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Dear Mr. Honerkamp: 

This letter responds to the citizen petition you submitted on behalf of Jazz Pharmaceuticals, Inc. (Jazz), 
which the Food and Drug Administration (FDA or Agency) received on September 2, 2016 (Petition). 
Your Petition requests that FDA: (1) refuse to approve any sodium oxybate abbreviated new drug 
application (ANDA) that does not include in its proposed labeling the portions of the Xyrem package insert 
related to divalproex sodium and (2) refuse to approve any sodium oxybate ANDA that does not include 
the portions of the Xyrem risk evaluation and mitigation strategy (REMS) related to divalproex sodium 
(Petition at 1 ). 

Specifically, your Petition expresses concern that at least one ANDA may be seeking approval of a generic 
sodium oxybate product with labeling that "carves out" information pertaining to the drug-drug interaction 
(DDI) with divalproex sodium and related dose reduction instructions, which you state is protected by 
patent. You assert that omitting such information would "render the generic less safe or effective than 
Xyrem and, therefore, unapprovable under 21 CFR 314.127(a)(7)" (Petition at I). You also assert that a 
REMS omitting such information would not be approvable under 21 U.S.C. 355-l(i)(l)(B) (ld.). 

We have carefully considered the issues raised in your Petition and the information you have presented. We 
have also carefully considered the comments submitted to the docket by Par Pharmaceutical, Inc. on 
November 15, 2016. For the reasons stated below, your Petition is granted with respect to the labeling 
"carve out." We do not need to reach the question of whether the drug-drug interaction (DDJ) information 
could have been excluded from the REMS materials. 

I. BACKGROUND 

A. Xyrem 

Xyrem® (sodium oxybate) oral solution is indicated for the treatment of cataplexy and excessive daytime 
sleepiness in patients with narcolepsy. Sodium oxybate is a sedative-hypnotic that produces dose
dependent central nervous system (CNS) effects. Xyrem was originally approved on July 17, 2002, under 
new drug application (NDA) 21196. Xyrem's approved prescribing information includes a boxed warning 
describing, among other serious risks, the risk of CNS depression. 

Xyrem is subject to a REMS with elements to assure safe use (ETASU) pursuant to section 505-1 of the 
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