A.

SUPPORTING STATEMENT FOR
MEDICAL DEVICES, HUMANITARIAN USE DEVICES
21 CFR Part 814 — Subpart H
OMB Number 0910-0332

Justification

1. Circumstances Necessitating | nformation Collection

The Food and Drug Adminigtration (FDA) is requesting Office of Management and Budget (OMB) approva
of the requirements set forth in thisinformation collection entitled: Medical Devices, Humanitarian Use Devices,
21CFR Part 814 — Subpart H. This collection enforces the requirements of 21 CFR Part 814, Subpart H
(Attachment A) and the Final Rule published in the November 3, 1998 Federd Register (Attachment B).

The purpose of the regulation is to implement the humanitarian use device (HUD) provison of the Safe
Medica Devices Act of 1990 (the SMIDA) (Pub. L. 101-629) and its amended rule (21 CFR 814 Subpart
H). The HUD provision has been incorporated into section 520(m) (21 U.S.C. 360j(m)) of the Federal Food,
Drug, and Cosmetic Act (the act), as amended by the Food and Drug Administration Modernization Act of
1997 (FDAMA). Under section 520(m) of the act, FDA is authorized to exempt a HUD from the
effectiveness requirements in sections 514 and 515 of the act (21 U.S.C. 360d and 360€) provided that the
device (1) isused to treet or diagnose a disease or condition that affects fewer than 4,000 individuasin the
United States; (2) would not be available to a person with such a disease or condition unless the exemption is
granted, and there is no comparable device, other than another HUD approved under this exemption, available
to treat or diagnose the disease or condition; and (3) the device will not expose patients to an unreasonable or
sgnificant risk of illness or injury, and the probable bendfit to hedth from using the device outweighs the risk of
injury or illness from its use, taking into account the probable risks and benefits of currently available devices or
dternative forms of treatment. Section 203 of FDAMA made severa changes to section 520(m) of the act,
and implements the amendments to the HUD provison mandated by FDAMA.

FDA isrequesting Office of Management and Budget (OMB) approva for the collection of information
required by the amendmentsto 21 CFR 814 promulgated under the statutory mandate of section 520(m) of
the act, as amended by FDAMA.

Section 814.102 — Reporting
Prior to submitting an HDE application, the applicant shal submit a request for HUD designation to FDA's
Office of Orphan Products Devel opment.
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Section 814.104 — Reporting

After receiving aHUD designation, the applicant shall submit an HDE application to FDA. Included in the
gpplication, as required by Section 814.104(b)(5), isareport prepared by a Certified Public Accountant or an
attestation by a responsible person of the organization verifying that the amount charged does not exceed the
cost of the devicells research, development, fabrication, and digtribution. The requirement for an attestation
or areport iswaived if the amount charged is $250.00 or less.

Asrequired by Section 814.110(a), an applicant seeking a new indication for use of aHUD gpproved under
this subpart H shdl obtain a new designation of HUD status in accordance with the procedures under
§814.102 and shall submit an original HDE in accordance with the requirements under 8814.104.

Section 814.106 — Reporting
An HDE applicant may amend a pending HDE or HDE supplement to revise existing information or provide
additiond informetion.

FDA may request the HDE gpplicant to amend an HDE or HDE supplement with any information regarding
the device that is necessary for FDA to complete review of the HDE or HDE supplement. A copy of find
printed labeling submitted to FDA following approva of an HDE gpplication but before marketing, as provided
for in Section 814.116(b), will be processed as an amendment to the HDE.

An HDE applicant may resubmit an HDE or HDE supplement after withdrawing it or after it is considered
withdrawn or after FDA has refused to accept it for filing or has denied approva of the HDE or HDE
supplement..

If FDA refuses to file the HDE, the gpplicant may submit an amendment to request in writing, in accordance
with Section 814.112(b), an informa conference with the Director of the Office of Device Evaludtion to review
FDA'’s decison not to file the HDE.

If FDA is proposing to withdraw approva of an HDE, the holder of the approved application may submit an
amendment to request in writing, in accordance with Section 814.118(d), an opportunity for an informal
hearing.

Section 814.108 — Reporting

After FDA approva of an origind HDE, an applicant shal submit supplements for review and approva by
FDA before making a change affecting the safety or effectiveness of the device for which the gpplicant has an
approved HDE, unlessthe change is of atype for which FDA has advised that an aternate submisson is
permitted.

Section 814.116(d)(3) - FDA bdievesthat it will receive approximately 1 request to withdraw an HDE
application per year, based on withdrawals submitted in FY 1997 and FY 1998. FDA egtimates it will take
no longer than 1 staff hour to complete each written withdrawa notice.
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Section 814.124(a) - Reporting

Thissection isamended to dlow physiciansin an emergency Stuation to administer aHUD prior to obtaining
Ingtitutiona Review Board (IRB) approva. In such a situation, the physician is required to provide written
natification to the IRB within 5 days after emergency use.
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Section 814.124(b) — Reporting
A holder of an, gpproved HDE shdl notify FDA of any withdrawa of approva for the use of aHUD by a
reviewing IRB within 5 working days after receipt of the withdrawa of approval.

Section 814.126(b)(1) — Reporting
The holder of an approved HDE shdl submit a periodic report. The report is required to demonstrate
continued compliance with the humanitarian device exemption (HDE).

Section 814.126(b)(2) - Recor dkeeping

An HDE holder shall maintain records of the names and addresses of the facilities to which the HUD has been
shipped, correspondence with reviewing IRBLs aswell as any other information requested by areviewing IRB
or FDA. Such records shal be maintained in accordance with the HDE approva order.

2. How, by Whom, and for What Purpose | nfor mation Used

The information gathered by this collection enables FDA to determine whether an HDE holder isin compliance
with the HDE requirements. 1t will dso dlow FDA to determine whether to: (1) grant HUD designation of a
medica device; (2) exempt aHUD from the effectiveness requirements in sections 514 and 515 of the act (21
U.S.C. 360d and 360€) provided that the device meets requirements set forth in section 520(m) of the act;

and (3) grant marketing approva(s) for the HUD. Failureto collect thisinformation would prevent FDA from
making that determination.

3. Consderation of | nformation Technoloqy

There are no technicd or legd obstacles to the collection of thisinformation. The principa datato be
submitted will be submitting a request for HUD designation under 21 CFR 814.102 and the HDE agpplication
under 21 CFR 814.104. The use of computer technology and automation has the potentid to reduce the time
needed to compile records.

Inthe Federal Register of March 20, 1997 (62 FR 13430) (Attachment C), FDA published afind rule
establishing procedures for eectronic records, €ectronic Sgnatures, and electronic submissons. Under certain
circumstances, thiswill permit the agency to accept eectronic records, € ectronic sgnatures, and handwritten
signatures executed to eectronic records as generaly equivalent to paper records and handwritten signatures
executed on paper. Organizations may use gppropriate technology in accordance with this rule to comply with
HUD requirements.

Theintended effect of thisrule isto permit use of eectronic technologies in amanner thet is consstent with
FDA's overal mission and that preserves the integrity of the agency's enforcement activities. These regulations
apply to records submitted in eectronic form that are called for in Title 21 of the Code of Federal Regulations
(CFR).

1. Regarding Electronic Submissons. CDRH is advising the public about € ectronic submissions both on the FDA
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Webpage (at http://Amww.fda.gov/oc/d ectronicsubmissonginterfag.htm), and through the CDRH website at
(http:/Aww.fdagov/cdrivelecsub.html). Basicadly, CDRH is advisng the public that CDRH will accept
electronic submissions with previous approva in PDF format.

The site dates. “The Center for Devices and Radiologica Heath (CDRH) is accepting medica device
goplications in dectronic form. The Office of Device Evauation (ODE) is currently developing forma guidelines
regarding dectronic submissions. Until they arefindized, CDRH is requesting industry to give prior notification of
their desire to submit an application in eectronic form. Thislead timeis needed to discuss any pecid

cons derations with the submitter prior to development of the documents.

The application should be submitted in a PDF format since the ODE staff will use Acrobat Exchange to review
the submission. Thiswill assure that what a reviewer sees on the screen is the same as what would have been
seen on paper. PDF stands for Portable Document Format. Applications may be submitted on floppy diskettes
or CD-ROM. If the application would require severd diskettes, the preferred medium would be a CD-ROM.

Industry should aso contact the Director of the ODE Division to which its device pertains.
It should be understood that an eectronic application does not change the order in which submissions are
reviewed. No preferentid trestment will be given to manufacturers who submit an eectronic application. In
addition at least one paper copy of the submissionisaso required. Additional copies of some reports may be
requested in order to help facilitate the review.”

To date, the use of dectronic forms of recordkeeping and submissions to FDA remains voluntary.



Supporting Statement — OMB No. 0910-0332

4. Effortsto ldentify Duplication and Similar | nformation Already Available

FDA believes that the information being collected will not duplicate information aready available. A HUD
sponsor will be provided with the opportunity to obtain marketing clearance through the HDE agpplication
procedures instead of through either the premarket notification procedures or the premarket approval
application procedures.

5. Small Business

This information collection will not have a significant economic impact on a substantid number of smal entities.
While the number of HDE gpplications FDA will gpprove is unknown, FDA beievesthat it will goprove
approximately 10 HDE applications per year. Moreover, submission of HDE gpplicationsis entirely voluntary.
Sponsors who believe that it will be unprofitable to submit an HDE application will be unlikely to do so.
Moreover, the proposed rule will help small businesses by exempting them from full PMAs. Furthermore,
these amendments minimize the burden on al entities by dlowing aresponsible individua of the HDE holder1s
organization to submit an attestation regarding the charges, in lieu of a CPA for which the organization would
be compdlled to pay.

6. Conseguences of L ess Freguent | nfor mation Collection and Technical or L egal Obstacles

Thisinformation is necessary to FDA to determine whether adevice is éigible for HUD designation and thus
exempted from the effectiveness requirements of Sections 514 and 515 of the act (21 U.S.C. 360d and 360e).
(Attachment D). It is a0 necessary to determine whether an HDE holder isin compliance with the HDE
requirements (sections 510(m)(3) and (5)) of the act.

If FDA did not recelve information from potential HUD sponsors, FDA would have no basis for granting HUD
exemptions. The frequency of FDA's receipt of HDE gpplications from sponsors will be determined by the
frequency with which sponsors submit HDE gpplications. This frequency cannot be reduced without
unnecessaxrily delaying marketing clearance decisions under section 520(m) of the act. The 18-month time
frame for gpprova, which required submission of requests for extension of approval, has been removed by the
amendment to § 814.100(d).

7. Consstency With the Guiddinesin 5 CFR 1320.6

Thisinformation collection is consstent with 5 CFR 1320.6.

8. Consaultation Outside the Agency

Notice has been published in the Federd Register on July 19, 1999 (64 FR 38673) soliciting comments on this
information collection prior to its submission to the Office of Management and Budget (OMB) as required by 5
CFR 1320.8(d) (see Attachment E). No comments were received.
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10.

11.

Payment or Giftsto Respondents

FDA will not provide payment or gifts to sponsors under the HUD provisions.

Confidentiality of | nformation

Section 814.122(a) dates that any record in the HDE file, including dl data and information submitted with or
incorporated by reference into the HDE, any HDE supplement, any report under §8814.126, any master file, or
any other related submission, will be available for public disclosure in accordance with the restrictions and
conditions available to PMA files under §814.9(b) through (h), the public information regulations a 21 CFR
part 20, and any other applicable regulation governing confidentidity of information or public disclosure of
information. The confidentidity of information is not affected by the amendments.

Sensitive Questions

The information collected does not include questions concerning sex, behavior, atitudes, religious beliefs, or
any other private or sengtive matters.
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12. Estimates of Burden Hours and Explanation

Table 1 provides asummary of the estimated annua reporting burden for sponsors that dect to submit an HDE
application. Table 2 provides asummary of the estimated annua recordkeeping burden for sponsors. An
explanation of the hour burden estimates and annualized hour burden cost follows the tables.

TABLE 1 — Edtimated Annua Reporting Burden for HDE Sponsors

CFR Section | Number Annua Tota Hours Tota
Of Frequency Annud Per Hours
Respondents | Per Responses Response
Respondent
814.102 20 1 20 40 800
814.104 15 1 15 320 4800
814.106 15 4 60 50 3000
814.108 12 1 12 80 960
814.116(d)(3) | 1 1 1 1 1
814.124(a) 5 1 5 1 5
814.124(b) 1 1 1 2 2
814.126(b)(1) | 15 1 15 120 1800
TOTAL 20* 129 11368

* There are estimated to be only 20 respondents to thisinformation collection. Severd of the respondents also are
required to submit information under other sections of 21 CFR 814.100.

TABLE 2 Estimated Annua Recordkeeping Burden for HDE Sponsors

CFR Number of Annua Tota Hours per Totd
Section Record Frequency Annud Record Hours
Keepers Of Record Records K eeper
Keeping
814.126 15 1 15 2 30
(b) )
Tod | ....... ... | | 30

Explanation of Report Burden Esimate:

Overdl, the information requested from respondents represents, for the most part, an accounting of information
aready in the possession of the gpplicant.

§814.102 — It is estimated that 20 sponsors per year will submit arequest for HUD designation. It is
estimated to require 40 staff hours to complete each HUD designation request.
8
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§814.104 — FDA edtimates that 15 sponsors per year will submit an HDE gpplication after receiving HUD
designation. FDA estimatesthat it will require an average of 320 staff hours to complete each HDE
gpplication. 8814.104(b)(5) isinformation required to be submitted as part of an HDE application. §814.110
(a) requires that anew indication for use of aHUD approved under this part be submitted as a new HDE
application complying with §814.104; however, information may be included by reference from the previous
HDE gpplication.

§814.106 — It is estimated that 4 times per year FDA will request or the sponsor will submit additional
information or resubmit an HDE or HDE supplement for gpproximately 15 of the submitted HDE gpplications.
FDA estimates that it will require an average of 50 staff hours to complete each amendment or resubmitted
gpplication. Requests for an informal conference, under 8814.112(b), if FDA refusesto file the HDE
application, will be processed as an HDE amendment. Responses to approvable letters, §8814.116(b), will be
processed as HDE amendments. A request for an opportunity for an informal hearing, under prior to FDA
issuing an order withdrawing gpprova, under 8814.118(d), will be processed as an HDE amendment.

§814.108 — FDA anticipates thet it will receive approximately 12 supplements for the submitted HDE
gpplications. It isestimated that it will take agpproximately 80 staff hours to complete each supplementa
application.

[1814.116(d)(3) - FDA believesthat it will receive gpproximately 1 request to withdraw an HDE agpplication
per year, based on withdrawals submitted in FY 1997 and FY 1998. FDA estimates it will take no longer
than 1 gtaff hour to complete each written withdrawal notice.

§814.124(a) - FDA anticipates that 5 physicians will use HUDs in emergency Situations before obtaining IRB
approva. FDA estimates that notification under this section will take an average of one hour per response.

§814.124(b) — FDA anticipates that 1 holder of an approved HDE will notify FDA of IRB withdrawa of
approva. FDA edtimatesthat it will take an average of one quarter of 2 saff hours to notify FDA of IRB
withdrawd.

§814.126(b)(1) - FDA anticipates that because of this amendment, the 15 HDE holders will remain active and
therefore, estimates that 15 periodic reports will be received. FDA adso estimatesthat it will take an average
120 of staff hoursto complete a periodic report as aresult of this amendment.

Explanation of Recor dkeeping Burden Estimate;

§8814.126(b)(2) - FDA anticipates that 15 HDE holders per year will maintain records of certain information.
It is estimated that it will take an average of 2 gaff hours to maintain this information.

b. Esimated Annualized Cost for the Burden Hours
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13.

14.

15.

16.

17.

18.

19.

Multiplying the tota reporting and recordkeegping hours (11,368) by an average rate of $25 per hour, yields an
estimate annual cost to respondents of $284,200.

Annualized Cost to Respondents

There are no capital cost or operating and maintenance costs associated with this collection.

Annual Cog to the Government

FDA edimates that the equivaent of 22.5 full time positions will be required to fully implement the collection of
information and response to applicants/sponsors required as a result of the requirements of section 520(m) of
the act and the implementing regulation. These positions are expected to cost the government about
$1,350,000 on average, based on the mix of staff expertise required to implement the HUD. The positions
range from GS-5 clerica personnd to GS-15 medica officers, and the average cost for each postion is
$60,000 ($55,000 for personne costs and benefits and $5,000 of operating funds per year at atotal cost of
$60,000 for each full time position).

Changesin Burden

This collection of burden isthe result of the consolidation of OMB Information Collections 0910-0332 and
0910-0384. The net burden for this collection, due to its consolidation is a reduction of burden of 673 hours,
which isthe result of an adjustment to the new, combined information collection.

Statistical Reporting

FDA does not intend to publish the results of thisinformation collection.

Exemption for Display of Expiration Date

No exemption approvd is requested.

Exemption to Certification Statement

There are no exemptions to the certification statement identified in Item 19 of OMB Form 83-I.

Certification for Paperwork Reduction Act Submissions
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19. Certification for Paperwork Reduction Act Submissions

On behdf of this Federd Agency, | certify that the collection if information encompassed by this request complies with
5CFR 1320.9

NOTE: Thetext of 5 CFR 1320.9, and the related provisons of 5 CFR 1320.8(b)(3), appear at the end of the
indructions. The certification is to be made with reference to those regulatory provisions as set forth in
the instructions.

Thefollowing isasummary of the topics, regarding the proposed collection of information, thet the certification covers

(@) Itis necessary for the proper performance of agency functions,
(b) It avoids unnecessary duplication;
(©) It reduces burden on smdl entities,
(d) It used plain, coherent, and unambiguous terminology that is understandable to respondents;
(e) Itsimplementation will be consstent and compatible with current reporting and recordkeeping practices,
(f) It indicates the retention period for recordkegping requirements,
(9) It informs respondents of the information caled for under 5 CFR 1320.8(b)(3):
() Why the information is being collected;
(i) Useof informeation;
(i) Burden estimete;
(iv) Nature of response (voluntary, required for a benefit, mandatory);
(v) Nature and extent of confidentidity; and

(vi) Needto digplay currently valid OMB control number;

(h) 1t was developed by an office that has planned and alocated resources for the efficient and effective manage-
ment and use of the information to be collected (see note in Item 19 of ingtructions);

() 1t uses effective and efficient datistical survey methodology; and
(j) 1t makes appropriate use of information technology?*

If you are unable to certify compliance with any of the provisons, identify the item below and explain the reason in
Item 18 of the Supporting Statement.
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Signature of Senior Officid or designee

OMB 83| 10/95

12



Supporting Statement — OMB No. 0910-0332

B. Collection Of Information Employing Statistical M ethods

Theuse of satisticdl methods is not gpplicable.

Lig of Attachments.

Attachment A -
Attachment B -
Attachment C -
Attachment D -
Attachment E -

Attachment F -

U.S. Code of Federal Regulations, 21 CFR Part 814

Federa Register Notice 63 FR 59217, November 3, 1998, Notice of Find Rule
Federal Register Notice 63 FR 13430, March 20, 1997, Notice regarding
Electronic Records and Signatures

Federa Food, Drug, and Cosmetic Act, Sections 514 & 515 (21 U.S.C. 360d and
360e)

Federa Regster Notice (64 FR 38673), July 19, 1999, 60 Day notice seeking
comment on thisinformation collection

Federd Register Notice 63 FR 19185, April 17, 1998, Notice seeking comment on
OMB Information Collection 0910-0384
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