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Topics to be dis cus sed  
————————————————————————————————————————————————— 

  Con ceptual iss ues  for testing  long -term/ma intenance/  
  prophyl actic treatments for major ment al il lnesses 

  Integr ating cl inical/pharmacological /statis tical/i nd ustrial 
  regula tory/so cial  interests:  Kety ’s famo us danc ing bear 
      at  the  Russian  circus: It  is  not  a matter  of how  w ell  he does 
      it , but  that  he does  it  at  all!   

  Na ture & treatment of  major depression &  other uses  of  
  “antidepres sants”  

  Na ture & treatment of schizop hrenia/psychot ic disorders  

  Na ture & treatment of  bipolar disorders (more to follow)   

  Summary  of  reality-checks about w hat has been d one &  
  needs to be  done in this  area  

  Issues for discussion during  this  ISCTM sympos ium on  
  long -term trials methods 
————————————————————————————————————————————————— 
 





 

Major Depressive Dis order:  
Characteristics of  Illne ss & Treatment 
———————————————————————————————————————————————————————————————— 

   Acute untreated epis odes: 3–9 mos,  vary wi th age  
   Slowly re current (typically <1/year) ± chronic dys thymia  
   May be >1  diso rder: over laps BP-II, high cultural variance  
   Prevalent como rbidity, disabili ty, & poorly  studied mortality   
   Psychosis  varies  w ith seve rity  (poorly  studied wi th modern Rxs) 
   Most D xs missed/delayed; Rx brief  wi th low  doses  (es p. I°-care)  
   Short -term Rx benefits  of ten marginal  vs. placebo  
   Long-term effec ts poorly/br iefly st udied wi th modern agents   
   Long-term effec ts poorly  predicted by  past history   
   Survival -analysis unval idated as long -term morbidity surrogate 
   Long-term Pbo: ethical-IRB/recruitment/retention problems 
   Trials follow  Pittsburgh “contin ue–maintain” model   
  Disc ontin uation  artifacts likely & may  wor sen w ith longer  Rx 
   Long-term antidepressant benef its in  other D xs (in c. BPD)  un certain  
   Long-term dosing requirements u ntested in  any  D x  

———————————————————————————————————————————————————————————————— 
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[From Viguera & Baldessarini 1998]
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Psychotic Disorders:  
Characteristics of  Illne sses  & Treatment  
————————————————————————————————————————————————————————— 

   Schizophrenia: chronic+erratic fluc tuations,  stress-sensitive   
   Prevalent dementia, disability  & some  mortality   
   Other psychoses poorly  studied (de lu sional,  aff ective, brief)  
   Long-term treatment effe cts very small  in schizophrenia  
   Long-term inter-drug differ en ces ±trivial (except CLZ)  
   Long-term drop-out rates very  high 
   Retenti on-time: an outcome  measure-of -despair? 
   Most tria ls far too  short: >2 yrs to 50%”relapse” off -Rx 
   Long-term Pbo: controversial  ethically/cl inically  
   Treatment carry-over & discontinuation artifacts aboun d  
   Washouts may  req uire  w eeks or mon ths, not  days   
   Core negative  Sx & cognition hard to assess,  harder to treat 
   Long-term Rx opt ions & combos : lack corporate interest  
   Sympto m-scales  dominate outcomes  
   Crucial f un ctional /QOL outcomes remain “side-issues  “ 

————————————————————————————————————————————————————————— 
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Bipolar diso rders:  
Characteristics of  Illne sses  & Treatment  
————————————————————————————————————————————————————— 

   Irregularly e pisodic, chaotic, uns table+lesser-chronic  
   Untreated episodes: Mania: 3–6, Depr: 4–10  mos  
   Many mi xed-epis odes in types  I & II (often  missed)  
   Psychosis  common in BP-I (unevenly st udied)  
   Hypom ania oft en undiagnosed/misdiagnosed  
   High como rbidity /disability /mortality  (inc. BP-II) 
   Therape utics of  BP-II & Mixed-states poorly  studied  
   Resi dual-t reat ed morb idity: dep ressive  >> manic 
   Severe d ysfun ction & cognitive def icits in  BP I & II 
   Very hi gh substance & anxiety  diso rder como rbidity  
   Very hi gh all -cause mortality  in  I & II (poorly  studied) 
   Major acute treatment eff ects; long -term trials too short  
   Relap se risk highly s ensitive  to Rx-discontinuation  
   Enrichment/wi thdraw al design s can mislead   

————————————————————————————————————————————————————— 



Concl us ions –A:
Psych otropi c tr eatment -di scont inuation  
————————————————————————————————————————————————— 

  Early relapse/recurrence risk (3–6 mos)  (artifact)  

  Clearest  wi th lon g-term l ithiu m (in BPD ) & old neuroleptics 
  (in old “schizophrenia”), inc. abrupt > gradual DC  

  Untested w ith modern s chiz op hrenia  & antipsychotics,  
  but is typical of  CLZ  

  Suspected w ith antidepressants (TCAs in MDD ); effect  of  
  abrupt/gradual di scontin uation remains untested  

  Disc ontin uation  ef fects: plausible b ut untested in same trial 
  with m odern antipsychot ics/anticonvulsants in mo od D xs  

  Effect of trea tment duration  untested but  risk with  
   longer  Rx sugg ested w ith older antidepressants  

  Opti mal tapering  time: untested for any  Rx: 2–4 w ks  
  may be minimal  to  but not  el imi nate risk  
————————————————————————————————————————————————— 



Concl us ions –B:
Long -term treatment  design problems  
————————————————————————————————————————————————— 

  Study design should relate to natural h istory  of specific  
  untreated il lnes ses: may  need yrs not  mos 

  Chronic il lnesses  (psychot ic, anxiety)  may  tolerate shorter 
  trials than episodic (mood) diso rders  

  Enrichme nt+discontin uation  desi gns now st andard in  most
 disorders, but risk di scontin uation artifacts  

  Carry-over  effec ts can arise  in parallel -group s as w ell  as 
  cross-over designs 

  Hard to avo id Rx-discontin uation  eff ects: change of  agent 
  or to Pbo; cross-protection across  drugs not  tested  

  Longer stabil ization may  not  solve,  or may  even  worsen 
  di scontinuation artifacts (“depen dency” model)   
————————————————————————————————————————————————— 
 



Concl us ions –C: 

Long -term treatment  design problems  
———————————————————————————————————————————— 

  Assumption  that early relapse prev ention  (<12 mos) 
  predicts long-term prophylaxis  is untested  

  Assumption  that time-to-first-recurrence (“survival  
  analysis”) predicts true  prop hyl axis  is untested  

  Placebo  major e thical/clinical/IRB/enroll ment/   
  reten tion c hallenges & maximizes discontin.  artifacts  

  High dr opout rates (30%–80%): “one  year” trials are  
  really more l ike  six-month trials 

  Very long trials co nstrained by ethics/f easibility/  
  subject-retention/cost  

  Mult i-si te & off -shore  trials risk  site -variance &  
  unk now n cultural variance for Dx & a ssessment  
———————————————————————————————————————————— 
 



 

Concl us ions –D: 
Long -term treatment  design  problems 
——————————————————————————————————————————————————————— 

  Effect -enhancement by  morbidity -enrichment: essential  for  
  enroll ment (unmo tivated if  w ell ), but  severe/fr eq uent il lness   
  creates confl icts  

  Effect -enhancement by  initi al response  to new pr oducts  
  (“deck-stacking”)  regulatory approval  ge neralizabil ity  

  Effect -enhancement by  discontinuation  (“relapse-prevention”)  
  can  enroll ment/retention/IRB approval,  &  artifacts   

  Depr ession m odel: acute/c ontinuation (vs.  relapse)/ maintenance  
  (vs. recur rence) may not  apply  to other  Dxs (chronic psychoses, 
  polymo rphic BPD,  anxiety  diso rders) 

  Add-on trials (novel -Rx vs.  Pbo): comm on in epi lepsy  research; 
  enhance enrol lment/retention ; lower  eff ect size; need to limit  Rxs 

  Dose -res ponse  trials: can avoid Pbo,  but hard to do; need taper   

  Trials of Rx-option s (if A, try B): ne eded clinically,  but confl ict  
  with  comme rcial interest if  comp etito rs’ prod ucts compared  
——————————————————————————————————————————————————————— 



Concl us ions –E: 
Long -term outcome  proble ms 
—————————————————————————————————————————————— 

  Outcome by major il lness  eve nt rates/la tencies: 
     popular technically,  clinical relev ance questionable   

  Subsyn dromal  morbidity  important, preva lent, rarely 
     rated as outcome  measure 

  Outcome by symptom  ratings: risk  cultural-specifi city  
     & limit ed clinical relevance 

  Outcome by remission, recove ry or %-time w ell/ill :  
     more  realis tic; can en hance p ower  & shorten trials   

  Outcome by fu nctional improvem ent/patient-opinion: 
     clin ically  relev ant but far less dev eloped technically  
—————————————————————————————————————————————— 
 


