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…If one were  to  give  an anxio us, agitat ed depressive  
a drug wi t h a disi nhibit ing, act ivating  effect…th en 
one wou ld have  to  be aw are of the  likeli hood of  
increasi ng the  risk of  suicide.   It  would  be preferable  
in such  patients  t o begin wi t h a more sedative  
trea tment … 
 

Paul Kielh olz  & Walter Pöldinger  1969 



 
 

Growing concern about possible associ ations  of   
drug treatments w ith “suicid al” risks 
—————————————————————————————————————————————————————————————————————— 

  Antidepressants: early  suspicions  (Kielholz  & Pöldinger  1960s,  
     Teicher et al. 1990s, Healy 1990s) 
 

  Antidepressants in  juveni les  and you ng adults, based on post-hoc,  
     age -stratifi ed analyses of  RCT data (2003–2006) 
 

  Appetite -suppres sant cannabinoid receptor antagonist: rimon abant   
     [Accompli a®, Zimulti ®, Sanofi -Aventis] (2007) 
 

  Anti-smoking nicotinic partial-agonist: vare nicline [Chantix®, Pfizer)  (2007) 
 

  All anticonvulsants (2008) 
 

  FDA considers broad application  of  Columbia suicidal rating  scale   
      vs.  current passive  and  incidental  reporting  of  suicidal risk s (2008) 
——————————————————————————————————————————————————————————————————————— 
 



TIME – November 21, 2005
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rs = –0.953
  p=0.0004

  [Grunebaum et al.: J ClinPsychiatry 2004; 65: 1456–1462]
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International Suicide Rate
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      [WHO Data; Tondo & Baldessarini 2006]

N = 78 nations (WHO): 
54% show decreases
46% show increases

[Baldessarini et al.:
Harvard Rev Psychiatry
2007]

International
Suicide Rates: 
2003 vs. 1990



Factors associate d with US
state suicide r ates (2001) 
————————————————————————————————————————— 

Factors                                Corr. (r)          p 
————————————————————————————————————————— 

Population density                   –0.735            <0.001 
Male sex                                     +0.576            <0.001 
Annual income /capita             –0.550             <0.001 
Psychiatris ts/100,000               –0.544             <0.001 
Nati ve-Amer ican (%)              +0.543            <0.001 
Phys icians/100,000                   –0.528            <0.001 
Federal MH aid                        –0.443               0.001 
African-Amer ican (%)            –0.430               0.002 
Unins ured resid ents (%)        +0.391              0.005 
————————————————————————————————————————— 
From Tondo et al.: J Clin Psychiatry 2006; 67: 517–523 (for 50 states+DC).   



 

Meta-analy ses: Suicidal ac ts in   
antidep ressant trials  
———————————————————————————————————————————————— 
Comparison                      Trials    RR    [95%CI]      p 
———————————————————————————————————————————————— 

All a gents vs.  controls              20        1.06   [0.74–1.52]    0.77 
 
Very lar ge studies omit ted     16        1.03   [0.60–1.76]    0.91 
———————————————————————————————————————————————— 
RR = Risk -Ratio w ith conf idence -interva l (rates  of  suicides or  attempts with  
placeb o or other control vs . w ith antid epressant treatment ).  
 

Of not e, rates of  suicida l acts in RCTs are at least  as large as in clinical  samples  
of MDD  patient s, reflect ing  acute illness  + ineffective  screenin g.   
 

 [From Baldessari ni et al. 2007]  
 



 
 

Pooled meta -analyses  of  
Antidepressa nt RCTs  
—————————————————————————————————— 

Outcomes     NNH   [95% CI]       z         p 
—————————————————————————————————— 

Suicides              4651 [1675–�]       1.11    0.27 

Attem pts            613 [321–6993]      2.15    0.03 

All Acts              667 [373–3135]      2.49    0.01 
—————————————————————————————————— 
Based  on ran do m-effects, RD m eta-analys es of data c ompile d  by 
Khan et al. 2000, 2003; Fergu sson  et al. 2005; Gu nnel l et al. 2005; 
Acha rya  et al. 2006; Lau ghren  2006, involving some 160,400 subje cts 
in  ove r 200 rand omiz ed, place bo-controlled  tria ls in  ad ult s wi th maj or 
depr ession  (Fro m Bald essarini & Tond o, 2007).   
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   Overall RR
1.90 [CI: 1.00–3.63]

Suicide Attempts:  Juvenile SRI Trials
                            [From Hammad TA: FDA, 2004]

great er SRI risk
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Meta-analytic comparisons: Response
rate-ratios (RR) from antidepress ant  
RCTs for juvenile de pression  
———————————————————————————————————————————————— 

Subgroups        Trials       RR         [95%CI]              p 
———————————————————————————————————————————————— 

All a gents               30            1.22       [1.15–1.31]        <0.0001 
TCAs                       14            1.15        [0.98–1.34]           0.092 
SRIs                         12            1.23        [1.14–1.33]        <0.0001 
Other agents           4             1.27        [1.06–1.52]           0.008 
———————————————————————————————————————————————— 
From Tsapakis e t al. Br J Psychiatry 2008.  
Also see ISCTM  poster , 2/26/08.   
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Suicidal  ideation  vs.  behavior:   
Relative ris ks 
—————————————————————————————————————————— 

Com parison s      Genl P op          Mood Dxs  
—————————————————————————————————————————— 

       [I+A]/S            4.4/0.011 =  400       16.7/0.21 =  80  
 
           I/S               3.9/0.011 =  355       15.2/0.21 =  72  
 
          A/S                 0.5/0.011 =  45        1.6/0.21 =     8  
—————————————————————————————————————————— 
A = Att empt s , I = Ideati on, S = Suicides .   
Adapte d from  Kessler  et al. JAMA 2005; 293: 2487–1395; 
Tondo et al. Acta Psychiatr Sc and 2007; 116: 419–428.  
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  Suicidal Ideation During 
Antidepressant Treatment
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US Suicide Rate vs. Years
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US antide pressant prescription rat es &
new diagnos es of  MDD : 2005 vs.  2003 
————————————————————————————————————————————————— 

Study                                 Juveniles          Adults  
————————————————————————————————————————————————— 

Antidepressant Rxs  
 

Nemeroff et al. 2007                 –20.8%               –4.5% 
Libby  et al. 2007                        –55.6%                 ––– 
Valu ck et al. 2007                         –––                  –59.5% 
Gibbon s et al. 2007                   –17.0%               –9.0% 
 

Av erages                                  –31.3%            –18.3% 
————————————————————————————————————————————————— 

New MDD diagnoses  
 

Libby  et al. 2007                         –17.0%                ––– 
Valu ck et al. 2007                         –––                   +9.0% 
————————————————————————————————————————————————— 
All reports  ar e in Am  J Psychiatry  2007.  Ne meroff  consid ered all ant i- 
Depressants; others only SSRIs.   The findi ngs have  been  interpreted  as 
a selective adverse  impact  of FDA safet y war nings  on  juven ile care.   
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very few child cases



FDA clinical guidelines for
antidepressant therapy
———————————————————————————————————————————————

n    Moni tor depressed patients close ly early
n    Intervene if d epressi on or suic idali ty wo rsen
n    Beware of emerging “activation”

(anger, rest lessness , insomn ia, mania)
n    D iscontinue antidepressants slowl y
n    Screen  for occult bipolar disorder
n    Educate patient and f amily about risks
———————————————————————————————————————————————

FDA, March 2004: Intende d for adu lts  & child ren.



Clinical follow-up of US patien ts
newly pr escribed  antid epressants 
——————————————————————————————————————————— 

                                        Visits/p erson a 
 Weeks                      Any           MH          FDA 
——————————————————————————————————————————— 

    0–4                          1.65           0.40           4.00 
    0–8                          3.11           0.75           6.00 
   0–12                         4.48           1.05           7.00 
——————————————————————————————————————————— 

                                  Meet FDA Guideli nesb 
  Years                                Any          MH 
——————————————————————————————————————————— 

1998–2003                          10.8%        7.0%  
2003–2005                          13.4%       10.3% 
——————————————————————————————————————————— 

FDA guidelines  (2003): face-to-face return visi ts 
at we ek s 1, 2, 3, 4, 6, 8 & 12 (7 visits/3  months) 
——————————————————————————————————————————— 
MH  = p sychia trist or o the r mental -hea lth spe ciali st.  Any  = any clin ician .   
Resul ts for juve niles & adu lts were ver y similar .   
a. Stettin et al. Am J Man g Care  2006; 12: 453–461 (re. 2001–2003).  
b. Morrato et al. Am J Psychi atry 2008; 165: 42–50 (re. 1998–2005).  



 

Concl us ions:  Bene f its  & risks  as so ciated   
with b lac k -box war n in g s  re.  “s ui cida l ity”  
——— — —— — —— — —— — —— — —— — —— — —— — —— — — — ——— — —— — —— — —— — —— — —— — ———  

Potential Benefits  
  Greater a w are n e ss  of  p o te nti al  ris k s  of  trea tm e nts   

 

  Improved  pat ie n t as se ss m e nt  & closer  fol low -u p   
 

  Red u ce d  li abi l ity  ris ks  to  m anu fac ture rs   
 

  Improved m etho d s  to  as se ss s p ecif i c sa f ety  risk s   
 

  Greater a w are n e ss  of  tre atm e n t-effe cts  o n  s uic id e   
 

Possible Risks  
  Incre ase d  li abi l ity  of  cl in ici ans to  malp rac tice  cl aims  

 

  Clini cal  re lu ctance  to  dia g n o se a n d  treat:  s u icide  ?? 
 

  Adve rse  im p act  o n  p har m ace u tical  m ark ets  
 

  Adve rse  im p act  o n  FD A  if  q ue s tio n ab le  po l ic i es  re st  
    on weak s ci en ce   
 

  Incre ase d  co sts  of  care:   drug pri ces,  litig ati o n  
——— — —— — —— — —— — —— — —— — —— — —— — —— — — — ——— — —— — —— — —— — —— — —— — ———  
 


