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Memorandum Department of Health and Human Services Public Health Service 
Food and Drug Admlnletratlon Center for Drug Evaluation Research 

DATE.: 

FAOM: 

December 21, 1"" 3 
Paul Leber, M.D. 
Director, 
Dlvl.lon of Neuropharmacological Drug Product. HFD-120 

SUBJECT::Approvabl. andlor Approva' Action Memorandum NDA 20-272: Rla,erdar-. J ..... en brand of ,Iaperldon. 
TO: File NDA 2 0 • 2 7 2 

& 
Robert Temple. M. D. 
Director, 
Offlc. of Drug Evaluation 
HFD-100 

Introd uctlon: 

The Division review· team has concluded that Risperdal"'" will be safe in use and effective for use if marketed for the 'management of the manifestations 01 psychotic disorders' under the conditions 01 use described and recommended in the professional product labeling drafted by the Division's review team 

For reasons explicated In the body of this memorandum. the Division believes that the issuance 01 un action letter is unnecessary and recommends that the Office Issue the attached approval action letter that grants Janssen permission to market Risperdaf"'" under the tClbeling developed by the Division. 

Background:. 

on the final form and content of drug product labeling ordinarily do no: take place until a sponsor of an NOA has received and responded to an approvable action letter, Although it has advantages. the sequence of approvable action, labeling negotiations, and tinal approval action can needlessly extend the time to an approval action, especially in 
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those circumstances where the approVable action step Is largely 8 
formallty (e.g" as when virtually all substantive issues affecting approval are already resolved at the time the approvable action issues). 

Accordingly, believing that Division and Janssen were largely t n agreement about the conditions of use under which Risperda,TM would' be safe and effective tor use, the O'v's'on initiated negotiations with the firm on product labeUng. It was our expectation that agreemen.t· on. a 1 i n at draft of labeling would be reached readily, making It possible to approve the NDA without having to go through the usual approvable . action step. 

Despite protracted deliberations with Janssen's representatives, this goal' has not been realized. Rather than reaching speedy agreement, the Division and the firm have become embroiled in a dispute over aspects 0 f product labeling that have nothing at all to do with the sate and effective use of Risperda''nI. 

Janssen Inststs that labeUng tor Rtsperda''nI provide information about the degree 01 therapeutic response among, and adverse reacUons suttered by, patients randomized to the haloperidol control arm that is Incorporated In each of the 3 cUnical studies that provide substantial evidence 0 f Risperdal's"" ettectiveness. The Division has refused to accede to Janssen's demands because it believes that the side by side presentation of data obtained on RisperdaJ , ... and haloperidol assigned subjects invites a ,-omparison that Jeads to the conclUSion that Risperdar'M has been shown to be superior to haloperidol w:'en, In fact, it has not. 

In the Division's view, none 01 the 3 studies that are a source of the data bearing on the two products is by design capable of adducing the kind and Quality of evidence necessary to suppon a robust, externally valid, conclusion about their relattve benefits or risks. 

The firm, although acknowledging the validity of the Division's critiQue 0 f . the design of their 3 InvesUgations, will not alter Its poSition. Janssen's view Is that the haloperidol data, provided they are accompanied by a statement which warns they cannot serve as a basts tor a valid comparison of the relative risks and benefits of Aisperdal"" and 
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Rispardl'- NDA Actton Recommendation: Leber 12/21 10 S page 3 
haloperidol. may be presented wtthout risk of misleading prescribers. 
Negotiations, thus, are at an impasse, one that will not be overcome through further discussions. 

The result. In my opinion, ls perverse. The agency, publicly commltte,d to expedite the approval of safe and effective drug products, finds I t s., . approval of a drug product that has evoked considerable Interest tn the psychiatric·' and among psychiatric patients· and their fa mil j e s being delayeo"-sotely because of a sponsor's desire for labeling that wil,· 1acilltate . the promotion of the product. 
Accordingly, the Division, having concluded that Rtsperdaf TII Is 'safe j n use' and 'effective for use' under conditions of use recommended In the labeling drafted by the Division recommends that the NDA be approved. If Janssen finds the labeling under which the approval Is made unacceptable, It does not have to market the product, but, given such a decision, the .flrm will be unable to claim that FDA is responsible for the delay In the product's approval. 

• The Division's recommendation notwithstandtng, I are mindful ·that the Office may wish to proceed in a more traditional manner. Thus, an approvable action tetter notifying the sponsor that the Risperdal T ... NDA may be approved provided that Risperdap .... is marketed under the labeling developed by the Division has also been prepared. .Although the Division believes the of an approvable letter is unnecessary. it would not object if the Office elects to issue it rather than approval action. 

• 
 

The remaining sections of this memorandum provide a number 01 observations that I want to offer tor the record about the evidence bearing on the Division's recommendation as well as some comments about the kind and quality. of evidence that would be required to make a valid . comparison of the risks and benefits 01 two drug products. 
·B8Sls tor the cpprova. of RI.pardel ftl : 

The case tor the approval of the RisperdafT'" NDA, provided It is marketed under the labeling drafted by agency's review team. is straight forward 
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and is explicated in comprehensive detail In Dr. Laughren's excellent • Approval Action Memorandum of 12120193 . 

•• 

-. 

. The sponsor has provided results trom more than one adequate and wei J controlled clinical Investigation (I.e., Studies 201, 204 and 024) that, upon review, have been found to provide 'substantial evidence' that . rlsperidone is 'effective in use' for the management of the manitesta1tons of psychotic disorders. The Psychopharmacological Drugs Advlsory-' Commlttee·,{POAC] has considered the evidence and has'endorsed the Division's conClusions. 

The conclusion that Risperda'- Is 'safe for use' derives from reviews 0 f reports of clinical experience tnvotv;ng approximately 2600 patients who partiCipated In phase 2 and 3 trials. Although this experience does not show Alsperdal- to be free of risk .. It is more than suftlcient, given the nature of alternative modes of treatment available. and the natural history of psychotic Illness, to support a conclusion that the risks associated with the use 01 Rlsperda'- do not outweigh the benefits associated with that use. The POAC snares this view . 

Accordingly, the other requtrements of the FD&C Act being satisfied, Risperdaf'hl may be approved tor use under the conditions of use described In the draft 'abellng proposed by the Division. 

Commenta about the clinical studle8 that provide 
'substantial avldence' of rlaperidone's affactlVtfne88 

Three clinical Investigations (Studies 20', 204 and 024) have been identified as sources ot substantial evidence of rtsperldone's short term effectiveness as an antipsychotic agent. 

Each 01 the three studies was conducted at multiple sites, entered 
actively psychotic, hospitalized, schizophrenic patients and employed a randomized, paraltel control design. Two studies (201 and 204), conducted in North America. employed placebo controis: the third study (024) conducted at muitiple sites In 15 countries around the world. did not. Two studies (204 and 024) randomized subjects to a fixed dose ot drug. 
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Study (201) allowed ftexlbte tttration to a maxlmum dose. StUdy 201 was 6 weeks in duration; Studies 204 and 024 were 8 weeks long . 

Multiple rating Instruments were used In all studies and response to treatment was assessed at multiple time points. Accordingly. there was opportunity for repeated measurement- and testtng of treatment differ.ences across dtfterent measures and at multiple time points. , 

Although the raUng instruments used differed. a" studies employed instrume"'ts·.:..ttaat contained the ltems found on the Brie1 P·sychlatric RaUng Scale. (SPRS). the scale that has been used tradltionally to assess the effectiveness of antipsychotic drug products. Accordingly, the 'outcome of all studies can be compared on items that are. or are 
eQuivalent to, the SPRS. 

Study 201: 

Study 201 provides unequivocal support tor the effecUveness 0 f risperidone as an antipsychotic agent.· Because of Its titration destgn. I t provides little in way of useful dose response Intormation, however. Importantly, Study 201 is of no value In assessing the comparative efficacy of rlspertdone and haloperidol because the products are compared under conditions that are entirely arbitrary (e.g., where a 20 mg a day dose of haloperidol fits along Its dose response curve relative to 10 mg a day. of rlspendone IS unknown). Accordingly, Study 201 cannot provide a valid 
baSIS tor the comparison of the two products' comparative adverse event profile which can only be aSSessed fairly when both products are admrnlstered at equi-effectlve doses. The companson between Risperdal'lII and haloperidol assigned subjects may also be systemattcally biased in this study. as tn others conducted by the sponsor, because only those subjects assigned to. haloperidol had the possibility of prior exposure to the treatment to which they were randomized In the study. Finally, the estimates of treatment ef1ect provided by study 201 are analysis dependent. as the following diagram documents . 
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. Study 201 SPRS observed cases by wk 
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The dIscrepancy of the LOCF and OC results observed in the diagram above are a consequence 01 the high incidence of piemature discontinuations that occurred in this study. Only 51% (80'156) of those in the 'tntent to treat' sample still remained at the end of the study's 4th week. As a consequence. the observed cases (OC) data set, which contains a disproportionate number of those subjects exhibiting spontaneous Improvement, finds no between treatment differences at week 6. The LOCF based analYSiS, on the other hand, probably overestimates the 'realment effect. 01 the two active drugs because It is biased by the scores of placebo assigned subjects who were discontinued earlier and who might have continued to improve had they remained in the study .. 
there is a belief that the dropout rate observed in Study 201 is at least in part due to Its design. Investigators. aware that a patient 
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do_ng tel. wen than expected had as much as one chance In 3 of being on placebO. might well have been inclined to dlscontinue .uch patient. more readily than in 81tudy where assignment to an Inactive treatment wa • tess This speculation t8not inconsistent with the fact that the r '\to of premature dllconUnuattons 1s tower In Studies 204 (81% (349/515] at and Study 024 (81%. (109C/13S8) at week 4) In . which was respecUvely. a 1 ·In 6 and a zero. ri8k of being alslgned to placebo. 

Study 204: 
.. , .... 

Study 204. like Study 201. provides unequivocal IUpport tor a cor.clulton that ,taperidone ta an etrective antipsychotic drug. Conducted It 26 US and Canadian based Ittel. It enrolled 513 acutely plychotic hOIiPUalized pattanta. randomizing them. In a balanced design. to 4 fixed dally do ••• 0 f risperldone (2. 6.10 and 18 mg/d). to 20 mg of haloperidol. or to placebo for 8 weeki. The Intont of the study was. as recorded tn the protocol. • t 0 determine the lafety and efficacy of 4 fixed doses of rllp.rldone relaUve to placebo a"d hatoperldol In the treatment of chronic Schizophrenia, 
As the following diagram Illustrates. the results ot the LOCF and analyses dlfter In the estimates they provide of the stze of the treatment effect 01 the active treatments. Study 204 diUers trom Study 201 In that analyses of both data leta achieve statistical significance. a conseQuence probably nUributable to the tormer's larger size. 

tt is noteworthy that the outcome of the group randomized to 6 rng a day of risperldone (the Droup with best outcome am0r:tg all e groupl) Ie superior, at a .stallSllcnlly Significant level. to the response of the group randomized to treatmen1 with 20 mg of haloperidol. Although thll ftndlllg has Internal validity, It heR no reliable Interpretation regarding the relatlvtl effecUveness of rlaperidone and haloperidol. That auch cautlon II necessary tn Interpreting the data Is documented by the tact thlt patl.ntl asslgnod to the 18 mg and 10 mg 8 day dose of rlaperldone do not talr 81 well no these asolgned to the 6 mg dose. It is probable that 0 "mllar. nem-monotoniC: dOl'e ,elponle relationship exists wtth haloperidol. 
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Study 204 SPRS observed cases by week 
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There is a possibility, nevertheless, that the sponsor may have intended that Study 204 be used to establish the comparative performance 0 f risperidone and haloperidol. If that were the CDse, however, It Is not clear why only one' dose of haloperidol was evaluated nor why a 20 mg 

1 It is geT'craUy acknowledged that the relative effectiveness (or potenc.y) of two drugs cannot be validly estimated from a study that evaluates onl)' stngle doses ot one or both of the dnJgs. At a minimum 3, fixed, relatively widely spaced, doses of it drug arc necesqry to estimate the shape a Its dC15e funcUon 
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daUy dose of haloperidol was used . 

(N,B,. In a December 14, 1993 letter to Dr. Temple. the firm offers An .KptanaUon: basicaUy. that the dose of 20 mg was the one the i r conlultantl thought was most reprelentative of haloperldol·s use In clinical' practice tor Inpatients of the type betng randomized in ·the trlal. This explanation, however, does not answer the bastc qU,esUon as to where along haloperidol's dose response surface. a 20 rngdally , , dOle Ues) 

In ,um, although Study 204 provides compelling support tor Rtsperdal's . effectiveness as an antipsychotic. It Is Incapable by virtue 01 Its design of supporting any externally valid conclusion about the relative performance of haloperidol and Rlsperdal"', In tact. as noted above. the evidence developed In Study 204 calls attention to the risk of assuming that a higher dose of an antipsychotic drug tnvarlably produces a better therapeutic response than a lower one, a point that must be considered In evaluating the relative low rank order -of haloperidol's eltect size In this Itudy, For similar reasons. therefore. the Incidence of adverse events obaervedln this study are not valid estimates of relative Incidence 0 f adverse events that would be obtained under conditions wherehalopertdol and Rllperdal'" are administered at equJ-sftecUve doses. 
Study 

Study 024, conducted at 110 non-domestic sites in 15 countries, enrolled '557 psychotic patients, randomizing them to 5 fixed doses of risperidone (1.4, 8 ,'2, 16 mg/d) or haloperidol '0 mg/day, The study did NOT include ---_._-----
Acconitngly, at b active treatment anns are required, 7 If a placebo ann is included tn the design. in a study intended to compare the effectiveness and relative .. foty of two dNg products. It should be noted, however, that a centrol ann rmplnytng doses o( an adive standard drug is often included In controlled tfUlls to c' .. aluastethe sensittvtty of the patient sample to dNg treatment effects. 5uch .. tR!atmcnt ann is useful on those oa:.asions where no difference Is found between the investtgational treatment and a placebo control (e.g., If the actIVe !'llftndiln1 \retttmcnt cannot be distinguished from placebo, the stUdy considered r_lttu'r than 'negative.') 

J-TX 3322320  



• 

• 

• 
 

8 placebO treatment arm . 

Study 024 BPRS observed cases by week 
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Because 148 af the patients randomtzed were at study sites that were subseQuently 'detfIJrmined to be in violation of GCP. the analysis of the study provided by the sponsor WAS based on a subset of 1356 of the 
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patients 1557 actually randomized . 

Study 024 provtdes support for the effectiveness of RisperdaJ, but It Is less robust than that provided by Studies 201 and 204. Pairwise contrasts between the" higher dOles of rlsperldone (4 mg, B mg, 12 mg and 16 mg) and the 1 mg dose of the drug are all statlstically significant In the LOCF analys!s at a weeki, but the OC analysts Is not as In part this may be due to the fact that the 1 mg rlsper!done dose rtlsy . have exerted antipsychotic effects; tn the absence of a placebo control. however,·,··there Is simply no way to be certain. 
Study 024 also provides information about the dose response profile 01 Risperda''''' that, when taken along with the findings 01 Study 204, justifies recommending that Risperdar"" .be administered in the range of 2 to 6 mg a day. 

Once aga;n, however, the study, by design is incapable of providing an externally valid estimate of the relative performance of haloperidol and Risperda'''''. To be fair, the results are' not inconsistent with a conclusion that Risperda''''' less EPS at the doses being recommended than haloperidol does when administered at 10 mg a day under the conditions 0 f . use allowed In the study. but this conclusion is not equivalent . to concluding that the result Is so robust that It should be described In product labeling where It may promote more extensive inferences about the relative performance of haloperidol and risperidone than are warranted. 

Evidence that Risperdal'"" 18 '8afe for use:' 

The review team has evaluated the reports o·f adverse experiences and results on tests per10rmed on Alsperdal TM exposed patients and has concluded that Risperdain. is '8Bfe for use' If administered under the conditions of use recommended In the labeling proposed by the Division. This Is not to be construed as a warrant, however, that the use 0 f Risperdal will be unaccompanied by reports of untoward events. To the contrary, some individuals to whom Rlsperdal"" Is admtnistered are virtually certain to suffer grievous events, Including and unexpected death. Based on the informattor. available at the present tim e . 
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however, the risk of such serious events, even If caused by A:sperdaPIII, would seem reasonably acceptable tn 8 drug product Intended to treat a serious. potentially lite-threatening, IUness like schizophrenia, and, accordingly, the Division and Its advisors are able 10 conclude that the risks ot Risperdal are reasonably outweighed by the benefits likely t 0 accrue from' Its adm inistration under the conditions of use proposed. . 
It bears emphasis that this risk to benefit assessment turns as much on subjeCtive. factors . and values as It does on hard evlden"ce. Evaluations intended to 'assess the contribution a drug's pharmacological effects make to the adverse effects observed in association with Its use are highly subjective undertakings. 

In the setting of a controlled clinical trial, especially were common adverse events are concerned, it is relatively easy to gain a QuantitaUve estimate at relative risk. Specifically, If an adverse event of interest can be easily ascertained, readily classified, and enumerated unambiguously, it is a simple matter to estimate from a direct comparison of the proportion of subjects suffering the event under the drug and the control treatments. the extent of the risk attributable to the drug's action . 
In contrast, when an adverse event occurs under conditions of uncontrolled use. it is virtually impossible to distinguish drug caused events from those bearing only a temporal association to the drug's administration. The distinction is especially difficult if the untoward event occurs spontaneously in the general population and/or is a manifestation 01 the illness under treatment. 

If an untoward event is virtually unheard of in the course of a disease, however. ItS causal association with drug may seem more probable. but even here. the drug may still not be responsible. To Illustrate, consider the single cpe of TTP reported from among Canadian patients exposed to Risperdal In a compaSSionate use program. It has been identified in the proposed labeling as a possible result of treatment with Risperdal-. but the decision to include it in labeling is based more on th;, rarity of TTP than objecttve evidence that Risperdal 11ll caused the disorder. 
Other espeCially difficult to evaluate conditions include sudden 
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unexplained deaths and suicides, each of which are known to occur spontaneously and at higher rates in patients with chronic schizopr. renis than in the normal population. Its expected higher Incidence notwithstanding, each suicide that is temporally linked to the use (" Risperdal'lII ,for example, invariably ralses questions about the role. Risperdal ftl might have played in its genesis. Similarly, If a patient on Risperdal- were to die unexpectedly, H· Is always possible that 8 ventricular arrhythmia was responsible and that It occurred as 8 r' 0 t a Quinidine like, pro-arrhythmic, effect Of Rtsperdal .... on cardiac repolarlzatton. ACCOrdingly, although none of the deaths observed among patients rfsperldone were attributed to this mechanism. labeling mentions the risks of QT prolongation. 
Finally, a comment is in order about the results of life-time In vivo carcinogenicity studies in rodents that, although detecting a drug dependent increased incidence of adenocarcinomas In rats and female mice, have been determined to predict no clear stgnal of risk to humans. This judgment turns on the belief that the mechanism underlying the pathogenesis of these tumors (i.e .• elevated prolactin levels stimuating tumor gruwth) is not operative in humans. This belief, although not inconsistent with the failure of several epidemiologic investigations to find evidence in humans of a link between elevated prolactin and an increased incidence of tumors. is hardly conclusive. The absence 0 f evidence is not evidence of absence. Accordingly, although COER" Interpretation of the carcinogenicity studies has been endorsed b\ ne PDAC. both the DiVision and the PDAC believe their. findings shoute described in product labeling, 

In sum, although the review team and the POAC AC found nothing unusual for an antipsychotic drug product in the preclinical or clinical datr (i.e .. adverse events and laboratory findings) reported for Risperda/"". : cir conclusions cannot be taken as a warrant that the use of Aisperda l is free of serious ·.risk. At best. the conclusion is a reflection of a judgment that tne risks Of Risperdal nl are reasonable in light of the benefits likely to be associated with its use, 
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On the b •• 11 of what evidence should comparative claims be allowed to appear In product 

The subject has many facets, some practical, others philosophical. I t deserves discussion in this memorandum only because at Janssen's insistence that Rlsperda''''' labeling provide data on haloperidol. 
From a purely philosophical perspective I have an antipathy to comparisons that are unfair or based on incomplete information.. Rarely, ii . seems to· me, Is evidence on the relative risks and benefits of two 0 r more produCta..::SO reliable, precise, and comprehensive that It allows a general statement to be made about relative risks and benefits. I am mindful. however. that knowledge of certain dHferences can be critical to the prudent selection and/or safe and effective use of a drug product. Accordingly, In circumstances where a difference is known to exist and to have potentially important clinical consequences. it would be in the public interest to include information about that difference in product labeling2 . 

On the other hand, it does not serve the public Interest to clutter prod uct labeling with descriptions of tactual, but Clinically irrelevant, differences . 

Above all else, however, before a comparative claim or statement is included in labeting. tt should be firmly and fairly established with data that meets a high standard of evidence. 
In my VIew, a claim of comparative advantage should be allowed in prod uct labeling only If 1) it involves an attribute of clinical importance. and 2) is documented with compelling eVIdence addl,;ced in more than one clinical study, each 01 which is designed, prospectively, to evaluate the claimed advantage. If such a condition is not imposed, claims of superiority could be advanced on the basis of a finding that reflects no more than the operation of chance or be the result of one of a mu"itude of post hoc, data 

. 2 Certainly, such information would be included in the labeling of the product asserting the advantage It is an tnteresting question whether the agency could compel the sponsor of the 'inferiOr' product to include the same tnformation in the labeling of product. 

." 
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conditioned, analyses. 

The design of clinical trials intended to compare the properties of two 0 r more drug must ensure that the conditions of the comparison allow for an appraisal that .5 fundamentally fair to each of the products. Subjects enrolled in a comparative study. for example. should be naive to the treatments being compared to reduce the possibility that a systematic .. bias may arise from subjects having had prior experience. with one oemore of them. As mentioned in an earlier footnote. at least 3, preferably more. widely spaceg, fixed, doses of each drug would have to be studied to allow the shapes. of-ffie dose response relationship of each drug to be characterizecP, a critical preliminary step to any valid comparison of their properties. It seems likely. however, given the variability among samples of patients in their response to a given dose of a drug, thati t will ordinarily be necessary to have each drug and dose combination 0 f interest evaluated in a single study. This requirement might be relaxed i f modeling approaches of the type noted in footnote 3 are validated. In any case, methodological details aside, It is best to approach all comparative claims with caution. If not outright distrust, unless it can be assured t hat they derive from fair, balanced, and comprehensive evaluations conducted at equi-effective doses . 

The principles described applied to Janssen's demands: 
Some of the evidence in the Risperdal TII NOA. as noted earlier, is not inconsistent with the possibility risperidone may be associated wit h a lesser risk of extrapyramidal side effects when administered at doses of 4 mg to 6 mg a day than is haloperidol when administered at doses (1 0 to 20 mg/day), doses that enjoy widespread use in current clinical practice. 

3 These suggestions assume a traditional frequentist statistical approach to the analysts of dinical mal data. A case can be advanced that other approaches, in partic:ular that mathematically model both individual and population responses and the link between them, might provide an acceptable, perhaps superior, alternative. In any case, the point not so much the choice of method, but re':luirement that be an accurate characterization of the dose response relationshIp of drug mvolved available before a comparison is undertaken. 
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The issue of regulatory import is whether or not the data pointing toward t ... is possible advantage ought to be presented in Risperdar- labeling. 
Janssen. it is important to note. did not conduct studies of appropriate design to compare the properties of two drug products. To the contrary, although it cannot be known with certainty, It seems probable t hat -Janssen's 3 studies were intended primarily to document the I effectiveness and safety of risperidone, and not to make a comparative .cJaim. A haloperidol treatment arm (standard active Control) was included in eiCh study, but, from the Division's perspective, its purpose was to serve as an indicator of the 'sensitivity' of the patient sample entered to respond to the effects of antipsychotic drug treatment. 

Had the firm sought the agency's advice about the kind and quality 0 f evidence required to support comparative claims, and to my recollection they did not explore that question with they w"uld have been informed that there are substantive barriers. both philosophical and technical, to doing so successfully. 

In addition to discussing the generic points abOut comparative studies described above, we would have advised them that there is, to our knowledge, no general agreement in the community of how comparative studies of antipsychotic drugs ought to be carried out. In particular, there is no consensus about which specifIC attributes of antipsychotic drug product performance ought to be considered in such a comparison. Furthermore, even if there were some level of general agreement on the attributes of antipsychotic drugs that should be considered, the choice 0 f an assessment instrument suitable for making the comparison would s till be uncena;n. It would be unfair, for example, to compare the effectiveness of two drugs on a rating instrument which registers the untoward pharmacological effects associated with one of them as evidence of an adverse therapeutic outcome (as might occur on a scale rating or tack thereof, in so-called 'negative' symptoms). 
Returning to the matter currently in dispute, It is important to acknowledge that the Division does not deny that a colorable argument can 

4 11lere was no 'end of phase 2' meeting. 
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be advanced. based on the results of Study 024 • that Risperdal.... given at doses in the range recommended in proposed product labeling (2 to S mg a day) is likely to produce fewer extrapyramidal signs and symptoms than haloperidol administered without accompanying anticholinergic drugs at a fixed dose of 10 mg a day. On the hand. a stngte study. the only one examining a dose of haloperidol administered at doses of less than 20 mg a day.- seems an inadequate basis to support an implied advantage. even one that is advanced with a caveat. 

are additional factors worthy of consideration. When used in clinical practice. the regimen under which haloperidol I s administered may differ from that which obtained in Study 024. Haloperidol. although widely used. is only one of a large number of marketed antipsychotic drug products. What makes -{f'e comparison between it and Risperda1"" so uniquely important among all possible pairwise comparisons that it deserves presentation in labeling? Perhaps. if comparisons are to appear in antipsychotic drug 'product labeling. they should involve all products, or. at a minimum. a representative panel drawn from the product class (e.g .• clozapine. thioridazine. chlorpromazine. perpnenaZine, haloperidol. molindone. etc.). 
The list of issues just enumerated is by no means exhaustive. It is intended only to call attention to the fact that many matters ought to be considered. in taking a decision that may be interpreted . as a precedent by the regulated industries. 

In my therefore, there is little to be gained, and potentially much to be lost, H we agree to Janssen's demands at ·this point iI. time. Risperdal 1M can be marketed and used safely and effectively without its labeling mentioning anything whatsoever about the controlled trials that are the source of the evidence that led to its approval. let along a description of the responses of subjects assigned to a control treatment used in those trials, moreover. one that may promote a misleading inference about the product. 

From a technical perspective, furthermore, there is no regulatory requirement that forces us to acquiesce to the firm's demands. 21 CFR 201.56 requires only that the labeling of a prescription drug contain ·8 
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summary of the essential scientific information needed for the safe effective. use of [a] drug,- and the labeling developed for Risperda'''' by the Division fully meets that requirement. 

Conclusion and Recommendatlona: 

' .. Upon review of the information provided in NDA 2()"272. the Division' concludes that Risperdal TV has been shown. according to the requirements of the FD&C Act. to be a safe 'and effective drug. provided it is marketed under the conditions of use recommended in the labeling drafted by the Division. . 

recommends that the approval action letter be 

_________ / 
Paul Leber, MD. 
December 21, 1993 
08:45 hours 
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