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222

223 ¢ Orphan-Drug Designation or Humanitarian Use Device Designation Request
224 e Designation Request # (e.g., D061234 for drugs or H061234 for devices, if
225 known)

226 e (Company Name

227 e Drug or Device Name

228 e Submission Type (original, amendment, annual report, or correspondence)
229 e Submission Date

230 e Disk/CD-ROM (total number submitted, i.e., # of #)

231 e Point of Contact for the Electronic Submission (name and telephone number)
232

233 A jacket can contain more than one unit of physical medium. If more than one unit of physical
234  medium is contained in the jacket, the label on the jacket should include the number of units of
235  physical media in the jacket (e.g., “Jacket contains 2 CD-ROMs”), and each unit of the physical
236 media should be numbered in series as appropriate (€.g., 1 of 2,7 “2 of 27).

237

738  You can direct questions to OPD regarding the preparation of physical media electronic

239  submissions for orphan-drug designation requests at desigesub@fda.hhs.gov or for humanitarian
240 use device designation requests at hudesub@fda.hhs.gov or 301-827-3666.

241

242  These physical media should be sent to OPD at the following address:

243

244 Office of Orphan Products Development

245 Food and Drug Administration

246 Room 6A-55, HF-35

247 5600 Fishers Lane

248 Rockville, Maryland 20857

249

250 IV. OTHER INFORMATION ABOUT ELECTRONIC SUBMISSIONS

251

252 A. Electronic Format

253

754  Documents submitted in electronic format should:

255

256 . Enable the user to easily view a clear and legible copy of the information

257

258 . Include a well-structured table of contents and allow the user to navigate easily
259 through the submission

260

261 . Enable the user to print each document page by page, as it would have been
262 provided in paper, maintaining fonts, special orientations, table formats, and page
263 numbers

264

265 . Allow the user to copy text, images and data electronically into other common
266 software formats.
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To achieve the above goals, all electronic documents should be submitted in text-based format if
possible. References such as publications may be submitted in portable document format (PDF).
PDF is an open, published format created by Adobe Systems Incorporated
(http://www.adobe.com). You do not need to use a product from Adobe or from any specific
company to produce your PDF documents.

B. Scanned Documents

In general, documents scanned into text-based format are more useful for review than image-
based documents. Image-based documents are more difficult to read, cannot be electronically
searched, take longer to print, and occupy more storage space than text-based documents.
Therefore, when possible, you should provide text-based documents, rather than image files. We
understand that certain documents, such as handwritten documents and documents generated
independently by your company (such as journal publications) may be available only in paper.
Such paper documents can be scanned and submitted in electronic format as image-based files.
However, we expect documents such as study reports recently generated by the company or
recently generated as the result of the company's request to a third party to be available as text-
based documents.

C. PDF Bookmarks and Hypertext Links

Bookmarks and hypertext links are extremely important for efficient navigation through
documents. For documents with a table of contents, you should provide bookmarks and
hypertext links for each item listed in the table of contents including tables, figures, publications,
references, and associated appendices. The bookmark hierarchy should be identical to the table
of contents. Hypertext links should be included throughout the body of the document to support
annotations, related sections, references, appendices, tables, or figures that are not located on the
same page. It is preferable to provide the hypertext links directly to the appropriate PDF
publication reference file. The link should open in a separate window and enable the user to
return to the exact location in the body of the document where the link was located when it is
closed.

D. Cover Letters

A cover letter should be provided with the request. If the request is made through the FDA ESG,
the cover letter will only be submitted electronically (that is, there will be no paper copy), will be
located inside the request, and would be considered archival. For submissions made directly to
OPD on physical media, a si gned paper copy of the clectronic version should be submitted with
the accompanying the CD-ROMs. All cover letters should include the following:

e Description of the submission including appropriate regulatory information
e Description of the electronic submission including the type and number of electronic

media used (e.g., # of CD-ROMs), and the approximate size of the submission (e.g., 2
gigabytes)
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e Statement that the submission is virus free with a description of the software (name,
version, and company) used to check the files for viruses

e The regulatory and information technology (IT) points of contact for the application.
E. Table of Contents

The Table of Contents should contain the required information and be organized as described in
the regulations, Part 316-Orphan Drugs, Subpart C-Designation of an Orphan Drug (21 CFR
316.20 Content and format of a request for orphan-drug designation request)(see Table 1),
Annual Reports (Part 316.30 Annual reports of holder of orphan-drug designation), or Part 814-
Premarket Approval of Medical Devices, Subpart H-Humanitarian Use Devices (21 CFR
814.102 Request for designation)(see Table 2).

Table 1: Items in an Orphan-Drug Designation Request as described in 21 CFR 316.20

Item | Description
Table of contents (Index)

1 Statement of orphan-drug designation request (§316.20(b)(1))
2 Information on sponsor’s contact person or resident agent (§316.20(b)(2))
3 Description of rare disease or condition (§316.20(b)(3))
4 Description of the drug and rationale for use (§316.20(b)(4))
5 Clinical superiority explanation, if applicable (8§316.20(b)(5))
6 Drug for use in an “orphan” subset, if applicable (§316.20(b)(6))
7 Summary of regulatory status and marketing history of the drug (§316.20(b)(7))
8 Prevalence of drug’s target population or cost recovery, if applicable (§316.20(b)(8))
9 Statement of real party of interest (§316.20(b)(9))
10 | Other, if applicable

Table 2: Items in a HUD Designation Request as described in 21 CFR 814.102

Item | Description
Table of contents (Index)
1 Statement of humanitarian use device designation request (8§814.102(a)(1))
2 Information on sponsor’s contact person or resident agent (§814.102(a)(2))
3 Description of the targeted disease or condition (§814.102(a)(3))
4 Description of the device and rationale for use (§814.102(a)(4))
5 Demonstration of the device’s target population (8814.102(a)(5))
6 Other (e.g., regulatory summary)

The table of contents, hypertext links, and bookmarks in the electronic version of a submission
play the same role as the index by volume, section, and page number utilized in a paper copy.
The table of contents may contain multiple levels of detail, that is, tables of subcontents. The
first level of detail simply lists the items in the designation request. The second level of detail
provides additional information regarding the contents for each item. Bookmarks and hyperlinks
for each document or dataset should be listed for and linked to the appropriate file.
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The following is an example of a portion of a Table of Contents for an orphan-drug designation
request using some of the headings describing required information under 21 CFR 316.20. A
Table of Contents for a HUD designation request would be similar and include headings
describing required information under 21 CFR 814.102.

1. STATEMENT OF THE ORPHAN-DRUG DESIGNATION REQUEST
2. GENERAL INFORMATION
3.1 Sponsor contact information
3.2 Primary contact
3.3 Manufacturer of the drug
3 DESCRIPTION OF THE RARE DISEASE OR CONDITION / PROPOSED INDICATION
3.1 Details of the condition
3.1.1. Diagnosis and screening
3.1.2. Treatment
3.1.3. Reasons why treatment is needed
3.2 Proposed indication
4. DESCRIPTION OF THE DRUG / SCIENTIFIC RATIONALE FOR USE
4.1 Description of the drug
42 Mode of Action
4.3 Rationale for use in proposed indication
5. REGULATORY SUMMARY
6. PREVALENCE OF TARGET POPULATION

F. Submission of amendments, annual reports, and correspondence

The electronic submissions of amendments, annual reports, and correspondence relating to
documents previously submitted to OPD should be submitted under the original designation
reference number (e.g., D061234 for an orphan-drug designation request; e.g., H061234 for a
HUD designation request).

If appropriate, cover letters and tables of contents should be submitted and above guidelines
should be followed with regard to format, scanning, bookmarks, and hypertext links.




