


Under Subpart H, approval may be based on a surrogate endpoint or on an effect on a 
clinical endpoint other than survival or irreversible morbidity (“Surrogate”) [21 CFR 3 14.5 lo], 
or a product may be approved with ~~~~~~ions-id~‘~~~~~~fe use (“Restricted” ) [21 CFR 
314.5201. (See Table below) 

[21 CFR 314.5101 Surrogate - Approval based 012 a mrrqgate endpoint or on an 
effect on a clinical endpoint other than survi!& pc i~r~~rsibl~,morbidity. 

FDA may grant marketing approval for a new @ug product on the basis of 
adequate and well-controhed clinical trials estabhshing that the drug product has‘ 
an effect on a surrogate endpoi~t”t~~~‘is”~~~~~~~bly likely, based on epidennologlc, 
therapeutic, pathophysiologic, or other evidence, to predict clinical benefi:t or .on 
the basis of an effect on a clinical endpoint other than survival or nreverslbJe, 
morbidity. Approval ~~er*~~~‘~~~~~o~,wil!,b$ subject to the requirement that the 
applicant study the drug further, to verify and describe its Fhnicai benefit, where 
there is uncertainty as to the relaGon,of the surrogate endpomt to chmcal benefit, 
or of the observed clmical benefit to ult&ate~&tcome. Postmarketing studies . 1 l~*/.~l~ “_x.,l ~ 
would usually be studies al.&d;‘u%&%$?“~en requtred to be conducted, such 
studies must also be-adequate and well-controlled. The applicant shall carry out 
any such studies with due diligence. 

121 CFR 314.520] Reskickzd - Approval with restrictiqqs fq amurq safe use. 

(a) If FDA concludes that a drug product shown to be, effective. F.9 be safely 
used only if distribution or use is res&i+ed, FDA will requne such postmarketmg 
restrictions as are needed to assure safe use of the drug product, such as: _ 1 _. : :, 

(1) Distribution restr+ted to certain fccilities or physicians with 
special training or experience; or 
(2) Distribution conditioned on~the performance, of specified medical 
procedures. 
(3) The limitations imposed will be commensurate wihthe specific 
safety concerns presented by the drug product. 
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