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Abstract

A n ti-d ep ressan t th e rapy  is one  o f  the m o st co m m o n  trea tm en ts  for d ep ress io n . H o w ever, the 

in creas in g  c ritic ism  reg a rd in g  an ti-d ep ressan t the rap y  and  in creased  su ic ida lity  has caused  bo th  

h ealth  care p ro v id e rs  and the p u b lic  to  q u estio n  th e ir  w id esp read  use  (L ader, 2007). In O c tob er 

2004 , the F o od  and  D ru g  A d m in is tra tio n  (F D A ) m and a ted  tha t a b lac k  b o x  w arn in g  be add ed  to 

an ti-d ep ressan t m ed ica tio n s  in o rde r to a lert p a tien ts  o f  in creased  risk  o f  su ic ida l tho ug h ts  in  the 

p ed ia tric  and  ad o lescen t p op u latio n . T h is  b lack  bo x  w arn in g  w as ex pand ed  fu rth e r to include 

p a tien ts  b e tw ee n  18 to  24  years-o f-age  at the d irec tio n  o f  the F D A  in M ay o f  2007  (F riedm an  & 

L eon , 20 07 ). It has b een  no ted  that a co m m o n  reason  p a tien ts  do no t rep o rt th e ir  sym p tom s o f  

d ep ression  is due  to fea r that the p h y sic ian  w ill reco m m en d  an an ti-d ep ressan t (B ell e t al., 2011). 

E very  y ea r in  the U n ited  S ta tes (U .S .), 30 ,00 0  p eop le  die o f  su ic ide  and  an ad d ition al 650 ,000  

p eop le  are  trea ted  in  em ergency  d ep artm en ts  a fte r a ttem p tin g  su icide  (S ch re ib e r, C u lp ep per, & 

F ife , 2 0 12 ), m ak in g  it im p era tive  to  in v estig ate  the link  b e tw een  an ti-dep ressan ts  and su ic ida lity . 

S tu d ies  w h ich  fo cu sed  on  the co rre la tio n  b e tw een  an ti-d ep ressan t therapy  and su ic ida lity  as w ell 

as s tud ies  tha t lo ok ed  at ad d ition al fac to rs (i.e. gene tics , tox ico lo g ica l fin d ing s) that cou ld  have a 

s tro n g  im pact o n  su ic id a lity  w ere rev iew ed . T he  fin d in g s o f  th is p ro jec t in d icate  that, in stud ies 

ex am in in g  w h e th e r there  is a co rre la tio n  b e tw een  an ti-d ep ressan t the rapy  and su ic ida lity , there  

are too  m an y  u n k n o w n  fac to rs to  d eterm ine  w h e th e r  an ti-d ep ressan t therapy  is the lone  fac to r 

re sp on sib le  fo r the d e v e lo p m en t o f  su ic ida lity  in  p a tien ts. A d d itio na lly , there  is a g rea t need  for 

research , p a rticu la rly  in  the a reas o f  g ene tic s  and tox ico lo gy , in o rd er to d e te rm in e  w h e th e r  these 

fac to rs p lay  a ro le in  the d ev elo p m en t o f  su ic ida lity .
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Research Based Findings of Anti-depressant Therapy and Suicidality

T he C en te rs  fo r D isease  C on tro l and P rev en tio n  (C D C ) define d ep ress io n  as an a ffec tive  

d iso rd e r ch a rac te rize d  by  at least f ive  o f  the fo llo w in g  sym p tom s for a p e rio d  o f  tw o  or m ore 

w eeks: d ep ressed  o r sad  m o o d , d im in ished  in teres t in activ ities  w h ich  used  to  be p leasu rab le , 

w e ig h t g ain  o r lo ss, p sy ch o m o to r ag ita tion  o r re ta rd a tion , fa tigue , in ap p rop ria te  gu ilt, d ifficu lties  

co n cen tra tin g , o r  recu rren t tho u gh ts  o f  death . D ep ress io n  no t on ly  a ffec ts the w ay  an ind iv idual 

fee ls, b u t can  also  have p ro fo un d  e ffects on  an  in d iv id u a l’s re la tion sh ip s as w e ll as w o rk  an d /or 

scho ol p e rfo rm an ce  (C D C , 2011). In fac t, d ep ress io n  is cu rren tly  the nu m b er one cause  o f

d isab ility  and  m issed  w ork  in  the U .S . (C ancro , 2 0 11 ) and  is a lso  one o f  the m ost com m on  

reason s fo r su ic id e  (R eev es & L adner, 20 10 ). It is e s tim ated  that ap p ro x im a te ly  20  p e rcen t o f  

w o m en  and 12 p e rc en t o f  m en  in  the U nited  S ta te s  (U .S .) w ill exp erien ce  d ep ression  d u rin g  their 

life tim e  (P o rth  & M atfin , 2009). O f  tho se  w h o  en co u n te r one ep isode  o f  d ep ress io n , abo u t 50  

p e rcen t w ill ex p e rien ce  su b seq uen t ep iso des o f  dep ress io n  (C D C , 2011).

W ith  m en ta l h ealth  d raw in g  m o re  a tten tio n  in  b o th  the m ed ica l w o rld  and the p u b lic  eye, 

m u ch  em p h asis  has b een  p laced  on  f in d in g  the b es t m eth o ds  to treat d ep ress io n . W h ile  m any  

stu d ies  have fo u n d  an ti-d ep ressan t th e rapy  to be e fficac io us , the p oss ib ility  o f  su ic ide  as an

u n fo rtu na te  o u tco m e  re su ltin g  from  an tid ep ressan t the rapy  leaves m an y  fee lin g  app reh en siv e  

abo ut th e ir  use. D e te rm in in g  w h e th e r an ti-d ep ressan t m ed ica tio ns  increase  the risk  o f  su ic id a lity  

has p ro v en  b o th  co n tro v e rs ia l and co n trad ic to ry . M eanw h ile , the em p hasis on  an ti-d ep ressan t 

a ssoc ia ted  su ic id a lity  m ay  have o v e rsh ad o w ed  the decrease  in the rates  o f  su ic ide  a ttem pts  and 

co m p le tio n s  tha t have a lso  been  a sso c ia ted  w ith  an ti-d ep ressan t therapy . F u rth erm o re , o th er 

fac to rs, su ch  as a h is to ry  o f  su ic id a l id ea tion  o r b eh av io r p rio r to b eg in n in g  an an ti-dep ressan t, 

co -m o rb id  p sy ch ia tric  d iso rde rs , an d /o r su bstan ce  abuse  issues  m ay  inc rease  the like lih oo d  o f



su ic id al id ea tion  w h ile  tak in g  an ti-d ep ressan t m ed ica tio ns , b u t m ay  n o t be at all rela ted  to the 

an ti-d ep ressan t therapy . T he ob jec tiv e  o f  th is p ro jec t w as to rev iew  lite ra tu re  re la ted  to an ti 

d ep ressan t th e rap y  and su ic id a lity  (in c lu d in g  su ic id a l idea tion , su icida l a ttem p ts, and su icide  

co m p le tio n s) to  in v estig ate  w h e th e r o r n o t trea tin g  p a tien ts w ith  an ti-d ep ressan ts is linked  to 

in creased  or d ec reased  rates  o f  su icida l id ea tion  an d /o r su icidal behav io r. T hese  s tud ies w ere 

also  rev iew ed  to d e te rm in e  w h e the r o r no t o th er co nfo u n d in g  fac to rs tha t m ay  co n tribu te  to 

su ic ida lity  w ere  co n sid e red  in  the s tudy  resu lts . S tud ies  that m ay  su pp o rt a need  fo r add itional 

re sea rch  in reg a rd s  to an ti-dep ressan ts  and  su ic id ality  (i.e. to x ico log ical leve ls and g en etic  

fac to rs) w ere  a lso  rev iew ed .

Purpose

S u ic id e  is a trag ic  and u n fo rtu na te  o u tcom e  for p a tien ts  s trug g lin g  w ith  p sy ch ia tric  

illn ess ...it is “the  u ltim ate  en d p o in t” (D o lg in , 2012 , p. 190). T he p sy ch ia tric  illnesses  assoc ia ted  

w ith  the h igh est r isk  o f  su ic ide  are: d ep ress io n , an x ie ty  d iso rd e rs  (in c lu d in g  p an ic  d iso rd e r and 

p o st- trau m atic  s tress d iso rde r), a lco ho lism , substance  abuse, b ip o la r d iso rde r, sch izop h ren ia , 

p e rso n a lity  d iso rd e rs , and  d e lirium  (S ch re ib e r, C u lpepp er, & F ife, 2012). A d d itio na lly , a p rio r 

an d /or p sych ia tric  h o sp ita liza tio n  sign ifican tly  inc reases the risk  fo r su icide  

ct, p rio r h istory  o f  su ic ide  a ttem p ts  have b een  id en tified  as the strongest 

s ing le  p red ic to r o f  fu tu re  su ic ide  a ttem pts (O lm er, Iancu , & S trous, 2009).

In  ad d itio n  to p e rso n a lity  ch arac te ris tic s  o r co -m o rb id  m en tal illnesses  a ssoc ia ted  w ith

also  m easu reab le  d em o g rap h ic  fac to rs that increase the risk  o f  su ic ide . M en 

are fo u r tim es  as like ly  as w om en  to  die o f  su icide . S u icide  rates in those aged  65 years and 

o ld er o ccu rred  at a rate  o f  14.3 per 100 ,000  p eop le , ve rsus  the 11.3 su ic ides  p e r 100 ,000  peop le  

o f  all ages. S u ic ide  rate s o f  n o n -H isp an ic  w h ite  m en  aged  85 years and o ld er o ccu rred  at a rate

h isto ry  o f  se lf-h a rm  

(L ader, 2 00 7 ). In fa

su ic id a lity , th ere  are
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o f  47  p e r 1 00 ,000  p bop le  (N IM N , 2012). F rom  th is data , one cou ld  su rm ise  that in  o rd er for 

resea rch  s tud ies  to  p ro pe rly  analyze  the link  b e tw een  su icide  and an ti-d ep ressan t the rapy  w ith  

that o f  the g en e ra l p o pu la tio n , the s tudy  sh ou ld  in clude  fou r tim es as m any  m en  as w o m en , and 

sh ou ld  also  in clud e m en  ov e r the age o f  65 years and  85 years-o f-age . T he m eth o d s  that stud ies 

use to d ep ic t the  agds o f  the p a rtic ip an t p o p u la tio n  (w h ich  are o ften  as a m ean  w ith  a standard  

d ev ia tio n ) m ake  it d ifficu lt to  d eterm ine  the ex ac t d em o graph ics  o f  the study  p opu lation .

S tud ies  have show n that the in itia tion  o f  an ti-d ep ressan ts red uced  su ic ida l tho ug h ts  or 

b eh av io r in  p a tien ts  w h o  w ere  p rev io u sly  ex p e rien c in g  su icidal tho ug h ts  (S im on , 2012). 

H o w ev er, w arn in g s  that there  m ay  b e  a d irec t co rre la tio n  b e tw een  an ti-d ep ressan t use  and 

su ic id ality  have le ft  som e m ed ica l p ro fess io n a ls  and  p a tien ts  skep tical abo u t th e ir  sa fe ty  (L ader, 

2007). T h is  skep tic ism  can  lead  to  the u nd er-d iag n o sis  and  u nd er-trea tm en t o f  p sy ch ia tric  

illness, w h ic h  is adVerse to p o sitiv e  p a tien t care  and  ou tcom es.

T he  fac ts  reg a rd in g  u n trea ted  p sy ch ia tric  illness  and  su icide  seem  to  be o b scu red  as the 

co n tro v e rsy  o v e r the co rre la tio n  b e tw een  an ti-d ep ressan t use and su ic ida lity  co n tin u es  to  sw irl. 

F o r ex am p le , o ne  o bse rv a tio na l s tudy  p e rfo rm ed  ov e r a 38 year pe riod  fo un d  th at 14 p e rcen t o f  

the p a rtic ip an ts  co m m itted  su ic ide . T h is  su ic ide  rate  is an a s to un d in g  27 tim es  g rea te r than  that 

o f  the g en e ra l p o p u la tio n  (S im o n, 2012). In o rd e r to  p rov ide  for the b es t in te res ts  o f  the pa tien t, 

it is im p o rtan t to  d e te rm ine  w h e th e r o r n o t s tu d ies  that have focused  on  th is co rre la tio n  have 

co nsid e red  co n fo u n d in g  fac to rs , such  as those  fac to rs lis ted  as h igh  risk  fo r su ic ide  p rev io u sly  in 

the p ap er. T h is  p ro jec t  w ill analyze  the o u tco m es o f  resea rch  stud ies that focus  on  the 

co rre la tio n  b e tw een  an ti-d ep ressan t the rap y  and su ic ida lity  to de te rm ine  if  there cou ld  be o ther 

fac to rs w h ic h  co n trib u te  to su ic ida lity  in  p a rtic ip an ts  w h o  reported  ex p e rien c in g  su ic id a lity  after 

in itia tin g  a n ti-d e p re k a n t therapy .
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A n ti-d ep ressan ts  are large ly  co n sid ered  an e fficac io u s  trea tm ent o f  d ep ress io n , anx ie ty ,
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and o th e r m en ta l h ea lth  d iso rde rs . H ow ever, the F D A  w arn in gs  issued  in  20 04  and 2007  

reg a rd in g  an ti-d ep ressan t use and in creased  su ic ida lity  in  the ped ia tric , ad o lescen t, and you ng  

adu lt p o p u la tio n  seem s to  have decreased  the rates  o f  bo th  d iagn o sin g  d ep ress io n  and  trea tin g  

p a tien ts  w ith  an ti-d ep ressan ts  (S im o n, 2012). T h is  is u n fo rtunate  b ecau se  the m eta -an a ly s is  

w h ich  led  to  the  F D A  w arn in g  included  no co m p leted  su ic ides, in freq uen t su ic ide  a ttem p ts, and 

on ly  fo u n d  c lin ica l s ig n ifican ce  rela ted  to  the co rre la tio n  b e tw een  an ti-d ep ressan ts  and 

su ic id a lity  w h en  su ic ida l id ea tion  and p oss ib le  su ic ida l idea tion  w ere add ed  as en d p o in ts  in  the 

s tudy  (V a lu ck , O rton , & L ibby , 2009). T he  re luc tance  am o n g  som e p resc rib e rs  w h en  

co n sid e rin g  w h e th e r  o r n o t to  use an ti-d ep ressan ts  as a trea tm en t is a huge concern  (L ader,

2007), e sp ec ia lly  since stu d ies  have fo u nd  an ti-d ep ressan t trea tm en t to  be a ssoc ia ted  w ith  

s ig n ifican tly  lo w er fate s o f  su icida l m orta lity  w h e n  com p ared  to u n trea ted  dep ressed  p a tien ts 

(S im o n , 2012).

S u ic ide  is the ten th  lead in g  cau se  o f  dea th  w o rld w id e  (S chreibe r, C u lpepp er, & F ife, 

2012) and  the th ird  ead in g  cause  o f  dea th  in p eop le  und er 45 years-o f-age  in the U .S . (D olgin , 

2012). O f  tho se  w h o  co m p lete  su ic ide , m ore than  95 p e rcen t have at least one  p sy ch ia tric  

d iag no sis  (S ch re ib e r, C u lpepp er, & F ife, 2012). In o rde r to  d iagnose and trea t p a tien ts 

ap p ro p ria te ly , it is im p era tive  to c la rify  the risk s  invo lved  w here  an ti-d ep ressan ts  and su ic ida lity  

are co nce rn ed . H ow ev er, desp ite  the u n k no w n s re la ted  to  su icide  and an ti-d ep ressan ts , in  2011, 

the N a tio na l In s titu tes  o f  H ealth  (N IH ) spen t o n ly  abo ut 0 .6  p e rcen t o f  the ir  to tal b ud ge t on  

su ic ide  p rev en tio n , and  a little  m ore than  tw ice  that on  su icide  research  in  co m p ariso n  to  the 10%  

o f  th e  a g e n c y ’s b u d g e t tha t w as  u tilized  to re sea rch  H IV /A ID S  (D o lg in , 2012).
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S o m e p ro fess io n a ls  have su g gested  that the F D A  co n sid er u tiliz in g  ep id em io lo g ic  data  as 

a w ay  to d e te rm in e  w h e th e r  o r no t m ed ica tio n s  have the o u tco m es so u gh t in  the general 

p op u latio n . F or ex am ple , one  p sy c h ia tris t p e titio ned  to have the F D A  co n sid er 31 o bse rva tiona l 

s tu d ies  sho w in g  th a t lith iu m  “ can  red u ce  the  risk  o f  su icida l behav io rs  in  in d iv id u a ls  w ith  b ipo la r 

d iso rde r o r o th e r m ajo r m oo d  d iso rd e rs  b y  as m u ch  as 80 p e rcen t” (D o lg in , 2012 , p. 192). T he 

F D A  sta ted  th a t, in  o rd er to  co n sid e r ep id em io lo g ic  data , there  w ou ld  need  to  be “an 

o v e rw h e lm in g  am o un t o f  o b se rv ation al d a ta” sho w in g  th at lith ium  did  reduce su ic ide  (D o lg in , p.

192). W h a t the F D A  reco m m en d ed  w as p e rfo rm in g  random ized  tria ls that co n sisted  o f  5 ,000  

p a rtic ip an ts  ex p o se d  o ve r a tim e p e riod  o f  tw o years o r m ore.

T he m ed ica l fie ld  (and  the g eneral p ub lic ) n eeds  accura te  in fo rm a tio n  on  w h e th e r an ti 

d ep ressan t th erap y , in  itself, cau ses  su ic id ality , or w h e th e r o th e r co nfo u n d in g  fac to rs  cause  

su ic id a lity  in  p a tien ts  w h o  are b e in g  trea ted  w ith  an ti-dep ressan ts. F in d in g  answ ers to  the 

q u estio n  o f  su ic id a lity  re la ted  to an ti-d ep ressan ts  m ay  be  d ifficu lt, how ever, due to the rarity  o f  

su ic id al b eh av io rs  in  c lin ica l tria l p a rtic ip an ts , an inadequate  am oun t o f  in fo rm a tio n  re la ted  to 

peop le  w h o  a ttem p t su ic ide  in the rea l-w orld  p op u la tio n , and “e th ica l issues in v o lv ed  in study ing  

th is seve re  o u tco m e  w ith  ran d om ized , p laceb o  co n tro lled  tria ls ,”  (V a lu ck , O rton , & L ibby , 2009, 

p. 1069). In fac t, d ru g  tria ls  in v o lv in g  p sy ch ia tric  m ed ica tio ns  exclude  p a tien ts ex p e rien c in g  

su ic id al th o u g h ts  from  th e ir stu d ies  due to  e th ica l concerns  (D o lg in , 2012). H o w ever, desp ite  the 

co n tro v e rsy  reg a rd in g  the co rre la tio n  b e tw een  an ti-d ep ressan ts and su ic ida lity  and the e th ica l 

issues th at lim it re sea rch  p a ram ete rs  in th is area, p rov id e rs  and p a tien ts a like have a righ t to

k no w  the  risk  fac to rs  a ssoc ia ted  w ith  an ti-d ep ressan ts  and  w h a t o th er fac to rs m ay  co n tribu te  to 

su ic id ality  so , tog eth er, they  can  m ake  an in fo rm ed  d ecisio n  abou t the trea tm en t p lan.
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Theoretical Framework

T h ere  are  m an y  fac to rs th a t p lay  a p a rt in  an  in d iv id u a l’s su ic ida lity . W hile  som e o f  these 

fac to rs a re  easy  to  d e te rm in e  by  rev ie w in g  a p a tie n t’s m ed ica l record  (i.e. co m orb id  m ed ica l and 

m en tal illness, p rio r h isto ry  o f  su ic ide  a ttem p ts or p sy ch ia tric  h osp ita liza tion s, or co m orb id  

sub stance  abu se ), som e fac to rs (such  as b ra in  d e riv ed  n eu ro trop h ic  fac to r leve ls  o r g en etic s) are 

m ore d ifficu lt to  detect. T he b iop sy ch o so c ia l th eo ry  fits the pu rpose  o f  th is p ro jec t b ecause  there 

are m an y  co m p o n en ts  tha t can  p lay  a ro le  in the d ev elo p m en t o f  su ic id a lity  d u rin g  an ti 

d ep ressan t trea tm en t, and all fac to rs  m u st be co n sid ered  w h ile  a ssess ing  w h a t ro le, if  any, an ti 

d ep ressan ts  p lay  in  su ic ida lity .

T h is  p ro jec t  in c lu des several stu d ies  w h ich  em p hasize  d ifferen t fac to rs that can  p lay  a role 

in the d e v e lo p m en t o f  su ic ida lity  am o ng  pa tien ts. T h is  is n ecessa ry  in o rde r to  e s tab lish  an 

u n d e rs tan d in g  tha t the d ev e lo pm en t o f  su ic ida lity  is m u lti-fac to ra l. It is no t som eth in g  that can  

be accu ra te ly  m easu red  by  a s tudy  w h ich  ana ly zes  one sp ecific  fac to r (i.e. g en etic  fac to rs 

inv o lved  in  su ic id a lity  o r a co rre la tio n  b e tw een  an ti-d ep ressan t use and su ic ida lity ). T herefore , 

d e te rm in in g  w h e th e r o r n o t an ti-d ep ressan t the rapy  in c reases the risk  for su ic id ality  is d ifficu lt 

b ecause  there  are n u m ero u s  fac to rs tha t p lay  a ro le  in  this.

B y u sin g  the b io psy ch oso c ia l th eo ry  to gu ide  th is p ro jec t, the au tho r rev iew ed  stu d ies  that 

an aly zed  the co rre la tio n  b e tw een  an ti-d ep ressan t the rapy  and su ic ida lity . H o w ever, stu d ies  that 

an alyzed  o th e r fac to rs, such  as gene tics , that m ay  p lay  a ro le in  su ic ida lity  w ere  also  rev iew ed . 

T hree  s tud ies  in  w h ich  se ru m  to x ico logy  leve ls w ere  tes ted  in  in d iv idu a ls  w h o  co m m itted  su icide  

w ere rev iew ed  to  d e te rm in e  w h a t p e rcen tag e  o f  these  in d iv idu a ls  had an ti-d ep ressan ts  in  their 

sys tem . T he o n ly  co m p e ten t w ay  to lo ok  at su ic id a lity  is to look  at the in fo rm a tio n  from  a m u lti 

faceted  v iew . It is d ifficu lt to  get a b ro ad  v iew  o f  how  an ti-d ep ressan t the rapy  co rre la tes  w ith
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su ic id ality  w h e n  m an y  s tu d ies  do no t take  the o th e r m u ltip le  po ss ib le  reasons  fo r su ic id a lity  into 

accoun t.

Definitions

T h ere  are sev era l key  te rm s p e rtin en t to th is p ro jec t. T hese  term s are de fin ed  be low . It is 

im p o rtan t for read e rs  to u n d ers tand  the d iffe ren ces  b e tw een  these term s in  o rd er to  b e tte r 

u n d ers tand  h o w  e ach  has b een  used  fo r the p u rp o se  o f  th is p ro ject.

■ D ep ress io n : A n  a ffective  d iso rd e r ch a rac te rized  by  at least five o f  the fo llo w in g  sy m p tom s

fo r a p e rio d  o f  tw o o r m o re  w eeks: d ep ressed  o r sad  m ood , d im in ished  in teres t in 

ac tiv itie s  w h ich  u sed  to  be  p leasu rab le , w e ig h t gain  or loss, p sy ch o m o to r ag ita tio n  or 

re ta rd a tio n , fa tigu e, in ap p ro p ria te  gu ilt, d ifficu ltie s co n cen tra tin g , o r recu rren t thou gh ts 

o f  d ea th  (C D C , 2011).

■ S u ic ida lity : A  term  in clus ive  o f  su ic ida l thou gh ts, p rep ara to ry  acts, su ic ide  a ttem p ts and

su ic ide  co m p le tio n s

■ S u ic id e  a ttem p t: A n  ac t th a t is carried  ou t w ith  the  in ten tion  o f  resu ltin g  in  o n e ’s ow n

death

■ S u ic id e  co m ple tion : A n act that is co m m itted  w ith  the in ten tion  of, and has re su lted  in,

o n e ’s o w n  d ea th

■ S u ic ida l idea tion : T h o u gh ts o f  k illin g  o n ese lf

■ N o n  S u ic ida l S e lf  Injury: S e lf-in ju rio u s  b o d ily  in ju ry  p e rfo rm ed  to  dam age  the body

su rface , b u t n o t done as a w ay  to com m it su icide . E xam p les  in clude  cu tting , bu rn ing , or 

h ittin g  o n e se lf  (A P A , 2012).



11

Review of the Literature

S ev era l resea rch  stu d ies  have a ttem pted  to  p rov ide  answ ers to  the q u estio n  o f  w h e th e r o r 

no t there is a co rre la tio n  b e tw een  an ti-d ep ressan t use and su icide  an d /o r su icida l 

th o u g h ts /b eh av io rs . H ow ever, s tudy  re su lts  have p ro v en  co n trove rsia l. S om e s tu d ies have found  

that an ti-d ep ressa n ts  do cau se  su icida l th o u g h ts /b eh av io rs  w hile  o ther s tud ies have fo un d  ju s t  the 

o pp osite . O u tco m es o f  o th e r stu d ies  have refe ren ced  an increase  in  su ic ida l th oug hts, bu t a 

decreased  rate o f  b o th  su ic ida l b eh av io r and m o rta lity  due to su ic ide  w here  an ti-d ep ressan t 

trea tm en t is u tilized .

O bse rv a tio n a l s tud ies  a ttem p tin g  to link  an tid ep ressan ts to su ic ida lity  m ay  be  skew ed  

so le ly  b y  co n fo u n d s  o f  in d ica tio n  due to  the in creased  risk  in su ic ide  in  the p o p u la tio n  b e in g  

stud ied  (Isacsson , H o lm g ren , & A h lne r, 2005; Isacsson , H o lm g ren , &  A h ln er, 2009 ; C ou gn ard  et 

al., 2 00 9), w h ile  ran do m ized  co n tro lled  tria ls o ften  ex clu de  po ten tial p a rtic ip an ts  ex p e rien c in g  

su ic id al id ea tion . F u rth erm o re , the sho rt p e riod  o f  fo llow -up  and s tring en t in c lu sio n  and 

ex clu s io n  c rite ria  o f  ran do m ized  co n tro lled  tria ls  m ake  it d ifficu lt to  tes t theories  on  a p o pu lation  

o f  p a rtic ip an ts  s im ila r to  the p o p u la tio n  o f  p a tien ts trea ted  w ith  an tidep ressan ts  in  real w orld  

co n d ition s. F u rth e rm o re , it is o ften  d ifficu lt to  d raw  a conc lu s ive  th eo ry  in  rega rd s to  the 

o u tcom e  o f  ran d o m ized  co n tro lled  tria ls, due to the sho rt trea tm en t d u ra tion  and  sm a ll nu m b er o f  

p a rtic ip an ts  in the stu d ies  (C o u gn ard  et al., 2009).

In  ad d itio n  to the m en ta l h ea lth  d iag n oses lis ted  p rev iou sly  in  the p ap e r as in c reas in g  the 

risk  fo r su ic id a lity , s tu d ies have also  id en tified  an a sso c ia tion  b e tw een  g en etic  fac to rs and 

su ic ida lity . P e rro u d  et al. (200 9) fo und  tha t a g en etic  p o lym o rph ism  in  the b ra in  derived  

n euro tro p h ic  fac to r (B D N F ) gene co u ld  also be a s tro ng  g en etic  fac to r co n trib u tin g  to  increased  

su ic ida lity . T he au tho rs  fu rthe r no ted  tha t several stu d ies  have  found , “ a d ec reased  level o f
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B D N F  in  the h ip p o cam p u s and p refro n tal co rtex  (P F C ) o f  su icide  v ic tim s and  in  the 

cereb ro sp in a l flu id  (C S F ) and  p la sm a  o f  su ic ide  a ttem p ters  (P e rro ud  et al. 2 009 , p. 2 5 2 3 ).” In 

ad d ition , O lm er, Iancu , and  S trous, (2 01 2 ) fo und  that, w ith  separa te  in te rv en tio n s  o f  

p sy c h o th e rap y  and  an tid ep ressan t th erapy , and a co m b in a tio n  o f  the tw o in terv en tio ns , the 

in cidence o f  su ic id e  is h ig hest in the m o n th  p r io r to  in itia tio n  o f  trea tm en t and the risk  d eclines 

s tead ily  o v er the n ex t six  m onths .

R ucci e t al. (201 1) s tud ied  w h e th e r  3 18  p a rtic ip an ts  w ho  w ere rand om ly  assigned  in to  

trea tm en t w ith  e ith e r the se ro ton in  reu ptake  in h ib ito r (S S R I) e sc ita lo p ram  or p sy ch o th erap y

nee em ergen t su ic ida l id ea tion  (E SI) d u rin g  the cou rse  o f  a 20  w eek  pe riod  

o llow ed . T he p a rtic ip an ts  w ere  se lec ted  from  tw o U n iv e rs ity  O u tp atien t 

C lin ics  (U n iv e rs ity  Of P ittsb u rg  and the o u tp a tien t c lin ic  o f  the O sperda le  S an ta  C h iara  o f  the 

U n iv e rs ity  o f  P isa ) b e tw een  A pril 2003  and A pril 2008. O f the 318 p a rtic ip an ts , 210  w ere 

fem a le  and  108 w ere  m ale. A ll pa rtic ipan ts  w ere  b e tw een  18 and 66  years o f  age and  had  a 

d iag n o sis  o f  a n o n -p sy ch o tic  m ajo r d ep ress iv e  ep isod e. N ine ty  pa rtic ipan ts  w ere ex pe rien c in g  

d epress iv e  illness, w h ile  201 repo rted  h av in g  tw o  o r m ore  ep iso des o f  

na lly , su ic ida l th o u gh ts w ere  p resen t in  59  o f  the p a rtic ip an ts  a t the tim e  o f

(IP T ) w o u ld  exp erie  

in w h ich  they  w ere

their f irs t ep isod e  o f  

dep ress io n . A d d itio

study  are as fo llow s 

g eneral p o p u la tio n ) 

co m m o n ly  u sed  in te

p re tre a tm e n t in te rv iew , w h ile  one p a rtic ip an t n o ted  h av in g  a su ic ide  p lan . T he s treng th s o f  th is

p a rtic ip an ts  w ere  refe rred  fro m  o u tp atien t c lin ics (and  no t b ased  from  the 

w ho  w ere rand o m ized  a ssigned  to trea tm ent g roups; the o u tco m es o f  tw o 

jrv en tio n s  for the trea tm en t o f  m ajo r dep ress ive  ep iso des w ere  com pared ; 

p a rtic ip an ts  ex p e rie n c in g  su icida l th o ug h ts  at the baseline  in te rv iew  w ere includ ed  in  the study. 

T he lim ita tio n s  o f  the study  w ere: a sm a ll p a rtic ip an t pool (N = 318); the p a rtic ip an t pool 

co n sisted  o f  72  p e rcen t fem a les ; the m ean  age w a s  re la tiv e ly  y oung  (38 .3  years); the s tudy  did
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not in clud e p a tien t o v er 64  years o ld  or those  u n d er age 19; the s tudy  on ly  u tilized  one 

m ed ica tio n  as a th e rap eu tic  in te rv en tio n  w h ich  lim its  the resu lts o f  the study  from  use in o ther 

d ru g  p o p u la tio n s; p a tien ts  w ith  p sy ch o tic  d ep ress io n , active  su icida l id ea tion  w ith  a p lan , curren t 

a lcoho l o r d ru g  abu se , cu rren t ea tin g  d iso rde rs , and new ly  d iagno sed  and u nstab le  p hysical 

illness w ere  ex c lu d ed  fro m  the study.

T he fin d in g s  o f  th is study  w ere  in te re s tin g  b ecau se  o f  the 21 p a rtic ip an ts  w h o  had  a 

h isto ry  o f  p rev io u s  su ic id e a ttem p ts , none d ev elo p ed  E SI d u rin g  trea tm ent. O f  the 231 

p a rtic ip an ts  w h o  w ere  free  o f  any  su ic ida l th o u g h ts  at baseline , 32  ex h ib ited  E S I at som e po in t 

d u ring  the fo llo w -u p  p erio d . T w en ty -tw o  o f  the p a rtic ip an ts  w ho  d ev elo p ed  E S I had been  

a ssign ed  to  the IPT  g roup , w h ile  ten  had  b een  assigned  to  the e sc ita lo p ram  group . T im e  from  

in itia tion  o f  trea tm en t to  d ev e lo pm en t o f  E SI w as  as follow s: less than  fo u r w eeks  (N = 13); 

b e tw een  five  and  e ig h t w e ek s  (N = 9); and afte r e igh t w eek s (N = 10). T he s tudy  also  found  that 

tim e to su ic id a l id ea tio n  w as s ig n ifican tly  lo n g er fo r those in  the S S R I g rou p  v e rsus  the IPT  

g roup . P a tien ts  w h o  d ev elo p ed  E S I d u rin g  the stu dy  w ere able to be m anaged  su ccessfu lly  by 

the stu dy  p ro to co l, and referral to  a h ig h er level o f  care  w as  o n ly  requ ired  in tw o  cases (R u cci et 

al., 2011).

M u ld er, Joy ce, & F ram p to n , (20 08 ) sc ru tin ized  w h e th e r  trea tin g  p a tien ts, w h o  w ere 

e ith er cu rren tly  ex p e rien c in g  su icida l id ea tion  o r had  a h isto ry  o f  su ic ide  a ttem pts w ith  an ti 

d ep ressan ts, red u ced  those th ou g h ts /b eh av io rs  o ve r tim e. T he study  fo cu sed  on  195 p a tien ts w ho  

w ere re fe rred  b y  p sy ch ia tric  em erg en cy  serv ices, com m u nity  m en tal health  cen ters, and general 

p rac titio n e rs  from  1993 to 2001. T he in c lu sio n  c rite ria  w ere: at least 18 years o f  age, p rim ary  

cu rren t d iag n o sis  o f  m ajo r d ep ress io n ; w illin g  and  able  to  g ive  info rm ed  consen t; trea tm en t w ith  

an tid ep ressan ts  w a s  d eem ed  to  be app ro p ria te  m anag em en t. P a tien ts w h o  w ere b reas tfeed ing ,
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p reg n an t, like ly  to  b eco m e  p reg nan t, had  a m ajo r m ed ica l d iso rde r that cou ld  co m p lica te  

a ssessm en t o r trea tm en t, severe d rug  o r a lcoh ol d ependence ; and a h isto ry  o f  m an ia , 

sch izo a ffec tive  d iso rd er, o r sch izo p h ren ia  w ere  all ex c lu sio n ary  c riteria .

T he  p a rtic ip an ts  o f  the above  s tudy  w ere  5 7 .4%  w ere  fem a le  and the m ean  age w as 32 .2  

(SD  11.4) years. M o st o f  the p a tien ts den ied  any  su ic ida l ideation , how ever, 3 4 .6%  o f  

p a rtic ip an ts  rep o rted  at least m o d era te  su ic ida l id ea tion . A d d itio na lly , 23 .3%  (39 p a tien ts) had 

rep o rted  a su ic ide  a ttem p t w ith in  six  m o n th s p rio r to  trea tm ent, w h ile  12 p a rtic ip an ts  reported  

m ore than  o ne  su ic ide  a ttem p t in  the p rev io u s six  m on ths . P a rtic ip an ts m e t D S M -III-R  c riteria  

fo r at least one  o f  the fo llo w in g  d iso rde rs : b ip o la r II d iso rd e r (9% ); m e lan ch o lia  (44% ); a typ ical 

d ep ress io n  (8% ); rec u rren t d epress ion  (52% ); ch ro n ic  d epress ion  (64% ) (M ulde r, Jo yce, & 

F ram p to n , 2008).

T he  p a rtic ip an ts  w ere  then  rand o m ly  assigned  to receive  a trea tm en t o f  e ith e r flu oxe tine  

or no rtrip ty line . T h ey  w ere in terv iew ed  and asked  abo ut w h e th e r they  had  ex perien ced  suicidal 

4  days. T h eir an sw ers w ere  rated  as none, o ccas ion al, m odera te , and 

6 ,9 ,13 , 20, and  26, p a rtic ip an ts  w ere a sked  about any  su ic ide  a ttem pts since 

the p rev io u s  v isit. A fte r six  w eeks  o f  trea tm ent, p a rtic ip an ts  con tin ued  on  th e ir  curren t 

m ed ica tio n s  if  they  had  resp on d ed  to it. T h ose  w h o  did  no t respond  to the in itia l m ed ica tio n  

w ere  sw itch ed  to  the o th er m ed ica tion  g roup . I f  pa rtic ipan ts  d id  no t respond  to the second  

m ed ica tio n , the tw o  m ed ica tio n s  w ere  co m b ined , and  subsequen tly , the c lin ic ian  w as free to use 

w h a tev e r m ed ica tio n  he /she  fe lt w as  c lin ica lly  in d icated . T he p a tien ts  w ere  d iv ided  in to  three 

g ro up s b ased  on  their  trea tm en t ou tcom e; p a tien ts  w ho  recovered  and rem ain ed  w e ll un til the 

s ix -m o n th  a ssessm en t; p a tien ts  w ho  e ithe r ach iev ed  rem iss ion  o r reco vered  bu t su bsequ en tly  

relap sed ; p a tien ts  w ith  p e rs is ten t d ep ression  (M ulde r, Jo yce, & F ram p ton , 2008).

id ea tion  in  the past 

reg u lar. A t w eek s  3
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O f the 195 p a rtic ip an ts  in itia ted  in to  the study , 176 rem ained  at the tim e  o f  the six  m onth  

fo llo w  up. T en  p a rtic ip an ts  d ro pp ed  o u t . . .n ine  le ft the area, and one  w ith d rew  w ith o u t trea tm ent 

and la ter co m m itted  su ic ide . S ix ty -six  p e rcen t o f  the p a tien ts had con tin ued  to  take  fluo x e tin e  or 

n o rtrip ty line , w h ile  24 p a tien ts  had  e ith e r e lec ted  to stop  the m ed ica tio ns  o r had fo un d  it 

in to lerab le  (h o w e v er  they  did  rem ain  in  the study). T h ro u gh ou t the six  m on th  cou rse  o f  

trea tm en t, 29 p a tien ts  a ttem pted  su ic ide . T h is  is in  co m p ariso n  to the 51 p a tien ts  w h o  reported  

a ttem p tin g  su ic id e  at least once  in the six  m o n th s p rio r to the study. T he s tudy  fu rth e r fo und  

that tha t an tid ep ressan t trea tm en t redu ced  su icidal idea tio n  by  33%  in the firs t th ree  w eek s o f  

trea tm en t and  38%  o v er the co urse  o f  six  m o n th s , and tha t the nu m b er o f  su ic ide  a ttem p ts  

d rop ped  b y  50  %  in  co m p ariso n  to the six  m o n th  p e riod  p rio r to  trea tm ent. N one  o f  the p a tien ts 

w ith o u t su ic id a l id ea tion  or su ic ide  a ttem p ts in  the six  m o n ths  p rio r to trea tm en t w h o  developed  

ESI d u rin g  the stu dy  (N = 5) a ttem p ted  su ic ide  (M ulde r, Jo yce, & F ram p ton , 2008).

em u lle r et al. (2 00 9 ) p e rfo rm ed  a p rospective  n a tu ra lis tic  s tudy  that inc luded  

ho w ere  recru ited  from  sev en  G erm an  p sy ch ia tric  u n iv ers ity  h osp itals. The 

p a rtic ip an ts  w ere  b e tw een  18 and 65 years o f  age, w ere w illin g  and ab le  to  sign  info rm ed  

consen t, and  had  a d iagn o sis  m ee tin g  c rite ria  fo r any  m ajo r dep ress ive  ep isode  co nfirm ed  u sin g  

the S truc tu red  C lin ical In terv iew  fo r D S M -IV . T h is  study  an alyzed  18 p red ic to rs : “H A M D  total 

score; g en d er; age (also  d icho to m ized  >45 or o ve r <_45); years since first d iagnosis ; su icide

b e fo re  h o sp ita liza tio n ; su ic ide  in  firs t and  seco nd -deg ree  rela tiv es ; a lcohol 

; any  sub stance  abuse  o r depend ency ; any  co m orb id  p e rso n a lity  d iso rde r; 

d iag n osis  o f  any  b ip o la r  d iso rde r; n u m b er o f  h osp ita liza tio n s; akath isia ; p resence o f  ch ildhood  

trau m a; trea tm en t re s is tan ce; fam ily  status; ch ild ren ; na tive  language  G erm an ” (S eem u lle r et al. 

p. 183). T he H A M D  score in  m o st o f  these  p a tien ts ind ica ted  they  w ere  e ithe r m od era te ly  or

S im ilarly , Se 

1 ,014 p a rtic ip an ts  w

a ttem p t im m ed ia te ly  

abuse  o r d ep en den cy
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seve re ly  d ep ressed  upo n  adm iss io n . O f the 1 ,014 study  pa rtic ip an ts , 137 had a ttem pted  su icide  

im m ed ia te ly  p rio r to  b e in g  adm itted  to the ho sp ita l. D u rin g  trea tm en t, 10 p a rtic ip an ts  a ttem p ted  

su ic id e and  tw o  p a rtic ip an ts  co m p le ted  su ic ide . T he  s tudy  found  that 14.4%  o f  p a rtic ip an ts 

ex p erienced  w o rsen in g  o f  su ic ida l id ea tion , co m pared  to 90  p e rcen t o f  p a rtic ip an ts  w ho  reported  

im p ro v em en t in  su ic ida l idea tion . T he s tudy  add ition ally  iden tified  that p a tien ts  u nd er age 45 

years are  m o re  like ly  to  ex p erien ce  E S I. W h en  co m pared  to that g eneral p o p u la tio n , su icide  

rates am o n g  s tud y  p a rtic ip an ts  w ere m u ch  h igher; how ever, these  rates w ere  on ly  sligh tly  

e leva ted  in co m p ariso n  to  those  co m m on ly  fo und  in  R C T s. F urthe rm ore , 22  p o ten tia l r isk  

fac to rs fo r ex ten d ed  em erg en ce  su ic ida l id ea tion  w ere  d e te rm ined , bu t tw o  in d ep end en t 

s ta tistica l m e th o d s  id en tified  age, trea tm en t re s istan ce, n um b er o f  h osp ita liza tio n s , p resence  o f  

ak ath is ia , and  co m o rb id  p e rso n a lity  d iso rder.

O lm er, Iancu , and S trou s (201 2) p e rfo rm ed  a re tro sp ective  s tudy  in  w h ich  they  rev iew ed  

adu lt p a tien ts  ad m itted  to  the B eer Y aak o v  M ental H ealth  C en ter from  2000  to  2007  w ith  a 

d iag n osis  o f  m a jo r d ep ress ive  d iso rd e r (M D D ). T he  aim  o f  the s tudy  w as  to  analyze  w h e the r 

an tid ep ressan ts  h av e a s ig n ifican t re la tion sh ip  in  su ic ide  a ttem p ts. U p o n  rev iew  o f  the charts 

from  p a tien ts  h o sp ita lized  fo llo w in g  a su ic ide  a ttem p t, 103 p a tien ts  m e t all o f  the inclusion  

criteria , w h ich  w ere : no d iag no sis  o f  b ip o la r sp ectrum  d iso rde r; d iag n osis  o f  m a jo r d ep ress ive  

d iso rde r; and a reco rd ed  su ic ide  a ttem p t w ith in  fo u r w eek s p rio r to h o sp ita liza tio n . T he study  

p o p u la tio n  co n sis ted  o f  69 w o m en  and 34  m en  w ith  a m ean  age o f  49 .21  years (SD  14.56 years). 

T he s tudy  fo und  no s ig n ifican t co rre la tio n  b e tw een  an tidep ressan ts and su ic ide  a ttem p ts. 

H ow ever, the resea rch e rs  a lso  sug g ested  that S S R Is m ay  be  less  e ffec tive  in  trea tin g  su icida l 

dep ressed  p a tien ts  w h o  are h osp ita lized  in  co m p ariso n  to  an tid ep ressan ts that have e ffec ts  on 

m u ltip le  n eu ro tran sm itters .
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C o u g n ard  et al. (2 00 8 ) ex am in ed  w h e th e r an tid ep ressan ts decrease  su ic ide . The 

p a rtic ip an ts  w ere  b ro k en  in to  th ree  age g ro up s (ch ild ren  and  ad o lescen ts 10 to  19 years o f  age, 

ad u lts  20  to  64  years o ld , and  e ld e rly  p a tien ts  65 years o f  age o r o lde r) d iag n osed  w ith  m ajo r 

d ep ress io n . D a ta  w a s  ex trac ted  from  b o th  p ub lish ed  stu d ies  and d a tabases  o f  the F rench  general 

p op u la tio n . T he  n u m b er o f  su ic ides  induced  or av o ided  by  an tidep ressan t the rap y  and no 

an tid ep ressan t th e rap y  w a s  then  e s tim ated . T he re sea rch e rs  e stim ated  that an tidep ressan t therapy  

w ou ld  p rev en t 3 1 .9%  o f  su ic ides  in  depressed  su b jec ts ov e r one year in  co m p ariso n  to no 

an tid ep ressan t th e rap y  in  the 10 to 19 year age g rou p , 32 .2%  o f  su ic ides  in  ad u lt depressed  

sub jects, and  3 2 .3 %  o f  su ic id es  in e lde rly  d ep ressed  pa tien ts. T he fin d in g  that an tid ep ressan ts 

act as a p ro tec tiv e  fac to r aga in st su ic ide  can  a lso  be  carried  in to  the general po pu lation . W hile 

th is stu dy  did  in c lu de  a large  p op u la tio n  o f  su b jects, the s im plified  m odel co n stru cted  fo r the 

p u rpo se  o f  th is s tud y  is a w eakness .

W h en  it co m es to the link  b e tw een  an tid ep ressan t use  and su ic ida lity , there  are m any  

u n k n o w n  fac to rs. M any  s tu d ies  rely  so le ly  on  the repo rt o f  the p a tien t w h en  d e te rm in in g  

w h e th e r o r n o t they  are tak in g  an tid ep ressan ts. H ow ever, som e to x ico log y  s tud ies  have found  

that o n ly  a sm a ll n u m b er o f  su ic ide  v ic tim s have traces o f  an tidep ressan ts in th e ir  system . 

Isacsson , H o lm g ren , and A h ln e r (200 5) tes ted  th is theory. T h ey  b e lieved  that if  S S R Is p osed  an 

in creased  risk  o f  su ic ide , the m ed ica tion  sho uld  be found  m ore o ften  in  to x ico lo g y  reports. T h is 

s tudy  an a ly zed  the to x ico lo g y  rep orts o f  14 ,857  su ic ide  cases in S w eden  b e tw een  the years 1992 

a lso  looked  at 4 ,301 deaths  by  u n certa in  causes to  ensure  that deaths by  

o ve rd o se  w ere  n o t o ve rlo ok ed . S even ty -on e  p e rc en t o f  the cases s tud ies w ere  m en  and  the 

m ed ian  age w as  4 9  years. T he s tudy  g ro u p  w as then  com p ared  to a con tro l g rou p  co n sis tin g  o f  

26 ,4 2 2  cases  d e te rm in ed  to  be death  by  acc id en t o r natu ral causes. T he con tro l g rou p  consis ted

and 2 000 . T he study
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o f  73%  m en  and  a m ed ian  age o f  55 years. T he  s tudy  also  analyzed  52  su ic id es in  ch ild ren  und er 

15 y ears-o f-ag e  and  326  cases o f  su ic ide  in  ad o lescen ts b e tw een  the age o f  15 and 19.

T he  s tud y  b y  Isacsson , H o lm gren , and A h ln e r (20 05 ) fo un d  tha t on ly  7 o f  the 52  cases o f  

su ic ide  in  ch ild ren  un der age 15 w ere  p ositiv e  fo r any  k ind  o f  an ti-dep ressan t, and no  cases w ere 

p o sitiv e  fo r S S R Is, co m pared  to  5 cases o f  the 998  to tal pe rso ns  in the con tro l g rou p  u n d er 15 

years o f  age. In the age g roup  o f  15 to  19, 13 o f  326  su icide  cases w ere p o sitiv e  for 

an tid ep ressan ts . O n ly  six  o f  these  cases w ere  p o sitiv e  for S S R Is. T h is  is co m pared  to  an ti 

d ep ressan t d e tec tio n  in five  cases (th ree  o f  w h ich  w ere S S R Is) o f  the 5 77  to ta l cases in  the 15-19 

con tro l g rou p . A n tid ep ressa n ts  w ere d e tec ted  in on ly  13%  o f  ch ild ren , 4%  o f  ad o lescen ts, and 

23%  o f  su ic ide  cases  am o n g  all age g roup s. A s a resu lt o f  th is s tudy , the re sea rch e rs  rep o rted  that 

SS R Is w ere  d e tec ted  at lo w er rates than  o th er an ti-d ep ressan ts in  su ic ide  v ic tim s, and  suggested  

that u n d e r- trea tm en t w ith  an tidep ressan ts  is still an  issue.

Isacsso n , H o lm g ren , and A h ln e r (2 00 9 ) repeated  a sim ila r s tudy  in  S w ed en  to  include 

su ic id es (N = 16 ,93 7 ), na tu ral dea ths  (N = 1 2 ,1 81 ) o c cu rrin g  b e tw een  1995 and  2005 . T he m ean  

age o f  the su ic ide  g roup  and co ntro l g roup  co m b in ed  w as  5 0 .6  years, w ith  70 .8%  b e in g  m ale. 

D u rin g  the p e riod  from  1995 to 2005 , the n u m ber o f  su ic ides  exp osed  to  an tid ep ressan ts 

in creased  b y  4 6%  w h ile  the su ic ides  decreased  by  18.6% . A m o n g  the con tro l g roup , the use o f  

an ti-d ep ressan ts  in creased  by  109% . T he au tho rs suggested  that an tid ep ressan ts  red uced  the risk  

o f  su ic ide  by  43% .

A  sm alle r s tudy  o f  253 p e rso n s  co n d u cted  by  C o rte s et al., (2 01 1 ) fo un d  s im ila r resu lts . 

T h is re tro sp ec tiv e  stu dy  w as  co n du cted  on  su ic ide  v ic tim s aged  24 years-o f-age  o r you n ger in 

M iam i-D ad e C ou n ty  F lo rid a  from  1990 to  2007 . T he researche rs then  rev iew ed  d em o g rap h ic  

data , p sy ch o so c ia l fac to rs, su ic ide  ch arac te ristic s , and to x ico logy  repo rts . T he stu dy  found  that
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ap p ro x im a te ly  90%  (N = 2 2 8 ) had no trace  o f  an tid ep ressan ts  on  rev iew  o f  the se rum  to x ico log y  

report. S ix  p e rce n t b f  these  an tidep ressan ts  w ere  fo un d  to be SSR Is. In te re s ting ly , the 

resea rch e rs  a lso  n o ted  several o th er sub stan ces  in these  p a tien ts upon  rev iew  o f  the to x ico log y  

report, in c lu d in g : 3 1 .6%  (N = 80 ) sho w ed  a p resen ce  o f  a lcoho l, w h ile  17.8%  (N = 45), o p io ids  

6 .7%  (N = 1 7), h a llu c in o g en s  1.2%  (N = 3), b e n zo d iazep in es  12.3%  (N = 31); o th er types 13%  

(N = 33 ); and  u n k n o w n  5 .9 %  (N = 15 ). N ine ty  seven  p a tien ts (38 .3% ) had no  sub stan ces  sho w n  on 

the to x ico lo g y  rep ort. T he su ic ide  v ic tim s s tu d ied  w ere 85%  m ale and 53 .4%  w ere  H ispan ic. 

W o m en  w ere m o re  freq u en tly  found  to  have p o sitiv e  resu lts  for an tid ep ressan ts  on  the 

to x ico lo g y  rep o rts  than  m en.

L eon , e t al., (2 00 4 ) co n du cted  a sm all to x ico log ica l s tudy  on 66 su ic ide  v ic tim s less than  

18 y ea rs-o f-ag e  b e tw ee n  1993 and 1998 ev alu a ted  w h e th e r or no t serum  b lo od  sam ples revealed  

the p resence  o f  an ti-dep ressan ts . B ecause  the lon gest ac tin g  an ti-dep ressan t, f lu o x etin e , has a 

h a l f - l i f e  o f  21 h ou rs, 12 v ic tim s (w ho  lived  fo r 3 days o r m ore fo llo w in g  their  su icida l act) w ere 

ex clu d ed  from  the study , leav in g  54  p e rso ns  av ailab le  fo r tox ico lo g ica l tes ting . T he age range o f  

the d eceased  rang ed  from  10 to 17 y ea rs-o f-ag e  w ith  seven  b e in g  you n ger than  13 years o f  age. 

T he e th n ic itie s  o f  the d eceased  w ere ev en ly  sp lit b e tw een  H ispan ics , A frican  A m ericans , and 

C au casians . A d d itio n a lly , 75 p e rcen t o f  the d eceased  w ere m ales . T he to x ico lo g ica l resu lts 

found  tha t p a ro xe tin e  w as no t p resen t in any o f  the su icide  v ic tim s, tw o  sc reened  p o sitiv e  fo r the 

p resen ce  o f  im ip ram in e , and  tw o  sc reened  p o sitiv e  fo r flu oxetin e. W hile  the stu dy  is sm a ll, it 

does co nfirm , as do the o th e r to x ico lo g ica l rep o rts  d iscussed  above, th at the large  m ajo rity  o f 

su ic ide  v ic tim s are n o t tak in g  an ti-d ep ressan ts  at the tim e o f  their  death .

In ad d itio n  to  serum  to x ico log y  levels , g en etic  p red isp o sitio n  is ano the r fac to r that is not 

co m m o n ly  an a ly zed  in  s tu d ies q u es tio n in g  the link  b e tw een  an tidep ressan ts  and su ic ida lity . A



s tudy  by  P e rro u d , e t al., (2 0 0 9 ) exam ined  w h e th e r em ergen t su icida l id ea tio n  du rin g  

an tid ep ressan t trea tm en t co u ld  be d riv en  by  g en etic  fac tors. T he resea rch e rs  se lec ted  n ine  genes 

inv o lved  in  n eu ro tro p h ic , se ro to ne rg ic , and n o rad ren e rg ic  p athw ays. T he p a rtic ip an ts  (N = 79 6) 

w ere then  trea ted  w ith  an tidep ressan ts  and  w ere stud ied  fo r em erg en ce  o f  su ic ida l idea tio n  and 

g en etic  v a ria n ce s  o v er a 12 w eek  tim e fram e. P a rtic ipan ts  w ere inc lu ded  in  th is s tudy  if  they  m et 

c riteria  fo r an ep iso de  o f  m ajo r d ep ress io n  th at w a s  o f  at least m o dera te  severity . P a tien ts  w ere 

ran d om ly  assig n ed  to  e ith er e sc ita lo p ram  or n o rtrip ty lin e  trea tm en t g roups. H ow ev er, pa tien ts 

that had  a co n tra in d ic a tio n  to tak in g  one o f  the m ed ica tio n s  w ere  a ssigned  to  the o th er an ti 

d ep ressan t g rou p . P a rtic ipan ts  w ere 18 to  72 years o f  age. P a rtic ipan ts  w ith  a p rim ary  su bstance 

m isuse  o r p rim ary  o rg an ic  d isease, p reg n an cy  o r lac ta tio n , cu rren t trea tm en t w ith  an 

an tip sy ch o tic  o r m o od  s tab ilize r, h isto ry  o f  h yp o m an ic  o r m an ic  ep isode , m ood  in con g ru en t 

p sy c h o tic  sy m p to m s, or a first degree  rela tiv e  w ith  a b ip o la r d iso rde r d iag n o sis  o r sch izop h ren ia , 

w ere ex clu d ed  from  the study .

In th e ir  s tu dy , P e rrou d  et al. (2 00 9 ) found  tha t a la rge r num ber o f  m ales  ex p erienced  

su ic ida l id ea tio n  w h en  tak in g  n o rtrip ty lin e  if  they  had the A  allele  co m pared  to  the C  allele . The 

s tudy  a lso  fo u nd  th a t  “v a rian ts  in  th e  g en es  en co d in g  B D N F  and  its recep to r (N T R K 2 ) w ere 

a sso c ia ted  w ith  an increase  in  su icida l id ea tion  d u rin g  an tidep ressan t trea tm en t in  su b jec ts 

su ffe rin g  fro m  m ajo r d ep ressive  d iso rd e r” (P e rrou d  et al., p. 2524). T he re sea rch e rs, “ fo un d  an 

even  s tro n g er e ffec t fo r an in terac tio n  b e tw een  the k now n  functional B D N P -L C P R  G T  (n) 

p o ly m o rp h ism  an d  S N P s in  the  3 ’ reg io n  o f  N T R K 2 ” (P e rro ud  et a l., p. 2524). T he sm all 

sam p le  s ize  o f  p a rtic ip an ts  is a w eak n ess o f  th is study . In add ition , the lim ited  n um b er o f  

p a rtic ip an ts  u n d er 25 and ov e r 65 years-o f-age  m ad e  it im po ssib le  to m ake  any a ssu m p tio n s  on  

how  g e n e tic  p o ly m o rp h ism s m ay  a ffect these  age g roups.

20
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E co lo g ica l s tud ies  have an alyzed  the n u m b er o f  an ti-d ep ressan t p resc rip tio n s  p ro v ided  to 

a p o p u la tio n  ag a in s t chang es in su ic ide  rates. S tud ies  cond u cted  since 2005 have co nsis ten tly  

show n  an in ve rse  co rre la tio n  b e tw een  the nu m b er o f  an ti-d ep ressan ts p resc rib ed  and  the num ber 

o f  co m p le ted  su ic id es (C aste lp ie tra , e t al., 2008 ; H enrik sson , e t al., 2006; K orke ila , e t al., 2007). 

O ne stu dy  co n d u cted  in F in lan d , a cou n try  w h ere  tw o -th ird s o f  the p o p u la tio n  su ffer from  a 

d ep ress iv e  d iso rd e r, an alyzed  the nu m b er o f  an ti-d ep ressan ts  p rescrib ed  and the num ber o f  

su ic ides  b e tw een  1994 and  2001 . T here  w ere  a to ta l nu m b er o f  1,387 co m p le ted  su ic ides  in 

1994 co m p ared  to  1 ,204 com p leted  su ic ides  in  2001 . D u rin g  that sam e tim e pe riod , the nu m b er 

in d iv id u a ls  p resc rib e d  an ti-d ep ressan ts  in creased  from  140 ,438  in 1994 to  2 72 ,3 7 0  in 2001 . The 

s tudy  fo un d  tha t an increase  in  the n u m ber o f  an ti-dep ressan ts  p rescrib ed  w as sig n ifican tly  

a sso c ia ted  w ith  a d ec rease  in su ic ide  rates (16  p e rcen t in  m en  and 14 p e rcen t in  w o m en ) after 

gen der, age, and  reg ion  w ere taken  in to  acco un t (K o rk e ila  et al., 2007).

A  s im ila r s tudy  done am o ng  in d iv id u als liv ing  in the F ruili V enezia  G iu lia  reg io n  o f  Italy  

(w h ich  is the reg ion  o f  Ita ly  found  to have the h ig h est rate  o f  su ic ide  in the co u n try ) b e tw een  the 

years o f  1997 and  2006  fo u nd  that the use  o f  an ti-d ep ressan ts in creased  from  11.9 in d iv idu als 

u se rs p e r 1 ,000 in h ab itan ts  in  1997 to  5 6 .7  in d iv idu al users pe r in h ab itan ts in 2006 . D u rin g  that 

tim e fram e , su ic id es  rates d ecreased  from  13.8 p e r 100 ,000  in 1997 to  9.1 pe r 100 ,000  in 2001. 

T h is  eq u a tes  to  a re la tiv e  su ic ide  risk  red uc tio n  o f  35 p e rcen t in  w om en  and  34 p e rcen t in  m en  

(C aste lp ie tra , e t a l., 20 08 ). A n o th e r eco lo g ical s tudy  in  done in Jam tlan d  coun ty , S w eden  from  

199 5-2 00 2  fo cu sed  on  ed u ca tin g  g eneral p rac titio n e rs  as a w ay  to  im prove  trea tm en t in p atien ts 

s tru g g lin g  w ith  d ep ress io n  in  Jam tlan d  cou nty , S w ed en , b u t a lso  an alyzed  w h e th e r the p rog ram  

had an im p ac t on  the n u m b er o f  an ti-d ep ressan ts  p resc rib ed  and su ic ide  rates. T he s tudy  found  

that sa le s o f  an ti-d ep ressan ts  in creased  161%  in Jam tlan d  C oun ty  b e tw een  1995 and  2002. W ith
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rega rd  to  an ti-d ep ressan t use and su ic ide  rates, the study  found  that the in creased  use o f  an ti 

d ep ressan ts  w ere  a ssoc ia ted  w ith  a d ecreased  rate  o f  su icide  o f  30  p e rcen t and 47  p e rcen t in m en  

and w o m en  o f  Jam tla n d  C oun ty , re sp ec tiv ely  (H enriksson , & Isacsson , 2006).

A ll th ree  o f  the eco log ica l s tu d ies  d iscussed  above found  that the an tidep ressan ts 

p rescribed  w ere  p rim arily  from  the S S R I c lass (C aste lp ie tra , e t al., 2008; K o rke lia  et al., 2007; 

H en rik sson  &  Isacsson , 2006). T w o o f  the th ree  s tud ies  no ted  that m ore w om en  than  m en  w ere 

p rescrib ed  an ti-d ep ressan ts  (H en riksson , & Isacsson , 2006) and all th ree  s tud ies found  that m ore 

m en  co m m itted  su ic id e than  w o m en  (C aste lp ie tra , e t al., 2008 ; K orke lia  e t al., 200 7; H enrik sso n  

& Isacsson , 2006). O ne m ain  w eak n ess  o f  all th ree  stu d ies  is that none ex am ined  serum  b lood  

lev els o f  those  w h o  had co m m itted  su ic ide  fo r the p resence  o f  an ti-dep ressan ts.

A  co h ort s tudy  p e rfo rm ed  in  F in lan d  inc lu ded  100 p e rcen t o f  p eop le  h osp ita lized  for 

su ic ide  a ttem p ts  b e tw een  1997 and 2003 . T he s tudy  p o pu lation  w as 15 ,390  p a tien ts , in clud ing  

7 ,466  m a les and  7 ,92 4  fem ales . T he re sea rch e rs  calcu la ted  the rela tive  risk  o f  su ic ide  a ttem pts, 

su ic id e co m p le tio n s , and  ove ra ll m orta lity  o f  p a tien ts  b e in g  trea ted  w ith  an ti-d ep ressan ts ve rsus  

no trea tm en t w ith  an ti-dep ressan ts. T he an ti-d ep ressan ts  inc luded  w ere T C A  (am itrip ty lin e  or 

do xep in ), S S R I (flu o x e tin e , c ita lo p ram , p a ro x etin e , se rtra line , o r fluv ox am in e ), and  S N A  

(m ian se rin , m irtaza p in e , or v e n la fax ine ). T he resu lts o f  the study  fo un d  that, w h ile  there  w as  an 

in creased  risk  o f  su ic ide  a ttem p ts in p a tien ts  tak in g  an ti-d ep ressan ts v e rsu s  no trea tm en t w ith  

an tid ep ressan ts , there w as no  increased  risk  o f  su ic ide  com pletions . A d d itio na lly , the study  

found  a d ec reased  m orta lity  rate , p a rticu la rly  in the rate  o f  ca rd io vascu lar-re la ted  deaths 

(T iih o nen , e t a l., 2006).

F u rth e rm o re , the A m erican  C o llege  o f  N eu ro p sy ch op h arm aco log y  (A C N P ) fo rm ed  a task

force  th a t rev iew ed  sev era l stud ies , in c lu d in g  the m eta -an a ly s is  w h ich  w a s  co n du cted  by  the
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F D A  and  la te r re su lted  in the b lack  b o x  w arn in g  fo r an ti-dep ressan ts, ep id em io lo g ic  stud ies, 

R C T s and  p o st-m o rtem  tox ico lo g ica l stud ies . T he A C N P  found  that, w h ile  the F D A s m e ta 

ana ly s is  d o es sho w  a sm a ll increase in  su ic ide  a ttem p ts o r su icidal th in k in g  in  you ths, the e ffect 

v a rie s  ac ross the R C T s rev iew ed  in the m eta -ana lys is . T he A C N P  fu rthe r d e te rm in ed  that, w h ile  

the v a riance  co u ld  be  due to  a d ifferen ce  b e tw een  m ed ica tio ns , it is also  p oss ib le  tha t the 

v a riance  co u ld  be  due to  an e rro r in  m easu rem en t. T he ep id em io lo g ic  and  p ost-m o rtem  stu d ies  

as w ell as co h o rt su rvey s rev iew ed  by  the A C N P  d id  no t su pp o rt an increase in  su ic ida l ac ts or 

su ic id e , and in stead  fo und  a p oss ib le  b en efic ia l e ffect b e tw een  an ti-d ep ressan ts and  su ic ida lity . 

T he A C N P  also  su rm ised  that, b ased  on  the p ost-m o rtem  tox ico lo g ica l you th  s tud ies , on ly  a 

sm all n u m b er o f  yo uth  w h o  com m it su ic ide  are tak in g  an ti-d ep ressan ts at the tim e o f  su icide  

(M ann , e t a l., 2006).

Methods

A  sy stem atic  lite ra tu re  search  w as  co n du cted  to id en tify  rand om ized  co n tro lled  tria ls  and 

ep id em io lo g ic  s tud ies  in dexed  b e tw een  2005 and 2012 . C o ch rane  L ib rary , C IN A H L  (H ead ings), 

P u bM ed  (M eS H ), and  P sy ch ln fo  (T hesau ru s) w ere  u tilized  to  co ndu ct the search . T he search  

term s u tilized  fo r the p urpo se  o f  th is p ro jec t w ere  “an tid ep ress iv e  ag en ts” and  “‘su ic id e” or 

“ su ic id a l id ea tio n .” T w o  separa te  sea rch es  w ere  p e rfo rm ed  in  C IN A H L  (H ead in gs), P ubM ed  

(M eS H ), and  P sy ch ln fo  (T h esaurus). T he  in itia l search  includ ed  the search  term s p rev iou sly  

lis ted , b u t lim ited  the search  to on ly  rand o m ized  con tro l tria ls. T he second  search  inc lu ded  the 

in itia l search  term s, b u t lim ited  the search  to ep id em io lo g ic  stud ies.

C och rane  L ib ra ry  w as  first searched  fo r s tu d ies  u sin g  these term s. T h is  search  returned  

26 resu lts , 21 o f  w h ich  w ere  p u b lish ed  a fte r 2004. O f  those resu lts , th ree  w ere  fo un d  to be  o f  

p a rticu la r in te res t fo r the p u rp oses  o f  th is p ro ject.



C IN A H L  (H ead in gs) w as  searched  n ex t u sin g  the sam e term s. T he search  lim ited  to 

ran do m ized  co n tro lled  tria ls re tu rned  323 resu lts . L im itin g  the resu lts  to P D F  fu ll tex t on ly  

re tu rn ed  50  resu lts . E x c lu d in g  s tud ies  p u b lished  p rio r to 2005 fu rthe r con fin ed  resu lts to  40  

stud ies . In c lu d in g  o n ly  p ee r rev iew ed  a rticles  lim ited  the resu lts  to 34. F u rth er rev iew  o f  these 

re su lts  d e te rm in ed  that fo u r o f  the stu d ies  w ere p e rtin en t to  the top ic  o f  th is paper. A  second  

search  w as  then  p e rfo rm ed  in C IN A H L  (H ead in gs) to  include p rospective  stud ies . T h is  search  

re tu rned  607  resu lts . F u rthe r lim itin g  th is search  to P D F  fu ll tex t on ly  re tu rn ed  99  resu lts . 

In c lu d in g  o n ly  s tu d ies p ub lish ed  b e tw een  2005 and  2012  fu rthe r con fined  the n u m b er o f  resu lts  

to 72  artic les. In clu d in g  on ly  those  s tu d ies  that had  b een  peer rev iew ed  and av ailab le  in the 

E n g lish  lan g u ag e  lim ited  the resu lts  to  65. R ev iew  o f  the resu ltin g  p ro sp ectiv e  s tud ies  rev ealed  

tha t six  w ere  ap pro p ria te  fo r fu rthe r rev iew  for th is paper.

T he  P u b M ed  da tabase  w as  then  searched  u sin g  th e  sam e term s (“an tid ep ress iv e  ag en ts” 

and  ' ‘su ic id e” o r “ su ic ida l id ea tion ” ). T he search  w as  fu rthe r lim ited  to include rand om ized  

co n tro lled  tria ls  (as a p u b lica tio n  type). T h is  search  returned  78 resu lts . D e lim itin g  the search  

fu rthe r to  p u b lica tio n s  d ates b e tw een  2005 and 20 12  retu rned  a to tal o f  65 a rtic les. L im itin g  the 

a rtic les to  full tex t o nly  fu rth e r lim ited  the nu m b er o f  a rtic les to  63. F u rth er rev iew  o f  these  

a rtic les d e te rm in ed  that six  w ere p e rtinen t to th is p ro jec t. O ne o f  the a rtic les fo un d  p e rtin en t to 

the p ro jec t w as  a ta sk  fo rce  rev iew  o f  m u ltip le  s tudy  types (m eta-ana ly sis , R C T s, ep idem io log ic , 

and p o st-m o rtem  to x ico lo gy  stud ies) that ex am ined  the co rre la tio n  b e tw een  an ti-d ep ressan ts and 

su ic ida lity  am o n g  ch ild ren  and ado lescen ts (M ann , e t al., 2006). A  second  search  in  P ubM ed  

u sin g  the te rm s re tu rn ed  35 resu lts  w h en  the c rite ria  w as fu rth e r d e lim ited  to full tex t 

p ro sp ectiv e  s tu d ies p u b lish ed  b e tw een  2005 and 2012 . O f these  stud ies , tw o  w ere app rop ria te  

for the p u rp o se  o f  th is pape r. A  th ird  search  (u s in g  the sam e term s) w as a lso  co n du cted  in
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P ub M ed  (M eS H ) to  include the term  “ ep id em io lo g ic  s tu d ies .” T he in itia l search  retu rned  480 

resu lts . F u rth e r lim itin g  the resu lts  to fu ll-tex t a rtic les  p ub lished  b e tw een  2005 and  2012  

re tu rn ed  351 re su lts . O f  the s tu d ies  rev iew ed , 12 w ere found  p e rtinen t to the top ic  o f  th is paper.

A  sea rch  o f  the P sy ch ln fo  (T h esauru s) da tabase  w as  then  searched  u s in g  the term s 

“an tid ep ressan t d ru g s” and  “ su ic id e” o r “ su icida l id ea tio n” and “c lin ica l tr ia ls” re tu rn ed  32 

resu lts . F u rth e r lim itin g  the search  to a rtic les  p ub lish ed  b e tw een  2005 and  2012  retu rned  30 

resu lts . W h en  the au tho r fu rthe r d e lim ited  re su lts  by  ad d in g  c riteria  for peer rev iew ed  and full 

tex t a rtic le s o n ly , sev en  a rtic le s w ere  returned . F u rthe r rev iew  o f  these  a rtic le s rev ealed  that tw o 

w ere ap pro p ria te  for use  in  th is p ro jec t. T here  w ere  no full tex t resu lts  for p ro sp ective  s tud ies 

rela ted  to the k ey  te rm s searched  in  P sy ch ln fo  (T h esaurus).

T he au tho r a lso  rev iew ed  the refe rence  lis ts  o f  the a rtic les ch o sen  for in c lu s io n  in the 

paper, and  u tilized  th ree  stu d ies  from  those  lists . O ne o f  the s tud ies ch o sen  w as p u b lished  in 

2004 ; h ow ever, it p ro v ided  im p o rtan t p o st-m o rtem  tox ico lo g ica l ev idence  o f  you th  su ic ide  and 

an ti-d ep ressan t use  and thu s, w as  included  in  the study . A ll o f  these  a rtic les  fo cu sed  on  the 

p resen ce  o f  se ru m  an tid ep ressan t level d u rin g  p o st-m o rtem  autopsy . K im  G regg , R N , C N S , w as 

co nsu lted  to rev iew  and p rov ide  reco m m en d a tio n s  and gu idance  o f  th is p ro jec t. T he hopes is 

that th is p ro jec t w ill a ffect a ch ang e in c lin ica l p rac tice  by  rev ea lin g  w h e th e r stu d ies  that 

q u estio n  the lin k  b e tw een  an ti-d ep ressan ts and  su ic id a lity  have taken  co n fo u n d in g  fac to rs in to  

co n sid era tio n  w h en  rep o rtin g  their  resu lts . I f  that is no t the case, then  w h e th e r o r not 

an tid ep ressan ts  a lone  increase the risk  for su ic ide  and or su ic ida lity  shou ld  be o p en  for

de libera tio n .
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Results

A  cop y  o f  b o th  the w ritten  p ap e r and the P ow er P o in t p resen ta tio n  for th is p ro jec t w as 

p ro v ided  to  R eg is te red  N u rses  and P sy ch ia tris ts w h o  are m em b ers  o f  the In teg ra ted  B ehav io ral 

H ealth  T eam  at M ayo , C lin ica l N urse  S p ec ia lis ts  w ho  are m em b ers o f  the P sych ia try  D ep artm en t 

at M ayo, and  s tu d en t co lleag ues in  the M ental H ealth  N urse  P ractitio n er P rog ram  at the 

U n iv e rs ity  o f  N orth  D ak o ta  fo r feedb ack . C o lleag ues  p rov ided  p ositiv e feed b ack  reg a rd in g  the 

types o f  s tud ies  tha t w ere  rev iew ed  for the p ro jec t. T he co lleag ues no ted  the trem en d ou s im pact 

k eep in g  m e ticu lo u s  m ed ica l records  (su ch  as those  dep ic ted  in  the stu d ies  p e rfo rm ed  in F in land  

and S w ed en) co u ld  have on  b o th  m ed ica l re sea rch  and  p a tien t ou tcom es. M ost w ere  pa rticu la rly  

in teres ted  in to x ico lo g ica l and g ene tic  find in g s  fro m  the stu d ies  rev iew ed .

Discussion and Implications for Nursing

A c co rd in g  to  the N a tion a l Institu te  o f  M ental H ealth  (N IM H ), the U .S . su ic ide  rate  w as  

11.3 d ea th s p e r 100 ,000  in the g eneral p o p u la tio n  in 2007  (N IM H , n .d .). S ince m ore than  95%  

o f  p eop le  w h o  die o f  su ic ide  su ffer from  d epress io n  or o th er m ental d iso rd e r (S chreibe r, 

C u lpepp er, & F ife , 2 012 ), it can  be ded uced  that the  su ic ide  rate  is m uch  h igher in the su b 

p o p u la tio n  o f  tho se  w h o  are s tru g g lin g  w ith  m enta l illness in  co m p ariso n  to the general 

p op u la tio n . C o n tro lled  stu d ies  com p leted  w ith  a goal o f  sho w in g  w h e th e r there is a corre la tio n  

b e tw een  an ti-d ep ressan ts  and su icide  o r su ic ida l th o u gh ts an d /or b eh av io rs  on  the su b -p op u la tio n  

m en tio ned  above  o ften  exc lu de  p a tien ts  w ho  are a t h ighe r risk  for d ev elo p in g  su ic ide  o r su icidal 

id ea tio n /b eh av io rs  due to  e th ica l issu es (T iih on en  et al., 2007). It w ou ld  m ake  sense  that the 

ex c lu s io n  o f  p a rtic ip an ts  at h igher risk  fo r su ic ide  from  co n tro lled  s tud ies w o u ld , in  turn , cause 

co n tro lled  s tu d ies to have low er rates o f  su icide  o r  su icidal id ea tio n /b eh av io r in co m parison  to 

ep id em io lo g ic  s tu d ies (H o w lan d , 2006). H ow ever, several ep id em io lo g ic  stu d ies  have show n



that trea tm en t w ith  an ti-d ep ressan ts decrease  the rate  o f  su icide  (T iih on en , et al., 2006 ; O lfson , 

M arcus , &  S haffer, 2006 ; C aste lp ie tra , e t al., 2008).

It is c ru cial to  de linea te  any co n fo u n d in g  fac to rs (o th er than  the use o f  an ti-d ep ressan ts) 

that m ay  co n trib u te  to  an increase in  su ic ide  and o r su icida l th ou gh ts /b eh av io rs  in  these stud ies 

in o rd er to au th en tica lly  state  that an ti-d ep ressan t th e rap y  is the  sole cau se  o f  a  p a rtic ip a n t’s 

su ic ida l th o u g h ts  an d /o r b ehav io rs. M ak in g  c la im s that an ti-dep ressan ts inc rease  su ic ide  and /or 

su ic ida l th o u g h ts /b eh av io rs  w ith o u t fu lly  ex p lo rin g  every  o th er p lausib le  ex p lana tion  is no t on ly  

u n fo u nd ed , b u t c rea te s a fa ls ity  th ro ug h ou t the m ed ica l fie ld  and in the p u b lic  eye that can  

sub stan tia lly  im pact p a tien t trea tm en t and  o u tcom es.

T here  is co n ce rn  am o ng  b o th  health  care  p ro v id e rs  and the lay p u b lic  w ith  rega rd  to the 

co rre la tio n  b e tw een  an ti-d ep ressan t th e rap y  and  su ic ida lity . W hile  the F D A  w arn in g  label w as 

b ased  on  a m e ta -an a ly s is  tha t rev iew ed  the co rre la tio n  b e tw een  an ti-d ep ressan t use  and 

su ic id a lity , no  co m p le ted  su ic ides  w ere rep orted  d u rin g  th is study  (V a lu ck , O rton , & L ibby , 

2009). T here  are  too  m an y  u n kn o w n s to d e te rm in e  w h e th e r o r a d irec t co rre la tio n  b e tw een  

an tid ep ressan t trea tm en t and  su ic id a lity  ex is ts . G en etic  fac to rs, co m orb id  m ed ica l or 

p sy ch o lo g ica l d iso rd ers, and h istory  o f  p rio r se lf-h a rm /su ic id e  a ttem p ts  are ju s t  a few  o f  the 

u n k no w n  fac to rs  tha t co u ld  be  in flu en c in g  the s tudy  o u tcom es. T hese  fac to rs cou ld  p lay  a role 

in  su ic id a l th o u g h ts  o r b eh av io rs  in bo th  ad o lescen ts and adu lts, and w h ile  these th o u gh ts and 

b eh av io rs  m ay  o c cu r  in co n jun c tion  w ith  an ti-d ep ressan t trea tm ent, it shou ld  n o t be an ind ication  

tha t the an ti-d ep ressan ts  caused  the th o u gh ts o r b eh av io rs  to  occur.

O ne s tudy  o f  su ic ide  a ttem pts and  n on -su ic ida l se lf-in ju ry  in ado lescen ts (ages 12 to 18 

y ears-o f-ag e ) w ith  trea tm en t res istan t d ep ress io n  found  that 4 7 .4%  repo rted  n on -su ic id al self- 

in jury  at b ase lin e . N a tion a l su rve illan ce  data  a lso  in d icates  that ap p ro x im a te ly  6 .3%  o f  high
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scho ol s tu den ts  a ttem p t su ic ide  (R o sen b au m -A sarn o w  et al., 2011). It is d ifficu lt to  show  that 

an ti-d ep ressan ts  cau se  in creased  su ic ida lity  in ado lescen ts, w h ere  se lf-ha rm  b eh av io r is com m on.

F urth e r re sea rch  is need ed  to d eterm ine  w h e th e r  there  is a lin k  co rre la tin g  an tid ep ressan ts 

and su ic ide  levels . T he lack  o f  stud ies tha t inc lude  d raw in g  tox ico lo g ica l se rum  leve ls a lone  can 

im p act the stu dy  fin d in g s  b ecause  p a tien t rep o rt a lone  is u sed  to de te rm ine  w h e th e r o r not 

p a rtic ip an ts  are tak in g  their  an ti-dep ressan ts. It is o f  p a rticu la r im portan ce  to  o b ta in  serum  an ti 

d ep ressan t lev e ls  in ch ild ren , ado lescen ts, and ad u lts  w ho  pa rtic ipa te  in se lf-ha rm , a ttem p t 

su ic id e , o r co m p le te  su ic ide , e specia lly  since p o st-m o rtem  stud ies have co nsis ten tly  fo un d  that 

ove r 80  p e rc en t o f  d ep ressed  adu lt su ic ide  v ic tim s are no t tak in g  an ti-dep ressan ts  at the tim e o f 

their  death  (M ann , e t al., 2006). A n o th e r a rea  for po ss ib le  resea rch  is g ene tic  s tud ies . T estin g  

fo r fac to rs , such  as B D N F , m ay  also p ro ve  he lp fu l in  decreas ing  su ic id a lity  in p a tien ts  in  the 

fu ture.

A s n u rses , there  are m any  th in gs  that w e can  do to p rom ote m en tal w e lln ess  am o n g  our 

p a tien ts  w h ile  p ro m o tin g  h ealth  po licy  in  o u r com m u nitie s. C o n tin u ed  ed u ca tion  bo th  am ong  the 

p u b lic  and  am o n g  the h ea lth  care  co m m u n ity  is e ssen tia l in  o rde r to reco gn ize  and accurately  

treat p a tien ts  w ith  m en ta l illness. A d v o ca tin g  fo r o u r pa tien ts by  h e lp in g  to increase  the 

d iagn osis  and  trea tm en t o f  m en ta l illness in  the o u tp atien t se ttin g  is one step  th at co u ld  have a 

ve ry  p o sitiv e  im pact on  p a tien t ou tco m e. A n o th e r p o sitiv e  step  w ou ld  be c rea tin g  aw areness 

p ro g ram s in  o u r  m id d le  sch oo ls and h igh  schoo ls , w here  the risk  fo r se lf-h arm  b eh av io r and 

su ic ide  a ttem p ts  is h igh . In o rd er to e ffec tiv e ly  im prove  p a tien t o u tco m es w here  m en ta l illness is 

co n ce rn ed , it is e ssen tia l to evaluate  each  co m m u n ity  on  an ind iv idu al bas is . H igh  risk  a reas  in 

w h ich  there is p o ten tia l fo r im proved  o u tco m es sho u ld  be iden tifies, and  p ro gram s ta ilo red  to 

those  h igh  risk  a reas  sh ou ld  be  deve lo ped  in teg ra ted  into  health  care  po licy .
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Summary/Conclusions

T he  co rre la tio n  b e tw een  m en tal illness and  su ic id a lity  is a huge health  conce rn . W hile 

m an y  s tu d ies h av e b een  done to iden tify  w h e th e r  an ti-d ep ressan t trea tm ent is d irec tly  co rre la ted  

w ith  an  inc rease  in  su ic ida lity , these  stu d ies  do no t take in to  accoun t m an y  o f  the co n fo un d in g  

fac to rs  tha t co u ld  inc rease  su ic ida lity  in d ep end en t from  an ti-d ep ressan t use . E co lo g ica l stud ies 

have co n sis ten tly  fo und  a d ecrease  in su ic ide  rates w ith  a co rre sp o n d in g  in crease  in  an ti 

d ep ressan t use. T o x ico lo g ica l stu d ies  have a lso  co nsis ten tly  found  that the m a jo rity  o f  p a tien ts 

w ho  c o m m it su ic ide  do no t have an ti-d ep ressan ts  p resen t in  their  sys tem  at the tim e  o f  death . 

H ow ev er, few  s tu d ies in clud e to x ico lo g ica l serum  lev els to ensure co m p lian ce  w ith  an ti 

d ep ressan ts. S o m e  stu d ies  have a lso  co rre la ted  a d ecreased  level o f  B D N F  w ith  increased  

su ic id a lity , ye t few  stu d ies  have con sid ered  low  B D N F  lev els as a p o ss ib le  va riab le  fo r increased  

su ic id ality .

T he  s tud ies  rev iew ed  fo r ev idence  o f  w h e th e r or n o t an ti-dep ressan ts inc rease  su ic ida lity  

in p a tien ts  do n o t acco u n t fo r m any  o f  the fac to rs tha t increase the risk  fo r su ic ida lity  

in d ep en d en t fro m  an ti-d ep ressan t use. B ecause  o f  th is, it is no t poss ib le  to  say  w h e th e r o r no t 

there is a co rre la tio n  b e tw een  the use  o f  an ti-d ep ressan ts  and  su icida lity . F u rth erm o re , it is 

im p o rtan t to  sep ara te  the te rm s o f  se lf-in ju rio u s  b eh av io r, su ic ide  a ttem p t, and  su icide  

co m p le tio n  in s tead  o f  u sin g  the term  su ic id a lity  to  d iscuss the e ffec ts an ti-dep ressan ts  have on  

b eh av io rs. T h ere  is ev id ence  that the risk  o f  su ic ida lity  in creases in the in itia l fou r w eeks  

fo llo w in g  trea tm en t fo r d ep ression  (w h e th e r it is p sy ch o th erap y  o r m ed ica tio n  b ased ), b u t then  

d ec reases s ig n ifican tly  a fte r that tim e. It is im p era tiv e  to  m o n ito r p a tien ts c lo sely  fo r su ic ida lity  

after in itia tin g  trea tm en t fo r m en ta l illness. H o w ever, the fear that an tid ep ressan ts  m ay  cause  

su ic id ality  in som e p a tien ts  sho uld  no t o v e rshado w  the need  to  trea t them . T here is s tro ng
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ev id ence  to  su p p o rt that an ti-d ep ressan t trea tm en t o ffers lo n g  term  b ene fit to p a tien ts  s trugg ling  

w ith  m en ta l illn e ss  in  re la tio n  to su ic ide  risk .
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A p p en d ix  A

R esea rch  B ased  F in d in g s o f  A n ti-d ep ressan t T herap y  and S u ic idality : P o w er P o in t P resen ta tion

Research Based Findings of Anti- 
Depressant Therapy and Suicidality

Purpose of the Project

» Review literature related to anti-depressant 
therapy and suicidality including:
• Suicidal ideation 

Suicide attempts 
Suicide completions

► Determine whether or not confounding 
factors that might contribute to suicidality 
were considered in the study results

► Review studies that may provide areas 
needing additional research (i.e. toxicological 
levels and genetic factors)

Melissa Webster 

University of North Dakota
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Theoretical Framework

* Biopsychosocial model was utilized to guide 

this project

> The biopsychosocial model allows fo ra  

multi-faceted analysis regarding the 

reasoning for the development of suicidality 

in patients

Methods

► Systematic literature searches were conducted In Cochrane 
Library, CINAHL (Headings), PubMed (MeSH), and Psychlnfo 
(Thesarus)

* Search terms utilized were ' antidepressive agents" and 
"suicide" or “suicidal ideation"

» Search criteria were delimited to full text articles in the 
English language with publication dates between 2005 and 
2012

► Randomized controlled trials and epidemiological studies (!,«, 
cohort, retrospective, or observational) fitting the criteria 
above were identified and were further reviewed for 
pertinence

»" Review of the reference list of the articles selected for use in 
the project were reviewed, and three articles from these 
reference lists were utilized in the project

»■ Kim Gregg, RN, CHS, was consulted for guidance throughout
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Mental Illness and Suicide

*

*

Mental illnesses associated with the highest risk of suicide 
include:
* Depression

Anxiety disorders (including panic disorder and PTSD)
Alcoholism 
Substance abuse

* Bipolar disorder 

Schizophrenia 
Personality Disorder

* D e l i r iu m  (Schr#tb«<\ C u lp ep p er,  a n d  Fife, 2 0 1 2 )

Additional factors that increase suicide risk are:
* Prior psychiatric hospitalization
» Prior history of self-harm behavior (uder. 200n

Prior history of suicide attempts (this is the strongest single predictor 
of future suicide attempts )

(Otreer, lancw. & Strous. 20091

Depression

► One of the most common mental health disorders 
associated with increased suicide risk

► Defined as an affective disorder characterized by at 
least five of the following symptoms for at least 
two weeks:

Depressed or sad mood 
Weight loss/gain 
Fatigue
inappropriate guilt 
Psychomotor agitation retardation 
Difficulty concentrating
Diminished interest in activities which used to be 
pleasurable
Recurrent thoughts of death

(CDC, 2011)
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Depression Statistics

* Depression can also profoundly effects an 
individual's interpersonal relationships as well as 
work and school function

► #1 cause of missed work and disability in U.S
(Cantro, 2011)

► Estimated 20% of women and 12% of men in U.S, 
will experience depression during their lifetime

(Porth &Matfin, 2009)

► Of those who experience one episode of 
depression, the rate of recurrence is approximately
50% (CDC, 201 1)

Suicide Statistics

p Suicide is the third leading cause of death in those 
under age 45 in the U.S.
• It is the 10th leading cause of death in the world

(Doigm. 2012)

* U.S. suicide rate in the general population is 
11.3/100,000 people

(NIMH, nd)

► Every year in the U.S. 30,000 people die of suicide
An additional 650,000 are treated in emergency rooms 
annually following suicide attempts

► Of those who complete suicide, more than 95% 
have at least one psychiatric diagnosis

(Schreiber, Culpepper, & Fife, 2012)

I I I !
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Suicide Statistics, cont.

> Men are 4xs more likely than women to die of suicide

> Rate of suicide in general public is 11.3 per 100,000 people 
* Rate is increased to 14,3 per 100,000 people in men 65 years and

older

Rate is 47 per 100,000 people in non-Hispanic white men aged 85
years and older

(NIMH, 2012)

t Adolescents ages 12 to 18 years of age have suicide attempt 
rate of 6.496

Rate of non-suicidal self-injury among adolescents 12-16 is 4 7 ,7 $
(Rosenbaum-Asarnow, et al., 2011)

> One study found that patients with mental illness had a 
suicide rate of 27 times greater than that of the general 
population

(Simon, 2 0 1 2 )

im p o rtan ce  o f d eterm in in g  co rre lation  

b etw een  a n t i-d e p re ssa n t u se  and su ic id a lity

► Anti-depressants are one of the most common 
treatments for depression, anxiety, and other mental 
illnesses.

» 2004: The (FDA) mandated a black box warning be 
added to anti-depressant medications in order to alert 
patients of increased risk of suicidal thoughts in the 
pediatric and adolescent population (Friedman & Leon, 2<x>7)

► 2007: FDA mandated that the black box warning be 
expanded further to include patients between 18 to 24 
years-of-age

*■ The mandated warning was based on a meta-analysis 
that included no completed suicides and infrequent 
suicide attempts

Clinical significance was only found when endpoints 
of when suicidal ideation and possible suicidal

(Valuck, Orton, & Libby, 2009)
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impact of FDA Warning

► A common reason that patients do not report 
symptoms of depression is the fear an anti
depressant will be recommended

► Decreased both the rates of diagnosing depression 
and treating patients with anti-depressants

(Simon, 2012)

► These negative impacts are unfortunate because
studies have found that anti-depressant treatment 
is associated with significantly lower rates of 
suicidal mortality (Simon, 2012)

Literature Review

> Rucci et al.t 2011
Randomly assigned 318 participants to receive SSRI
(escitalopram) treatment or psychotherapy (IPT) groups
Participants selected from two University Outpatient Clinics
between April 2003 and April 2008
210 female participants, 109 male participants

90 participants were experiencing their first episode of
depression

201 participants had at least 2 depressive episodes 

59 participants had suicidal ideation and 1 had a plan at 
time of pretreatment interview

The goal of the study was to determine whether or not the 
participants in the groups would experience emergent 
suicidal ideation (ESI) during treatment



Literature Review

► Rucci et al.f 2011, (Cont.)
Strengths:

* Participants were referred from clinic setting, not from the general 
population:

* Two commonly used interventions (S5RI and IPT treatments) were 
compared

* Participants experiencing suicidal ideation were included in the study 

> limitations:

* Participant pool was 7 2 * female

* Study did not include those under 19 or over 64 years-of-age

* Results are limited to the use of escitalopram versus other medications

* Patients with a plan to commit suicide, those with psychotic depression, 
current alcohol or drug use, or newly diagnosed and unstable physical 
ill ness were excluded

Literature Review

> Rucci, et al., 2011
Findings
* None of participants (N=21) who had history of 

previous suicide attempts developed ESI during the 
study period

* Of 231 participants who denied suicidal thoughts at 
baseline, 32 developed ESI at some point during 
follow-up. Timeline for ESI development is as 
follows:
• Less than 4 weeks: N *  13

• 5 to 8 w eeks: N=*9

• After 8 weeks: N *  10

* Time to ESI was significantly longer for the SSRI 
group than in the IPT group
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Literature Review

» Mulder, Joyce, & Frampton (2008)
Coal; To determine whether patients who were either currently 
experiencing s.i. or had a history of suicide attempts with anti
depressants reduced those thoughts behaviors over time 

; 195 participants
Referred from psychiatric emergency services, community mental 
health centers, and general practitioners between 1995 and 2001 

» Inclusion criteria:
- I  S  y * tr* -o f -a g «  o r  o ld *  r 

• p r im a r y  c u r r e n t  d ia g n o s is  o f  m a jo r  d tp r t s s i o n  
an tid « p r® ssan ts

-w illin g  an d  ab l* to  g iv*  In fo rm e d  c o n te n t
-M et c r i te r ia  fo r b ip o la r II d iso rd e r , m e lancho lia , a typ ica l d ep re ss io n , rec u rre n t  
d e p re s s io n ,  o r  ch ro n ic  d e p re s s io n

< Exclusion criteria:
- I r t a s t f e td in g / p r e g n a n t  i l t a t y  to  b ec o m e  p re g n a n t 

-M ajor m edica l d is o rd e r  th a t  c o u ld  co m p lica te  tr e a tm e n t 
-S eve r*  d r u g  a lc o h o td e p e n d e n c e  

- H is to ry  o f  m a n ia  sch izo a ffec tiv e d is o rd e r .'s O iizo p h re n ia

Literature Review

» Mulderjoyce, & Frampton (2008), cont.

► Statistics:
57,496 female

Mean age 32.2 years (Standard Deviation 11.4)

34.696 reported at least moderate suicidal ideation 

39 patients reported a suicide attempt within the 6 months 

prior to treatment

12 participants reported more than one suicide attempt 
within the 6 months prior to treatment
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Literature Review

* Mulder, Joyce,& Frampton (2008), cont.

* Randomly assigned to groups for treatment with either 
nortriptyline or fluoxetine

Participants were followed for 6 months

They were asked if they experienced suicidal ideation in the
past 14 days.

They were evaluated for suicide attempts since the beginning 
of the study six times in the 6 month period 
Participants who did not respond to the initial medication at 6 
weeks after treatment were switched to the other medication 
group
If the patients didn’t respond to the second medication, they 
were treated with a combination of the two mediations
if there was no response with combination treatment, the 
clinician used whatever medication they felt was indicated

Literature Review

► Mulder Joyce, &  Framptom, (2008) Results:
Patients were divided into three groups based on their treatment
outcome
Patients who recovered and remained well until the six-month
assessment
Patients who either achieved remission or recovered but subsequently
relapsed

* Patients with persistent depression
176 of the 195 participants remained at the 6 month follow-up
* 9 participants left the area, 1 participant withdrew without treatment 

and later committed suicide
* 66K of patients remained on either fluoxetine or nortriptyline at 6 

month follow-up
* 24 patients had stopped the medication because they either elected 

to or found it intolerable
* 29 patients attempted suicide (compared to the 51 participants who 

attempted suicide in the 6 months prior to the study)
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i Mulder,Joyce, &  Framptom, 2008- Results (cont). 

Suicidal ideation was reduced by 33% in the first 3 
weeks of treatment* 38% over course of 6 months 

The number of suicides dropped to 50%comparedto 
6 month period prior to treatment 

None of the 5 participants who had no suicidal 
ideation or suicide attempts in the six months prior to 
treatment but developed ESI during the study 
attempted suicide

Literature Review

Literature Review

> Seemuller, et al. (2009)

Naturalistic study that included 1,014 participants 

Participants were recruited from 7 German psychiatric 
university hospitals 

® Inclusion criteria:

* 18-65 years of age
* Willing and able to sign informed consent

* Diagnosis meeting criteria for any major depressive episode 

13 7 of the participants had attempted suicide 
immediately prior to hospitalization

10 participants attempted suicide and two 
participants completed suicide during treatment
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► Results: Seemuller.etal. (2009)
14.4% of participants experienced worsening of 
suicidal ideation

Patients under 45 years-of-age were more likely to 
experience ESI
Suicide rates among study participants were much 
higher than the general population 

Suicide rates were only slightly elevated compared 
with that of other RCTs

Literature Review

Literature Review

» Olmer, lancu, and Strous (2012)
Retrospective study

Reviewed adult patients admitted to the Beer Yaakov Mental 
Health Center from 2000-2007 with diagnosis of MDD 

Coal of study was to analyze whether anti-depressants 

have a significant relationship in suicide attempts

* Inclusion criteria:

* Diagnosis of MDD

* Recorded suicide attempt within four weeks prior to 

hospitalization

* Exclusion criteria:

* Diagnosis of bipolar spectrum disorder
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> Olrrter, lancu, and Strous (2012), cont

> Study population
* 103 patients, including 69 women and 34 women

* Mean age of 49.21 (standard deviation oOf 14.56 years)

> Results
No significant correlation between anti-depressants and 

suicide attempts

Researchers also suggested that SSRls may be less effective 

in treating hospitalized suicidal depressed patients than 

anti-depressants that may have effects on multiple 

neurotransmitters

Literature Review

Literature Review

>* Cougnard, et al. (2008)
► Aim of the study was to analyze whether anti

depressants decrease suicide
* Data for the study was extracted from both 

published studies and databases of the French 
General population
* Participants broken into 3 age groups:

* Children and adolescents ages 10-19 years of age
* Adults 20-64 years of age
* Patients 65 years of age or older

► Number of suicides either induced or avoided by 
anti-depressants was estimated
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* Cougnard, et a!. (2008), cont,

» Results:
In the 10-19 year age group

* Ami-depressant therapy would prevent an estimated 
31.9% of suicides in depressed subjects over one year in 
compared to no anti-depressant therapy

In the 20-64 year age group

* Anti-depressant therapy would prevent an estimated 
32.2% of suicides in depressed subjects over one year in 
compared to no anti-depressant therapy

• In the age group over 65 years-of-age

* Anti-depressant therapy would prevent an estimated 
32.3% of suicides in depressed subjects over one year In 
compared to no anti-depressant therapy

Literature Review

Literature Review

» Isacsson, Holmgren, and Ahlner(2005)
i Tested the theory that traces of anti-depressants 

would be found commonly in suicide victims if 
anti-depressants did increase suicide risk

► Toxicology reports of 14,857 suicide cases in 
Sweden from 1992-2000 were analyzed

► Study also examined a control group of 26,422 
who died of natural or accidental causes

i Median age in suicide group was 49 years old vs. 
55 years old in control group

» 52 suicides in children under 15 and 326 suicides 
in adolescents aged 15-19 were also analyzed
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*■ Isacsson, Holmgren, and Ahler (2005), cont.
> Findings

» Under 15 years of age:
* 7 of 52 cases were positive for ami-depressants, although 

none were positive for SSRis, vs. 4 cases among the 998 
controls in this age group

* Age 15-19
* 13 of 326 suicide cases were positive for anti-depressants, 

only 6 of the 13 cases were positive for SSRIs
* 5 cases among the 577 controls were positive for anti

depressants (3 were positive for SSRis)
* Overall outcome

* Anti-depressants detected in 13% of children, 4% of 
adolescents, and 23% of suicide victims among all age 
groups

Literature Review

literature Review

> Isacsson, Holmgren, and Ahlner (2009)

* Study similar to 2005 was performed
* Evaluated the number of anti-depressants prescribed in 

1995 and 2005 to the number of suicides that occurred 
in 1995 and 2005

* 16,937 suicides in Sweden between 1995-2005 were 
examined and compared it to a control group of 12,181 
natural deaths

* Findings:
Anti-depressant use increased by 46% in the suicide group 
while suicides decreased by 18.6%
In the control group, the use of anti-depressants increased by 
109%
Anti-deoressants reduced suicide risk by 43%
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Literature Review

* Cortes etal. (2011)

» Retrospective study of suicide victims 24 years-of-age 
or younger in Miami Dade County, Florida from 1990-

► 253 cases were analyzed
* Demographic data, suicide characteristics, psychosocial 

factors, and toxicology reports were reviewed
► Demographics

* 85% men (N=215)
Average age 20.3 years (standard deviation of 2.6 with a range 
of 11 -24 years)

* 53.4% (N=l 35)Hispanic; 26.9% (N=68) Caucasian; f 5,4% 
(N=39) African American; 4.3%<N=ll)of other ethnic origin

70% (n=l 77) were living w/ family

Literature Review

► C o r t e s , e t a l . ,  2011

► Psychiatric history
91% (N=231) had undetermined family history of mental 
illness

4% (N-9) had documented family history of at least one 

family member with mental Illness 

Almost 45% (N=l 12) of cases had a personal history of 
mental illness

8% (N—21) of cases known to have a history of treatment 
for mental illness

* 19% (N=49) had a known legal history

• 76% (N=l 92} were known to have had stressors of some
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i Cortes, et al., 2011 

i Toxicology Report
90% (N=228) did not have any kind of anti-depressants 
present

6% (N=15) were positive for SSRI, SNRI, TCCA, or other type
of anti-depressant

31.6% (N=80) positive for alcohol

17.8% (N=45) positive for stimulants

6.7% (N=17) positive for opioids

1.2%fN=3) positive for hallucinogens

12.3% fN=31) positive for benzodiazepines

Literature Review

Literature Review

> Cortes et al., cont

► Findings
Women and those at least 19 years of age were found to 

have been using antidepressants compared to men 

1 3% women were positive for presence of antidepressants 

compared to 4% of men

90% of the sample did not have any kind of antidepressant 
in their system

No difference in detection of anti-depressants was found 

between Hispanic and Non-Hispanic cases 

* Alcohol was present in 31.6% of the cases
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Literature Review

► Leon, et al. (2004)
Small toxicological study of 66 suicide victims less than 18 
years-of-age between 1993-1998 

Study evaluated whether or not anti-depressants were 
present in serum blood samples of suicide victims

* Victims who lived for 3 days or longer after the suicidal act 
were excluded as anti-depressant levels would be 
undetectable after that time
* 12 were excluded as a result, leaving 54 available for serum testing

* Age range was 10 to 1 7 years of age (7 were younger than 

13)
Ethnicity was evenly divided between Hispanic, African 
American, and Caucasian

* 7596 were males

Literature Review

> Leon, et al. (2004)

> Findings:
Paroxetine was not present in any of the cases 

Imipramine was present in two cases 

Fluoxetine was present in two cases 

The large majority of victims were not taking anti
depressants at the time of their death
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i Perroud,2009

► Examined whether emergent suicidal ideation (ESI) 
during antidepressant treatment could be driven by 
genetic factors

► 9 genes that involved neurotrophic, serotonergic, 
and noradrenergic pathways were selected

► 796 participants were treated with antidepressants 
and studied for genetic variances and ESI during a 
12 week time frame

Literature Review

Literature Review

* Perroud, et al., (2009), cont.
* Inclusion criteria:

* 18-72 years of age
Must have met criteria for an episode of major depression that 
was of at least moderate severity

» Exclusion criteria:
First degree relative with a diagnosis of bipolar disorder or 
schizophrenia

* Primary substance misuse 

Primary organic disease 
Pregnancy or lactation
Current treatment with an antipsychotic or mood stabilizer 

History of hypo manic or manic episode
* Mood incongruent psychotic symptoms
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Literature Review

* Perroud, et ai. (2009} com.
► Method

Participants were randomly assigned to either escitalopram or 
nortriptyline treatment groups
Patients that had a contraindication to one of the medications 
were assigned to the other medication group

♦ Findings
A larger number of males experienced suicidal ideation when 
taking nortriptyline if they had the A allele compared to the C 
allele
Variants in the genes encoding BDNF and its receptor (NTRK2) 
were associated with an increase in suicidal ideation during 
antidepressant treatment in subjects suffering from major 
depressive disorder
The BDNP-LCPR GT (n) polymorphism and SNP in the 3* region 
of MTRK2 was found to have an even stronger relation to 
suicidal ideation

Literature Review

*■ Korkeilaetal., 2007
Analyzed the number of anti-depressants prescribed and 
compared it to the number of completed suicides in Finland 
between 1994 and 2001

• 1994;
* individuals prescribed anti-depressants= 140,438
* Completed suicides = l .387

• 2001:

* Individuals prescribed anti-depressants =272,370
* Completed suic»des=1,204 

• Findings:
* An increase in the number of anti-depressants prescribed 

was significantly associated with a decrease in suicide 
rates (16% In men and 14% in women}
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► Castelpeitra, etal. (2008)
* Study in Italy between 1997 and 2006

► Looked at the number of anti-depressants prescribed 

compared to number of completed suicides

► Anti-depressant use increased from 11.9/1,000 individuals in 

1997 to 56.7/1,000 individuals in 2006

* Suicide rates decreased from 13.8 100.000 in 1997 to 

9.1/100,000 in 2006

► This represents a suicide risk reduction of 35% in women and 
34% in men

Literature Review

Literature Review

* Henriksson & Isacsson, (2006)
» Study done in jamtland County Sweden between 1995- 

2002

* Focused on educating general practitioners to improve 
treatment for patients struggling with depression, but 
also analyzed if the program impacted the number of 
individuals prescribed antidepressants and how the 
number of antidepressant prescriptions impacted the 
suicide rate.

» Results:
Antidepressants increased 161% between 1995 and 2002 

The increased use of antidepressants correlated with a 
decreased rate of suicide <30% in men and 47% in women)
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► Common findings among Castelpietra, et al„ 
(2008), Korkeliaet al., (2007) and Henriksson& 
Isacsson, (2006):

The majority of the anti-depressants prescribed were SSRis 

Ail three studies noted more men than women completed 

suicide

Two of the three studies noted that more women than men 

were taking antidepressants (Castelpietra et al., 2008; 
Korkelia et al., 2007)

Main weakness of all three studies is that they did not 
perform toxicological testing for presence of anti
depressants in suicide victims

Literature Review

Literature Review

»•

*

Tiihonen etal., (2006)

Cohort study done in Finland that included 100% of 
people hospitalized for suicide attempts from 1997- 
2003

* Goal was to calculate the relative risk of suicide 
attempts/completions and overall mortality of patients 
being treated with antidepressants vs. no 
antidepressant treatment

*■ Study included 15,390 patients (7,466 men and 7.924 
females)

► Antidepressants included in the study were: TCA 
(amitriptyline or doxepin),SSRI (fluoxetine, citalopram, 
paroxetine, sertraline, or fluvoxamine), and SNA

, orvenlafaxine)
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► Tiihonenet al„ <2006)

► Results:
There is an increased risk of suicide attempts with the use 
of anti-depressants, however, there was no increased risk 
of suicide completions

Also found that antidepressants increased mortality rate 
overall, particularly where cardio-vascular related deaths 
are concerned

Literature Review

Literature Review

► M atin e t  a !., (2006)

American College of Neuropharmacology (ACNP) 
formed a task force that reviewed several studies, 
including the meta-analysis that resulted in the 

FDA black box warning
« Epidemiologic studies, RCTs, and post-mortem 

toxicological studies were also reviewed
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» Mann et al., (2006)
» Findings

The FDA meta-analysis did show a small increase in 
suicide attempts or suicidal thinking in youths, but 
added that the findings of the RCTs reviewed for the 
meta-analysis varied
* The ACNP noted that the variance between these RCTs could 

be due to a difference between medications, or it could be 
due to an error in measurement

Postmortem and cohort surveys
* No evidence to support an increase in suicidal acts or suicide 

and instead found a possible beneficial effect between anti
depressants and suicidaiity

■ Postmortem toxicological youth studies found only a small 
number of youth who commit suicide are taking anti
depressants at the time of suicide

Literature Review

Implications for Nursing

r What can nurses do to improve patient outcomes? 
Educate ourselves about mental illness and pass our 
knowledge on to both the public and other health care 

providers in order to increase the diagnosis and treatment 
of mental illness

Identify populations at high risk for mental illness in the 

community

Oevelop programs geared towards the recognition and 

treatment of mental illness in order to improve patient 
outcomes



Conclusion

► Concern regarding a correlation between anti

depressant use and suicidality have caused a 
decrease in the diagnosis and treatment of 
depression and has also caused some patients to be 

fearful of trialing antidepressants 

» The meta-analysis utilized by the FDA to implement 
the mandatory black box warning included no 

completed suicides, infrequent suicide attempts, and 
only found clinical significance related to a 
correlation between antidepressant use and 

suicidality when the endpoints of suicidal ideation 
and possible suicidal ideation were added as 

endpoints (Valuck, Orton, & Libby, 2009)

Conclusion

» The term suicidality should be broken into terms including 
suicidal ideation, suicide attempt, and suicide completions 
because there is evidence to support that antidepressant 
therapy is associated with significantly lower rates of suicidal 
mortality compared to untreated depressed patients (Simon, 
2012).

» Confounding factors (i.e. prior history of self-harm or suicide 
attempts, history of psychiatric hospitalization, comorbid 
personality disorders or substance dependence) may increase 
the risk for developing suicidality, but these are not 
commonly accounted for in studies 

* Few studies include toxicological findings, however, post 
mortem toxicological studies have consistently found that few 
suicide victims have antidepressants in their system at the 
time of their death {Isacsson, Hoigren. & Abler, 2005; Cortes et at., 
2011; Leon et ai., 2004)
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Conclusion

► Genetic factors, such as decreased levels of BDNF, may 
also contribute to suicidal ideation in patients

* There is evidence to support that suicidality is increased 
in the initial four weeks following treatment, but that 
the risk decreases significantly after that time.

* Overall, antidepressants have been found to have a 
protective effect against suicide

* There is not enough evidence to definitively say that 
antidepressants afone cause suicidality

► Further research is needed to determine if there is any 
correlation between anti-depressants and suicidality

There is a need for further research in the areas of
genetics and toxicological studies
particular attention should be paid to the end point of

all studies performed
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