &5IZ FDA L. § 820.45(c) NED
ANRAS - (Cab o e aAR VIS AL Lf@i)ﬂ@%@t%ﬁﬁﬁé ZEERERMT S, Lo TFDA L, HMERGED
T UL DTEEMICET A B AT 5729128 820.120(a)  [TEERD 7R 7| MRS AMERSH DL Z LI
[FIE L7V, FDA 28E#§ L72 L 512, FDA IE, FD&C #£ L OZ O THANC 1 DB & D — B L LB
B MRS D720 DBMOEFZBM LT, 2 b OBMEM L, FD&C £k & U OfdT LRI 24 F
(ZHE > T AR D T~V N IEREIR TG WA & 20 SR I BN SN D T & ZEEICT L2 ENREMITWD

H. Conforming Amendments and FDA Response

(Comment 68) %0 H

FDA received a comment recommending that FDA create a harmonized approach for both the QMSR and
part 4 to become effective 2 years after the date of publication in the Federal Register .

FDA L, FDA 73, QMSR &/ 3x— | 4 [HHAG R HH | o725 T, Federal Register TO%1TH
Mo 2 FERICEIEEDL LW IO ENTZT 7o —F 2ER T2 L O HET 2 a X FEZITE -T2,

(Response)

FDA agrees with the comment and has made the recommended modifications, as set forth in the Effective
Date section of this rulemaking. FDA agrees with the comment that the effective date of the revisions to part
4 and the QMSR will be the same.

FDA [Z2 X MIFEIE L. ZOMAWERD R H | 27 2 a AZGiE S T0WD Lo ic, #HERINZEEZN
2712, FDA 1L, 73—} 4 [HAAEDEREHEE ] & QMSR OWET SR EMNFE CIZ/mbE W) a v b
WCHRIELET,

(Comment 69)  MDSAP DOfiAHA b HLL~DiE
FDA received a comment recommending that FDA clarify how MDSAP applies to combination products.

FDA IZ. MDSAP DA/ ORI ED X5 IZ#H S50 % FDA SBHEICT D L o HEET 522 M a2
TEL - 7=,

(Response)

FDA notes that at this time, combination products are outside the scope of MDSAP. In amending part 4, FDA
intends to achieve consistency with the QMSR and does not intend to imply that the MDSAP program is

available for combination products.

FDA L, BiFFRCIEAS OEREIE MDSAP O CTH A Z & Z 2 CTikR5, HEIVN—F 4 THA



Aol %IJ \ZBWT, FDA IZ QMSR t O—EBMAFENKTHZEAEXLTEY, MDSAP 717 7 AN
#E%L/\b’dr WCRIHRTRECTH D Z L 2R 5208 VIR,

(Comment 70) #HAEHOERE O A

Commenters recommended that the Agency clarify whether it intends to advance the mutual recognition of
pharmaceutical CGMP for combination product manufacturers that have aligned their quality management

systems to § 4.4(b)(2) to meet GMP requirements for the combination products.

a Xy MERFEIZ, HAgbEREITHT S GMP BEZT-T X9 E~Y XA NV AT L%
4.4(0)(2) [HLAA DHRLEHIH] Eméﬁf_fﬂﬁAbﬁ% WL S 6 L CESK S CGMP OfH A7KRE & Y
JRPBHERET 2200 0 A YRS T D K O HELE L 7=,

(Response)

While FDA supports the concepts of convergence and coordination with respect to CGMPs for combination
products, pharmaceutical GMPs and mutual recognition agreements for combination products are outside

the scope of this rulemaking.

FDA [T AEDLEEILIZX T2 CGMP (IZEHT 2R E O &2 AR — F L TWaD 0, MlAaGbhdilih
xt9BHEHKS GMP & A A AR EIL Z O AR E Ow HEFHN T,

y

(Comment 71) #AESDOERFOEFLHE, FEARMLEHE, RHEYB~0®E

One commenter recommended that FDA delete specific text (“upon demonstration that these requirements
have been satisfied, no additional showing of compliance with respect to the QMSR requirements need be
made”), as the commenter suggested that the text implied that manufacturers of combination products need

not comply with Clause 8.3, Clause 8.2.2, and/or Clause 8.2.3.

A AL MEREIZZEDT F A MIMAEOERGEORIEZELZ N KH 83Nl G OB L 8.2.2 5 HALE
BROVERIL 8.23 THIf Y m~DiE | 28 F T 2MENRRN EEZFR LTS EfEfi L, FDA 2ZREEDT
FA N (2B OBEMENE SN TND Z & ZFEH L725EA. QMSR EHICBT 2857 OB IRER X T 5
EHEZRN ) EHIBRT D X O HESE L 72,

(Response)

Compliance with the applicable provisions of the QMSR 1is required, and FDA disagrees that the text of the
rulemaking implies otherwise. FDA agrees with the portion of the comment that recommends reiterating
that manufacturers of combination products must also comply with Clause 8.2.2, and has added that
provision. In addition, FDA notes that the other Clauses that the commenter lists are covered sufficiently in

part 211 (21 CFR part 211). FDA notes that the language that the commenter recommends deleting

previously existed in part 4.

OMSR D ENHHEDMETFRNETH Y . FDA ITHAIFIEDT A2 FRZE ) TRWZ LA RLTWA Z
EIZRIE L2V, FDA [ THLAG ORI OREFEF IS5 8.2.2 IHEEALEL ] 2 L ESFTHOMENH D I L &2


https://www.ecfr.gov/current/title-21/part-211

DIRLHEET 22D a X FOWMBICRE L, ZORELEBM L, MATFDA X, 2 Ay MEFREMN Y A b
L TWAMdSEIEIZ/N— F 211 (21 CFR »X— bk 211 [Current Good Manufacturing Practice for Finished
Pharmaceuticals] ) THOICHNR—=ENTNDEZ LA Z SRS, FDAIL, A2 FNEREDHIBRZHELE L
TWDXEIZN— 4 TAEDEREHH ) ICURFEEL TWeZ L2 2 22k~ 5,

(Comment 72) #AEHEHEZOT—294

A commenter recommended that FDA add the terms “analysis of data” in § 4.4, as Corrective and
Preventive Action has been replaced with the term “improvement,” and has an expanded scope. To align
with ISO 13485, the commenter proposed to add the phrase “analysis of data” in § 4.4(b)(1)(v).

JAVMEREIEX. RERLUFHLUENREILVSABICESRAONERASEENERSNT--6H. FDA A §
4.4 THHAEHERGBEFICIT—20IEWSHEBZEMT A EEHELT-, 1SO 13485 [ZHEMT H1=6HIZ. O
AUMERE X, § 4.4(0)(L)(iv) IZTT—ARHI1EVWSXEZEBMTHEFREL-,

(Response)

FDA agrees with the suggestion and has added the term “analysis of data” to the codified text at
§ 4.4()(1)(v) to be consistent with the phrasing in the standard.

FDA [XZDIEHEICRIEL., MO XE E—HSEH=0I28 4.4(b)(1)(v) DEIILEN=TFFANIIT—22H1&
WSHEEZEMLT=,

(Comment 73) avHR—xk

A commenter recommended that FDA align terms with parts 210 (21 CFR part 210) and 211 by modifying
the definition of the term “component” in the QMSR consistent with the definition set forth in part 210.

JAUMEREIX. QMSR DIMaAVR—RUbIEWSHENEERZ/A— 210 [SRBSNTOVDIERE—HTHLIIC
EHIBHEIZKY, FDA H78—k 210 (21 CFR 73— 2100 Current Good Manufacturing Practice in
Manufacturing Processing, Packing, or Holding of Drugs; Generall) &1 211 lCurrent Good Manufacturing
Practice for Finished Pharmaceuticals |&EFEE— S A EEHERLT-,

(Response)

FDA has considered the comment and declines to make the suggested change as we consider the term
“component” to be appropriately defined with respect to device CGMP requirements in the QMSR and to be
appropriately defined with respect to drug CGMP requirements in parts 210 and 211. FDA does not consider
the definition of “component” set forth in § 210.3(b)(3) to be relevant to device CGMP requirements because
that regulation defines the term within drug CGMP requirements. Introducing the definition in § 210.3(b)(3)

in this rulemaking would lead to confusion and misinterpretation of device CGMP requirements.

FDA (ZZDa A baalL, TarR—x2 b W) HEEIX QMSR Offss CGMP EA4: B L CEvlicE
FII, 23— F 210 B 211 OEHEE CGMP EARICE L CHEHENICERINTWVWDH & FDA 15 25D T,
BRMENT-ET 2T 22BN L, TOHRAIEIRS CGMP ENTEOHEEZER L TWDHD T, FDA


https://www.ecfr.gov/current/title-21/part-210

%, §210.3(b)(3) ITHESNTVWD avR—x2 b OEFRIEZ CGMP EFICBET 5 L 13E 2720, =
DOBIHIHE ~DE 210.3(b)(3) DEFXDEAIT, Hirs CCGMP ZEEDIREL LR ZH < BENDLH D,

(Comment 74) - %— | 210, 211 OZEH

A commenter asked FDA to clarify whether the requirements set forth by this rulemaking will impact part
210 or part 211.

a Xy MREE X, ZOBAIME CED bl BN N— Kk 210 [Current Good Manufacturing Practice in
Manufacturing Processing, Packing, or Holding of Drugs; General ] % 7z{%X/3X— bk 211 [ Current Good
Manufacturing Practice for Finished Pharmaceuticals | (229 2 O 0= fEIZT 5 L 5 FDA IZRDT=,

(Response)

FDA clarifies that the requirements set forth by this rulemaking do not alter or change the requirements set
forth at part 210 or part 211. This determination does not represent a change from the previous version of
the QS regulation.

FDA X, ZOBAIKE TED b B R /N— b 210 £/2id3— b 211 TED OB A AT (alter) £
7zl ’ﬁﬁ (change) L7722 & ZHMEICT 5, ZOWREIL. QSR DLFION—=T 3 U NOOEREZRT H DT
AN

VI. Effective Date and Implementation Strategy
A. Effective Date

(Comment 75) %% H

FDA received many comments noting that the proposed effective date of 1 year was not enough time to
implement this rulemaking. Some comments explained that 1 year would not be enough time to train staff,
revise processes and/or procedures, and make necessary changes to current practices. Other comments
explained that small firms, midsize firms, or firms who currently conduct business exclusively in the United
States may need more than 1 year to become familiar with the QMSR and implement necessary changes.
Several comments suggested that an effective date of 2 or 3 years after publication in the Federal Register

would be appropriate, to allow firms adequate time to implement any such changes.

FDA X, BRINTWD 1 F L) HZh AT Z OBAIKIE &2 RET 21T+ 2R TiE VW2 L 2481 5
£ DaARAL NEZITERST, WODDI AL M, AX v TOHHE, 7at AR L0/ £IETIEOKET,
BIED RO MERAET 2T HOITIE 1 I+ TIERW DS LRRWEFB Lz, fioa X M, /hE7ed
¥, THMRORE, FTBEREORTEELIT-> TN DHEEDN QMSR (THEE LR BT 2345 512
1 FEUERZVEETINL LNRNWEBA L, W< o00a Ay M, REICZOL I REFEEHT DD
()72 R A 5 2 B 720, BT E RIS SN TN D 2 FE IR 3 FERORB A BEEYN D Lt E e
L7,



(Response)

FDA has considered these comments and the testimony given during the Advisory Committee hearing. FDA
agrees that firms will need to become familiar with the QMSR, and FDA appreciates that manufacturers will
need to make appropriate changes within their organizations to align their QMSs, processes, and documents
with the QMSR. FDA also agrees that domestic firms may find that ISO 13485 is new to them, although FDA
also considers ISO 13485 to be substantially similar to the requirements of the QS regulation. Because ISO
13485 is substantially similar to the requirements of the QS regulation, FDA disagrees that small firms

and/or midsize firms will need more time than larger firms to implement this rulemaking.

Therefore, to balance the concerns raised by comments and participants in the Advisory Committee
Hearing and the Agency's interest in efficiently achieving global harmonization, streamlining regulatory
requirements, reducing burdens on regulated industry, and providing patients more efficient access to
necessary devices, FDA has reconsidered the proposed effective date of 1 year, and in this rulemaking, sets
an effective date of 2 years after publication in the Federal Register . FDA believes 2 years is adequate time
for firms to align internal processes and procedures, to make appropriate changes within their

organizations, and to update their documentation with the QMSR.

FDA (. DAV MNHBEZEES N ERTOMELRHEELIZ, FDA (&, £%h QMSR [CHETIMLENHDHEIZE
EL.ABEEELNFELD QMS, TOtR BXUXEF QMSR [ZAHLEI=HIZHELOMEBA TEYLEEZMA
BHENHDHIEEREBT S, FDA [FFF2.1SO 13485 [ QSR DEHLEBMICRETHIEEZATLNDLDOD,
FDA [E&Ff-. ERHE (L 1SO 13485 MELIZE>THLLED THAERMNMFLMELNLGNIEIZRET S, 1SO
13485 | QSR NEHWLEETMIZRETHA DT, FDA (X INSBEER IV FIEFREOLEAZOFHE A
EEEETIDICEYREFLEESYL L DEHEVELT HEICAEBELAEL,

LIzho T aAVB LUVEBZEE S ABEEOSME(ICL>TRESNZBE L. HRAMNGANEDERMITERL., R
FIEHEEEEL. BESh-ER~OBEZERL. DELGEBAOLYNENLGT IV ERZEBEZICRBETHE0S
FDA QBEILEDINSUREEDT=ZHIZ, FDA [FIREINT- 1 FLLVSIEDBEBRTL. CORBIFIETIL. EHXE
WMTOB/EDLD 2 FROEMBEHRTET D, FDA (I, £EH QMSR LT, NETOEREFIELFHEL. H5
DIFATEYLEEREMZ . BODOXEEZT VI T—hT 5012 2 FEXBEULBRTHIEEZ D,

(Comment 76) HAFVAXEOT7vITT—F

Some comments suggested that an appropriate effective date would be 2 years after FDA updates all
guidance documents associated with this rulemaking and a subset of those comments reiterated the

suggestion that FDA communicate its plan for updating associated guidance documents.

WOMDAAUMEET L H B IE FDA N ORBIFIEICEAET I R TOHAF U ANEEZT VI T—LTHD
2 FRIFEEBHEL. FNoDAAU D —EL FDA BBEETAHAF VAN ED T YT T—MTEFIGAD I IIEHEEE
YiRLT=,

(Response)

FDA disagrees with the comments. FDA does not believe guidance is needed before the effective date. For the



reasons given in response to the other comments, FDA has set an effective date 2 years after publication in
the Federal Register. FDA also disagrees with the suggestion that it is appropriate in this rulemaking to
outline a schedule or plan for updating guidance documents. To help stakeholders better understand how
existing policies will continue to apply within the QMSR, FDA intends to update existing guidance documents.
Because we consider the QS regulation and the QMSR to be substantially similar, we expect to update
guidance documents for consistency but do not expect there to be many differences in interpretation of these

regulations or application of relevant policies.

FDA IZZ Dz X v MIEE LAV, FDA X BAENCH A X ANKEZ L 13E 2 TRy, o X2k
2 CHEZDNZHEBC LY FDA [ ERICEHE SN THD 2 E%ﬁ@%éﬁﬁ%ﬁ&ﬁébfco FDA (X% 7=,
THAZ L ALET v T T = DAV 2 — LRt 2T 5 2 &8 ZOBBAIKIEICS W TEI TH D L)
R LEE L2y, BEfFORY —28 QMSR WTED X 9 125 S il Tébl%%ﬁ%%bii D X< HfRd
58I, FDA IIEfFDOHA X ALE LT v 77— 522 EK LTS, FDAIXZQSR & QMSR (%
FEMIZHEL L TWD EEZEXTNDT2D, FDA IT—BME2ROTEDICHA X ALEDT v 77— e PHAL
TWDLNR, 26 OHBIOMRCEE T 5K Y > — D HIZIZZ < OIFEWDRH D L IX P L THRL,

(Comment 77) Z%hH £ TIOESFd & 5

Some comments recommended that FDA phase in an effective date. Comments suggest that FDA either
implement the effective date in phases, or allow firms to comply with either the QS regulation requirements
or the requirements described in this QMSR rulemaking for a period of time following publication in the
Federal Register . Another comment suggests that FDA use a risk-based approach to transition to the QMSR,

taking into account the class of medical device.

WL OO A AL ME, FDA 233 H Z BFEICRET D X OHEIE L7z, = A M, FDA 23540 B & B 59
[ZEMET D0, Fioid, RESEMERIER SN-HO—EHM., QSR ZE)Z o QMSR HIHIHIE 2 Fid X
NTOWDEEDOWNT NN A BT T LI AT THZE2EML TS, Bloa Xy ME, FDA DSEF#
DT AEZEE LT QUSR ~DOBITICY AV R—2DT7 Fu—F 2+ 52 L 2L W5,

(Response)

FDA disagrees that a phased-in effective date is appropriate, because having two inspectional programs in
operation at the same time would be inefficient and would result in significant potential for confusion. FDA
believes that the 2-year effective date provides sufficient time to implement the QMSR, and that it meets
FDA's goals of efficiently achieving global harmonization, streamlining regulatory requirements, reducing
burdens on regulated industry, and providing patients more efficient access to necessary devices. FDA
recognizes that it is important for manufacturers to prepare to align their practices with the QMSR as soon
as practical, and some manufacturers may choose to begin complying with the QMSR before the effective
date. However, FDA does not intend to require compliance with the QMSR until its effective date. Until then,
manufacturers are required to comply with the QS regulation. FDA's inspections are risk based and will
continue to be consistent with section 510(h) of the FD&C Act.

FDA X, 2 2O&ELET 0 77 AEFRIRFICHE T 5 2 LIFFEDENTH Y RERIBELEZA TRRERH D720, B
BERIFEZN H 3B T 5 Z LICRIE L7ew,  FDA X, 2 fFO¥ZIHIT . QMSR & EHT 2 D2+ 7kl
fefit U, AR 222 R0 ER L, Sl S 2 5B L, HflSh 2R oAl 2 R L, BFIZKNER
HER~D L VNN T 7 e 2% MT 5 L) FDA O BEA2T L5 x5, FDA X, TX27ETBIEN



(k6D FEHEA QMSR TG S D HER AT 5 2 & 3 RE A :&oTiET“&)Zy: L. BLOL —Eofl

HEFIFEDA LV AENC QMSR OBSFABIAT 5 2 L Z2BINT o0 LN Z & 23 L T\nb, LL FDA
I, FBEAETIEZQMSR DETFEERTLHOH VTRV, T E T, %w%%i QSR Z#E 45 Z LK

oD, FDA OFELITY A7 ITHESNWTEY, 4% b FD&C EDOE 7 29 510(h) IC—E LFET 5,

B. Implementation Strategy

FDA received many comments about FDA's anticipated inspection process, and the roles of certification and

participation in MDSAP following this rulemaking. FDA responds to those comments as follows:

FDA (%, FDA O TR EINAZEE T nv A BLOZ OFAGIEDH%D MDSAP OFEGEE SO )L— 22O T
%L DaRXy NeZIiFR-7-, FDA [ZZN 56D A2 MIRLTHKRD X DIk d 5,

(Comment 78) MDSAP E&ET 7o —F

One comment suggested that FDA will need to ensure that the MDSAP audit approach reflects the QMSR

and that the auditing organizations are trained accordingly.

bHDHa A ML, FDA X MDSAP AT 7' o —F 7 QMSR % KM L, BEATHRFR2S 2 02)i U= 3lfdi 2 % 1 ¢
L EMRICTIMENTTL D EHERMLE,

(Response)

FDA, as a participating regulatory authority in MDSAP, will evaluate the MDSAP audit approach and

training needs for auditing organizations and revise as appropriate to align with the QMSR.

FDA X MDSAP ([Z&N4 A4/ E LT, MDSAP BT 7'u—F LEEAME O L —=0 7 =— X% 3¢
L. QMSR (& ETHYITSLET LT <,

(Comment 79) 1SO 13485 FREEDZ At

Comments recommended that FDA expand on how it will utilize, or not utilize, certification to ISO 13485 in
the MDSAP program. Commenters noted that FDA has accepted certain MDSAP audit reports—which may
discuss the manufacturer's certification to ISO 13485—as a substitute for FDA inspection, and suggested
that not accepting certification would create a conflict with the MDSAP inspection process. One commenter
asked specifically whether FDA intends to accept an ISO certificate as a substitute for an FDA Establishment
Inspection Report (EIR).

2 A2 hE, MDSAP 7175 AT ISO 13485 §8ila D X H ICHAT 500 £ 721X L% FDA ﬁi?ﬁﬁﬂ?‘

HEOHEIE L=, 3 Ay NEREE L. FDA 2NMEFED MDSAP AT AE (ZHUIRiES#H 0 1SO 13485 387

IZOWTifam LTV D208 LILZRWY) & FDA BZEORDVIZZITANTNWD Z L2 L., BAEEZ T AN

WZ &iE MDSAP 27 nt XL O JELASIEE T LML, = A MEFR#E L FDA 2% FDA {23EA%2
HE (EIR) Oftbh &L LT ISO #REEEZZITANDL DG VN E D hE BARIER Lz,



(Response)

FDA agrees that it will be useful to provide additional information on the manner in which FDA intends to
consider certification to ISO 13485 and how certification relates to participation in the MDSAP program.
FDA notes that MDSAP is a certification program that allows for a single QMS audit based on ISO 13485 in
addition to other applicable FDA device regulatory requirements, which FDA may accept in lieu of routine

surveillance inspections conducted by FDA investigators.

MDSAP audits are conducted by third-party auditing organizations that have applied for participation in
MDSAP and who have been granted a status of “authorized” or “recognized” by the MDSAP consortium
after a prescribed assessment process conducted by the participating regulatory authorities. Participation

in MDSAP is voluntary for device manufacturers regulated by FDA.

FDA utilizes the audit reports that are generated from MDSAP audits, rather than the certificate, as an
additional tool for regulatory oversight of audited manufacturers. FDA conducts oversight activities of
auditing organizations participating in MDSAP to ensure conformity to MDSAP and IMDRF policies and
procedures. While both MDSAP and ISO 13485 audits cover the QMS requirements detailed in the standard,
FDA cannot ensure that other FDA medical device requirements, such as parts 803, 806, 821, 830, are audited
during independent ISO 13485 audits. Additionally, FDA does not conduct oversight of non-MDSAP auditing

organizations and does not evaluate the content of audit reports issued outside of the MDSAP.

As such, FDA does not intend to require medical device manufacturers to obtain ISO 13485 certification and
will not rely on ISO 13485 certificates to conduct its regulatory oversight of medical device manufacturers.
For example, an ISO 13485 certificate will not be considered or accepted as a substitute for any oversight
processes, including the performance of an inspection under section 704 of the FD&C Act or generation of an

EIR. FDA inspections will not result in the issuance of a certificate of conformity to ISO 13485.

FDA %, FDA 7% ISO 13485 GRGEA fial+ 2 TED L, B I UOGEGEED MDSAP 7’1 77T A~DBNZ ED K
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Multiple comments recommended that FDA accept ISO 13485 certification in place of, or in combination
with, FDA inspections. Some comments suggested that FDA clarify how a firm can achieve compliance with
ISO 13485 if FDA does not accept certification to ISO 13485. A group of comments expressed a concern that
entities that do not have certification will be unduly burdened by having to comply with the requirement to
obtain certification where that is required by the regulatory authority, and also to comply with the
requirements of the FD&C Act. Other comments recommended that FDA should allow entities that have
obtained certification to utilize that certification to demonstrate compliance with the QMSR, in furtherance

of global harmonization.

BHEOIAUD, FDA BERORDOYIZ, FIFMAEHE T, FDA AY 1SO 13485 RAFZ(TANDILEHEL
fzo LNOHDAAVRE, FDA A 1SO 13485 BIIEZITANGZMES . REA 1SO 13485 DEFEEDLIIZL
=5ER TEDHNE FDA MEBFEICT BT EXIREL, AAVM IIL—T X REILBIZROON SIS SR AZ G
L. &/ FD&C EDEHZFETFTILENHY ., BIATMBLTWEVREFEHZETFLATNEESENILTH
EOEENINIEDBEERAL, MDA NE, HAMGRMERET 5102, FDA A, FRIEEEFLTL
BIENZDRIEFALT QVMSR DBFETRT CEMNTEDLIICT RESFIEHEELT,

(Response)

FDA disagrees with the comments that recommend the Agency accept certification to ISO 13485 in place of
FDA inspections. In addition to the response to Comment 79 above, FDA also notes that ISO 13485
certificates are issued by organizations outside FDA. FDA's obligation remains to inspect medical device
manufacturers to confirm compliance with the requirements of the FD&C Act and its implementing
regulations, including not only the QMSR, but also other FDA medical device requirements, such as parts
803, 806, 821, and 830. Thus, FDA disagrees with the comments that it would be appropriate to accept
certification to ISO 13485 in lieu of FDA inspection.

FDA also does not agree that it is unduly burdensome to comply with both certification to ISO 13485 (where
that is required) and the QMSR. By way of this rulemaking, FDA is incorporating the requirements of ISO
13485 within the QMSR, which should simplify manufacturers' ability to comply with both ISO 13485 and
requirements in the FD&C Act and its implementing regulations. Regardless of ISO 13485 certification,

manufacturers must also comply with any additional and applicable requirements set forth in the FD&C Act.
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(Comment 81) QSIT IZfb 2 FI-HREET S u—F

FDA received comments suggesting that because FDA's intent is to replace the QSIT approach with a new
approach that follows the QMSR, FDA should outline and define the inspection procedures it intends to follow
after the effective date of this rulemaking. Some commenters suggested that clarifying those procedures
would provide manufacturers with more information on how to comply with the QMSR. Other comments
recommended that FDA utilize the IMDRF to create the new inspection model, and that FDA utilize MDSAP
techniques and consider multiple risk-based factors (including MDSAP enrollment and status, and ISO

certification status) in developing its own inspection model.
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(Response)

Although this rule does not impact FDA's authority to conduct inspections under section 704 of the FD&C
Act, FDA intends to replace its current inspection approach for medical devices, QSIT, with an inspection
approach that will be consistent with the requirements of the QMSR. FDA understands that stakeholders
are interested in knowing more details about FDA's inspection approach after this rule becomes effective
and will determine in the future what details of our inspection model are appropriate to share. FDA notes
that similar to the current QSIT inspection approach, these inspections will involve the collection of
information to support observations noted during the inspection and those included on a Form FDA 483, as
appropriate and necessary. FDA inspections will not result in the issuance of certificates of conformance to
ISO 13485 nor is FDA developing a certification program for ISO 13485. In addition, manufacturers with a
certificate of conformance to ISO 13485 are not exempt from FDA inspections. FDA intends to engage in a
variety of implementation activities, including, among other activities, updating information technology
systems, training of personnel, finalizing the inspection approach, and assessing relevant regulations and
other documents impacted by this rulemaking. FDA does not consider rulemaking to be the appropriate

vehicle to describe any future implementation activities, including inspectional processes.
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(Comment 82) HAFVAXLEDT YT T—REHE

Some comments recommended that FDA provide training and educational resources, and requested that

FDA share its plan for updating appropriate guidance documents before the final rule becomes effective.
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(Response)

During this time, FDA intends to train FDA staff responsible for assessing compliance with medical device
quality management system requirements, develop an inspection process, and assess relevant regulations
and other documents impacted by this rulemaking, as appropriate. At this time, FDA considers the

suggestion that it share a plan to be beyond the scope of this rulemaking.
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(Comment 83) #lA#EHEHEFEAD MDSAP EEETILOER

One comment recommended that after this rulemaking, FDA utilize the MDSAP inspection model in lieu of

QSIT, for device-led combination products.
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(Response)

FDA disagrees with the recommendation, as combination products are currently outside the scope of the
MDSAP program for FDA.
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