
 

 
NDA 21-183 
 
Bristol-Myers Squibb Company 
Attention: Mari-Laure Papi 
Associate, Worldwide Regulatory Affairs 
5 Research Parkway 
Wallingford, CT  06492 
 
 
Dear Ms. Papi: 
 
Please refer to your supplemental new drug applications dated January 4, 2001, received January 5, 
2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for VIDEX� EC 
(didanosine) Delayed Release Capsules. 
 
We acknowledge receipt of your submission dated February 6, 2001. 
 
This "Changes Being Effected" supplemental new drug applications provide for the inclusion of new 
information regarding fatal lactic acidosis in pregnant women, to be included in the Boxed Warning, 
Warnings, and Precautions section of the VIDEX� EC (didanosine) label, as follows: 
 

WARNING 

FATAL AND NONFATAL PANCREATITIS HAVE OCCURRED DURING THERAPY WITH 

DIDANOSINE USED ALONE OR IN COMBINATION REGIMENS IN BOTH TREATMENT-

NAIVE AND TREATMENT-EXPERIENCED PATIENTS, REGARDLESS OF DEGREE OF 

IMMUNOSUPPRESSION. VIDEX EC SHOULD BE SUSPENDED IN PATIENTS WITH 

SUSPECTED PANCREATITIS AND DISCONTINUED IN PATIENTS WITH CONFIRMED 

PANCREATITIS (SEE WARNINGS). 

 LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS, INCLUDING 

FATAL CASES, HAVE BEEN REPORTED WITH THE USE OF NUCLEOSIDE ANALOGUES 

ALONE OR IN COMBINATION, INCLUDING DIDANOSINE AND OTHER 

ANTIRETROVIRALS. FATAL LACTIC ACIDOSIS HAS BEEN REPORTED IN PREGNANT 

WOMEN WHO RECEIVED THE COMBINATION OF DIDANOSINE AND STAVUDINE WITH 

OTHER ANTIRETROVIRAL AGENTS. THE COMBINATION OF DIDANOSINE AND 

STAVUDINE SHOULD BE USED WITH CAUTION DURING PREGNANCY AND IS 

RECOMMENDED ONLY IF THE POTENTIAL BENEFIT CLEARLY OUTWEIGHS THE 

POTENTIAL RISK. (SEE WARNINGS AND PRECAUTIONS: PREGNANCY.) 

 
WARNINGS/2.Lactic Acidosis/Severe Hepatomegaly with Steatosis: 

 
Fatal lactic acidosis has been reported in pregnant women who received the combination of didanosine and 
stavudine with other antiretroviral agents.  The combination of didanosine and stavudine should be used 
with caution during pregnancy and is recommended only if the potential benefit clearly outweighs the 
potential risk (see PRECAUTIONS: Pregnancy). 

 
 



 
PRECAUTIONS/ Pregnancy, Reproduction and Fertility 

 

Animal reproduction studies are not always predictive of human response. 

There are no adequate and well-controlled studies of didanosine in pregnant women. Didanosine 

should be used during pregnancy only if the potential benefit justifies the potential risk. 

Fatal lactic acidosis has been reported in pregnant women who received the combination of 

didanosine and stavudine with other antiretroviral agents.  It is unclear if pregnancy augments the risk of 

lactic acidosis/hepatic steatosis syndrome reported in nonpregnant individuals receiving nucleoside analogues 

(see WARNINGS: Lactic Acidosis/Severe Hepatomegaly with Steatosis). The combination of 

didanosine and stavudine should be used with caution during pregnancy and is recommended only if 

the potential benefit clearly outweighs the potential risk.  Health care providers caring for HIV-infected 

pregnant women receiving didanosine should be alert for early diagnosis of lactic acidosis/hepatic steatosis 

syndrome. 

 
We have completed the review of these supplemental applications, as amended, and have concluded 
that adequate information has been presented to demonstrate that the drug products are safe and 
effective for use as recommended in the submitted final printed labeling (package insert submitted 
February 6, 2001, patient package insert submitted February 6, 2001).  Accordingly, these 
supplemental applications are approved effective on the date of this letter. 
 
If a letter communicating important information about this drug product (i.e., a "Dear Health Care 
Professional" letter) is issued to physicians and others responsible for patient care, we request that you 
submit a copy of the letter to this NDA and a copy to the following address: 
 

MEDWATCH, HF-2 
FDA 
5600 Fishers Lane 
Rockville, MD  20857 

 
 
We remind you that you must comply with the requirements for an approved NDA set forth under 
21 CFR 314.80 and 314.81. 
 



 

If you have any questions, call Destry M. Sillivan, M.S., Regulatory Project Manager, at (301) 827-
2335. 

 
 

Sincerely, 
{See appended electronic signature page} 
 
 
Debra Birnkrant, M.D.,  
Director 
Division of Antiviral Drug Products 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 
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