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drug or biologic product, animal drug 
product, medical device, food additive, 
or color additive) was subject to 
regulatory review by FDA before the 
item was marketed. Under these acts, a 
product’s regulatory review period 
forms the basis for determining the 
amount of extension an applicant may 
receive. 

A regulatory review period consists of 
two periods of time: a testing phase and 
an approval phase. For human 
biological products, the testing phase 
begins when the exemption to permit 
the clinical investigations of the 
biological product becomes effective 
and runs until the approval phase 
begins. The approval phase starts with 
the initial submission of an application 
to market the human biological product 
and continues until FDA grants 
permission to market the biological 
product. Although only a portion of a 
regulatory review period may count 
toward the actual amount of extension 
that the Director of USPTO may award 
(for example, half the testing phase must 
be subtracted as well as any time that 
may have occurred before the patent 
was issued), FDA’s determination of the 
length of a regulatory review period for 
a human biological product will include 
all of the testing phase and approval 
phase as specified in 35 U.S.C. 
156(g)(1)(B). 

FDA has approved for marketing the 
human biologic product LOQTORZI 
(toripalimab-tpzi). LOQTORZI is 
indicated: (1) in combination with 
cisplatin and gemcitabine, for first-line 
treatment of adults with metastatic or 
with recurrent locally advanced 
nasopharyngeal carcinoma (NPC) and 
(2) as a single agent for the treatment of 
adults with recurrent unresectable or 
metastatic NPC with disease progression 
on or after a platinum-containing 
chemotherapy. Subsequent to this 
approval, the USPTO received patent 
term restoration applications for 
LOQTORZI (U.S. Patent Nos. 10,066,013 
and 10,815,302) from Shanghai Junshi 
Biosciences Co., Ltd. And Junmeng 
Biosciences Co., Ltd., and the USPTO 
requested FDA’s assistance in 
determining the patents’ eligibility for 
patent term restoration. In a letter dated 
April 17, 2024, FDA advised the USPTO 
that this human biological product had 
undergone a regulatory review period 
and that the approval of LOQTORZI 
represented the first permitted 
commercial marketing or use of the 
product. Thereafter, the USPTO 
requested that FDA determine the 
product’s regulatory review period. 

II. Determination of Regulatory Review 
Period 

FDA has determined that the 
applicable regulatory review period for 
LOQTORZI is 2,119 days. Of this time, 
1,331 days occurred during the testing 
phase of the regulatory review period, 
while 788 days occurred during the 
approval phase. These periods of time 
were derived from the following dates: 

1. The date an exemption under 
section 505(i) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 355(i)) 
became effective: January 9, 2018. The 
applicant claims January 10, 2018, as 
the date the investigational new drug 
application (IND) became effective. 
However, FDA records indicate that the 
IND effective date was January 9, 2018, 
which was 30 days after FDA receipt of 
the IND. 

2. The date the application was 
initially submitted with respect to the 
human biological product under section 
351 of the Public Health Service Act (42 
U.S.C. 262): August 31, 2021. FDA has 
verified the applicant’s claim that the 
biologics license application (BLA) for 
LOQTORZI (BLA B761240) was initially 
submitted on August 31, 2021. 

3. The date the application was 
approved: October 27, 2023. FDA has 
verified the applicant’s claim that BLA 
B761240 was approved on October 27, 
2023. 

This determination of the regulatory 
review period establishes the maximum 
potential length of a patent extension. 
However, the USPTO applies several 
statutory limitations in its calculations 
of the actual period for patent extension. 
In its applications for patent extension, 
this applicant seeks 943 days or 987 
days of patent term extension. 

III. Petitions 

Anyone with knowledge that any of 
the dates as published are incorrect may 
submit either electronic or written 
comments and, under 21 CFR 60.24, ask 
for a redetermination (see DATES). 
Furthermore, as specified in § 60.30 (21 
CFR 60.30), any interested person may 
petition FDA for a determination 
regarding whether the applicant for 
extension acted with due diligence 
during the regulatory review period. To 
meet its burden, the petition must 
comply with all the requirements of 
§ 60.30, including but not limited to: 
must be timely (see DATES), must be 
filed in accordance with § 10.20, must 
contain sufficient facts to merit an FDA 
investigation, and must certify that a 
true and complete copy of the petition 
has been served upon the patent 
applicant. (See H. Rept. 857, part 1, 98th 
Cong., 2d sess., pp. 41–42, 1984.) 

Petitions should be in the format 
specified in 21 CFR 10.30. 

Submit petitions electronically to 
https://www.regulations.gov at Docket 
Nos. FDA–2013–S–0610. Submit written 
petitions (two copies are required) to the 
Dockets Management Staff (HFA–305), 
Food and Drug Administration, 5630 
Fishers Lane, Rm. 1061, Rockville, MD 
20852. 

Dated: May 6, 2025. 
Grace R. Graham, 
Deputy Commissioner for Policy, Legislation, 
and International Affairs. 
[FR Doc. 2025–09755 Filed 5–29–25; 8:45 am] 
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SUMMARY: The Food and Drug 
Administration (FDA or Agency) has 
determined that ACTIGALL (ursodiol) 
capsule, 150 milligrams (mg), was not 
withdrawn from sale for reasons of 
safety or effectiveness. This 
determination will allow FDA to 
approve abbreviated new drug 
applications (ANDAs) for ursodiol 
capsule, 150 mg, if all other legal and 
regulatory requirements are met. 
FOR FURTHER INFORMATION CONTACT: 
Madeleine Giaquinto, Center for Drug 
Evaluation and Research, Food and 
Drug Administration, 10903 New 
Hampshire Ave., Bldg. 51, Rm. 6219, 
Silver Spring, MD 20993–0002, 240– 
863–8976, madeleine.giaquinto@
fda.hhs.gov. 

SUPPLEMENTARY INFORMATION: Section 
505(j) of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act) (21 U.S.C. 
355(j)) allows the submission of an 
ANDA to market a generic version of a 
previously approved drug product. To 
obtain approval, the ANDA applicant 
must show, among other things, that the 
generic drug product: (1) has the same 
active ingredient(s), dosage form, route 
of administration, strength, conditions 
of use, and (with certain exceptions) 
labeling as the listed drug, which is a 
version of the drug that was previously 
approved and (2) is bioequivalent to the 
listed drug. ANDA applicants do not 
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have to repeat the extensive clinical 
testing otherwise necessary to gain 
approval of a new drug application 
(NDA). 

Section 505(j)(7) of the FD&C Act 
requires FDA to publish a list of all 
approved drugs. FDA publishes this list 
as part of the ‘‘Approved Drug Products 
With Therapeutic Equivalence 
Evaluations,’’ which is known generally 
as the ‘‘Orange Book.’’ Under FDA 
regulations, drugs are removed from the 
list if the Agency withdraws or 
suspends approval of the drug’s NDA or 
ANDA for reasons of safety or 
effectiveness or if FDA determines that 
the listed drug was withdrawn from sale 
for reasons of safety or effectiveness (21 
CFR 314.162). 

A person may petition the Agency to 
determine, or the Agency may 
determine on its own initiative, whether 
a listed drug was withdrawn from sale 
for reasons of safety or effectiveness. 
This determination may be made at any 
time after the drug has been withdrawn 
from sale but must be made prior to 
approving an ANDA that refers to the 
listed drug (21 CFR 314.161). FDA may 
not approve an ANDA that does not 
refer to a listed drug. 

ACTIGALL (ursodiol) capsule, 150 
mg, is the subject of NDA 019594, held 
by Teva Branded Pharmaceutical 
Products R&D, Inc., and initially 
approved on December 31, 1987. 
ACTIGALL is indicated for patients 
with radiolucent, noncalcified 
gallbladder stones less than 20 
millimeters in greatest diameter in 
whom elective cholecystectomy would 
be undertaken except for the presence of 
increased surgical risk due to systemic 
disease, advanced age, or idiosyncratic 
reaction to general anesthesia or for 
those patients who refuse surgery, and 
for the prevention of gallstone formation 
in obese patients experiencing rapid 
weight loss. 

ACTIGALL (ursodiol) capsule, 150 
mg, is currently listed in the 
‘‘Discontinued Drug Product List’’ 
section of the Orange Book. 

Pharmobedient Consulting, LLC 
submitted a citizen petition dated 
January 14, 2025 (Docket No. FDA– 
2025–P–0184), under 21 CFR 10.30, 
requesting that the Agency determine 
whether ACTIGALL (ursodiol) capsule, 
150 mg, was withdrawn from sale for 
reasons of safety or effectiveness. 

After considering the citizen petition 
and reviewing Agency records and 
based on the information we have at this 
time, FDA has determined under 
§ 314.161 that ACTIGALL (ursodiol) 
capsule, 150 mg, was not withdrawn for 
reasons of safety or effectiveness. The 
petitioner has identified no data or other 

information suggesting that this drug 
product was withdrawn for reasons of 
safety or effectiveness. We have 
carefully reviewed our files for records 
concerning the withdrawal of 
ACTIGALL (ursodiol) capsule, 150 mg, 
from sale. We have also independently 
evaluated relevant literature and data 
for possible postmarketing adverse 
events. We have reviewed the available 
evidence and determined that this drug 
product was not withdrawn from sale 
for reasons of safety or effectiveness. 

Accordingly, the Agency will 
continue to list ACTIGALL (ursodiol) 
capsule, 150 mg, in the ‘‘Discontinued 
Drug Product List’’ section of the Orange 
Book. The ‘‘Discontinued Drug Product 
List’’ delineates, among other items, 
drug products that have been 
discontinued from marketing for reasons 
other than safety or effectiveness. 
ANDAs that refer to this drug product 
may be approved by the Agency as long 
as they meet all other legal and 
regulatory requirements for the approval 
of ANDAs. If FDA determines that 
labeling for this drug product should be 
revised to meet current standards, the 
Agency will advise ANDA applicants to 
submit such labeling. 

Dated: May 23, 2025. 
Grace R. Graham, 
Deputy Commissioner for Policy, Legislation, 
and International Affairs. 
[FR Doc. 2025–09779 Filed 5–29–25; 8:45 am] 
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SUMMARY: The Food and Drug 
Administration (FDA or Agency) is 
announcing the availability of a draft 
guidance for industry entitled 
‘‘Replacing Color Additives in 
Approved or Marketed Drug Products.’’ 
This draft guidance provides 
recommendations for replacing color 
additives in approved or marketed drug 
products. If a color additive is replaced 
in a drug product, information to 
support the change should be retained 
and available at the manufacturing 
facility. Additionally, this draft 
guidance recommends that new drug 
application (NDA) and abbreviated new 

drug application (ANDA) holders 
submit information to support color 
additive replacements in changes being 
effected in 30 days (CBE–30) 
supplements. Although a qualitative or 
quantitative change to an inactive 
ingredient is generally considered a 
major change, in many cases, replacing 
a color additive with one that is listed 
in the color additive regulations is 
unlikely to adversely affect the identity, 
strength, quality, purity, or potency of 
the drug product. Therefore, this draft 
guidance recommends a CBE–30 for 
such a change. 
DATES: Submit either electronic or 
written comments on the draft guidance 
by July 29, 2025 to ensure that the 
Agency considers your comment on this 
draft guidance before it begins work on 
the final version of the guidance. 
ADDRESSES: You may submit comments 
on any guidance at any time as follows: 

Electronic Submissions 

Submit electronic comments in the 
following way: 

• Federal eRulemaking Portal: 
https://www.regulations.gov. Follow the 
instructions for submitting comments. 
Comments submitted electronically, 
including attachments, to https://
www.regulations.gov will be posted to 
the docket unchanged. Because your 
comment will be made public, you are 
solely responsible for ensuring that your 
comment does not include any 
confidential information that you or a 
third party may not wish to be posted, 
such as medical information, your or 
anyone else’s Social Security number, or 
confidential business information, such 
as a manufacturing process. Please note 
that if you include your name, contact 
information, or other information that 
identifies you in the body of your 
comments, that information will be 
posted on https://www.regulations.gov. 

• If you want to submit a comment 
with confidential information that you 
do not wish to be made available to the 
public, submit the comment as a 
written/paper submission and in the 
manner detailed (see ‘‘Written/Paper 
Submissions’’ and ‘‘Instructions’’). 

Written/Paper Submissions 

Submit written/paper submissions as 
follows: 

• Mail/Hand Delivery/Courier (for 
written/paper submissions): Dockets 
Management Staff (HFA–305), Food and 
Drug Administration, 5630 Fishers 
Lane, Rm. 1061, Rockville, MD 20852. 

• For written/paper comments 
submitted to the Dockets Management 
Staff, FDA will post your comment, as 
well as any attachments, except for 

VerDate Sep<11>2014 16:28 May 29, 2025 Jkt 265001 PO 00000 Frm 00036 Fmt 4703 Sfmt 4703 E:\FR\FM\30MYN1.SGM 30MYN1kh
am

m
on

d 
on

 D
S

K
9W

7S
14

4P
R

O
D

 w
ith

 N
O

T
IC

E
S

https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov
https://www.regulations.gov

		Superintendent of Documents
	2025-05-30T01:14:47-0400
	Government Publishing Office, Washington, DC 20401
	U.S. Government Publishing Office
	Government Publishing Office attests that this document has not been altered since it was disseminated by Government Publishing Office




