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SY2/2 EXPLORING THE NEW HORIZONS BEYOND 
MA-HYPOTHESIS IN THE MANAGEMENT OF DEPRESSIVE 
DISORDERS : IS THERE ANY CLINICAL RELEVANCE ? 
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L'llJ\lMUlillJEll imipramine Lnlil'll'IHu'W antidepressant li11U'lntmlu'l~l.J1fil 40 u 

riB'W '1111'1l'tiili1'1lJ:JiGi;ij1'W'llfl~ monoamine 1\ilttri norepinephrine Lt<l~ serotonin ii:il<hu 
tfiu1'llB~OUfl1'ltii111 hA:ilmA'il LL<l~ 1~iifl1'lW\llllJ1El1 antidepressant ~m d B~l.Jl'illJ~~U'il~'Liu 
~~fl1'lW\llllJ1EJTtla1uh1ajifo1i1111uM<l'flfl1'l'IJB~ monoamine hypothesis antidepressant li'111 m.i 

~Lii1111f umt~BEI 1 a1u lMajiitf'l~a'Yliimw llJfll'lffllfl hA:ilmA{1 l\iltvi1tGilJ U~(]'YJB1i.irl~ 
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• Q .f 1 ' .J 1 .; 1 '1."' 1·' Q antidepressant tfllil'lllJ lll.J 'll~fl<l flfll'lBBfl(]'Ylll'IJB~Ell lJ lilLulJ ulilllJ<ll.Jl.Jlil'iillJ'IJB~ 
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monoamine ~Bfl1'ltii111hA:ilmA{1 LL~1tl11<1fl(]'YIB~tfiu1'11<1~nu neural plasticity 'IJB~<ll.JB~ 
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m-11-l &i .:i1 u ~ ei Bu1uw m Bil~'ll'Ylt11f11'l LOlil 1 w1:illJ LA{1 L~lJtu Jt'l LL vi fil'ltfi liltu'll fl'lmm1u 
• • )"' .Jnl :ii1 1 .Jl"J<:ll """.J..., '""' LA'll (Antldepressant \il1LL'lfHlJilu"l~lJ1ru 40 uf1illJ '1f'lf1ililillJ!-l\il.:!illJ'Ylil5U1U11lJf11"l'11il<N 

'llil'li11"l monoamine 1\ilun serotonin U'1~ norepinephrine ~u"lnru synapse 1uillJil'l 1u 

ihr'iluu 1\ililm Antidepressants 1 ·1n.i Lnliltu Bf11'1mu0l1~1iJmm"lfJ vBrnu\il1uwm1ia~"ll'Ylm • 
f11"ltO\il h1i:ilm11{1\illlJillJ!-l&i.:iillJ~t~u1~il'lnu monoamine if tj'liJn~m~uni1 Atypical 

Antidepressants 

r1vu~'il~mii1u'lmm1ut11{1 '1~'llvnci11u'lm1~:iim11{1 h1i:ilm11{1 u<l~mm"l'll v'l h1i 

Depressive Disorders U"l~f1ilUol1U h1ii1J'lviil 1uif 

'f d • ( 1. b "lil'1flJLA"i1 Major Depressive Disorder) 

2. Dysthymic Disorder 

3. Depressive Disorder Not Otherwise Specified 

4. Mood Disorder Due to General Medical Conditions 

5. Substance induced Mood Disorder, Substance intoxication or withdrawal. 

Symptoms of the mood disturbance must develop during or within a month of the 

substance use. 

6. Depression Associated with Dementia 

7. Covert, Masked, or Somatized Depression (Somatothymic Depression) 

8. Adjustment Disordered with Depressed Mood 

9. Schizoaffective Disorder, Depressive Type 

10. Grief Reactions in the Medically Ill 

11. Complicated Grief Disorder 

12. Bipolar I or II Disorder, depressive episode 

13. Bipolar Disorder Not Otherwise Specified, depressive episode 

14. Cyclothymic Disorder 

illf1l"l'IJil'lh1wl1:1uA{1 (Major Depressive Disorder) (i1ililtLU'1'l'l1f1 DSM-IV; illJlillJ~\il 

uw'YltlmiJ"lilu, il.A.1994) ilmm"l 3 \il1ui1i'lviv1uil' 

1. illf11'>J11u (General symptoms)* 
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- m1uru:iimf1f1 (Depressed mood) 

- hrn'W&i~'Wf1u 1iJ<1'Wh 1'Wn'ilm1uo11~ 'J'l1~B 1iJfani1m1u<1'1Jnun'ilm"luo11~ 1 
u • 

(Anhedonia) 

* fll"l"iU'ilUU hf1:iimf1f1lifo~i1t1ci1~tl't1u 1 <nf11"l'IJB~<nm"lvf1 hJfi' 
2. il1f11"l1'11~f111'J (Physical symptoms) 

- 'WB'W 1iJmiuM~B'l1<i'ummn'W hJ 
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<V 14"'1 .d1 ~~· 
m~<1um~'1ll'J'l1"lBf11"lLf1'1B'W '111 fll"l'Wflfllil'.lll<l~mn (Psychomotor agitation or 

retardation) 

- <iB'WLWliU 1iJi1LL"l~ (Fatigue or loss of energy) 

3. B1f11':i1'11~i!GJ L'il (Psychological symptoms) 

- fl;in 1fA1'11~t1fani.llilBUl~lJlf1'11~BBUl~ himm~<llJ 
u u 

-=oj ""' <:\I I <V I 

- lJf111lJf1\iJBUlf1G11£1'11"lBBUlfll'J1Gl1Gl1UUBU '] 

:ilmAf1 (depression) LU'WfliilJB1f11'l (syndrome) • 
U"l~nt1ulii'1un<iua1m"l1'Wvi'1'Wlii1~ 1 liit11uii' • 

1. nriua1n11'1JB~~~u~1GJ (Vegetative features) 1lii'LLri fll"l'Wf!'W m1uamnmm"l tl1mTn 
' 

LL<i~m1ulii' fl~fll"l'Yll~ L Wfl 

2. fl<ilJB1f11"lA1'Wf111lJUf1fi!il (Cognitive features) 1A'uri <!mil f111lJfllil1'1'WolBl'l111Hfl~fJ(i) • 
m1mh A11lJA!ilL'WLL~<iu 

3. nrilJB1f11':iA1llf111lJDU~~i'~h (Impulse control features) hfori A1llJAGJ:iJ1iJ1GJll'J • 
(suicide) LL<l~ A1llJA!il~'il~:iJ1~5u (homicide) 

u 

4. ll<ilJBllll"lAlllW!]All"l"llJ (Behavioral features) 1lii'LLfl LL"l~'il~liJ fflllJW~Wt1hm1lJ'1tJ 
' u 

h1u~~G11~ 1 m1mit1mwliu 

5. 11<iut1lll1"l'l'll~f11a (Physical features) 1lii'LLri U11i1A"l1'1~ U1!ilnB~ n<i'1mil't1~~Lf1~U!il 
' 

Antidepressants ffimuil'il'ilUll uti~aamuun<iulii1~ l~~Gia 1uil' 
' ' 

1. Tricyclic and Tetracyclics 

- Tertiary amine tricyclics 1lii'uri Amitriptyline, Clomipramine, Doxepin, Imipramine 

-Secondary amine tricyclics 1lii'LLfl Nortriptyline 
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-Tetracyclics 1!ii'mi Maprotiline, Mianserin 

2. MAOis 

-Ineversible MAOI 1uihi1'11ti1u'lm.h~L'Ylfl1'Ylu 

-Reversible MAOI-A 11ii'LLn Moclobemide 

3. Selective Serotonin Reuptake Inhibitor (SSRis) 1~fofi Fluoxetine, Citalopram, 

Fluvoxamine, Paroxetine, Sertraline 

4. Noradrenergic and Specific Serotonergic antidepressant (NaSSa) or Norepinephrine-

Serotonin modulator 1!ii'un Mirtazapine 

5. Serotonin-Norepinephrine Reuptake Inhibitor (SNRI) 11ii'Llfl Venlafaxine, extended 

release 

6. Serotonin modulators or Serotonin Antagonist/Reuptake Inhibitors (SARis) 1!ii'ttfi 

Trazodone, Nefazodone 

7. Selective Serotonin Reuptake Enhancer ( SSRE) 1iifon Tianeptine 

8. Norepinephrine and Dopamine Reuptake Inhibitor (NDRI) 11ii'ttn Bupropion 

9. Noradrenaline Selective Reuptake Inhibitor (NRI) : Reboxetine mlli'Td°if~ hiil~1'11U11'J 
'l1.1thn'Ylf11'Ylu 

'l'll.Jll'll'l'lq - -iffl 4-9 flT'ill!jun1iil--.hLi'Ju Atypical Antidepressants 

'llil'lfo'limimlfl~l'Jlf1~lJ Antidepressants 'luil'il~U'I.! iiifl hlil;smf1{1 (major depressive 

episode) 

2. ll'nv:i'ill'Jtlll~~q'Yltli.iVl~u~~a~l'i'~rn~m (adverse effects) 

3. unil'ill~t1n~~mm~-if1~Liiil'l~'llfl~l'J1 lil11lJU<lfllilill'l'lliNl'J1 A1llJ<lllJ1~t1~~tl1u'il~ 
'Yl1.11iieim 1!ii' trn~~1lil1m 

4. l'J11ii'i1.!lflf1'l1.1mimiiJl'J1tl'l.!lb<l~Wl~fl~lJtl'l.!iJU~~i:j'YJlJil1VH Yi1 'l tl'W • • 
s. U'il'iluuii~ 1uai:1J11t1lil11ilm~ru1!ii'11 r1'tl1ulil1.1 'llil'il~lilBuau B~&iliiBmlli'1 'lliltt<i~'il~&i~u . ~ 

91,,,11 f ~ .J ..:.I I 'V 'V 

6. 67'16 'llfl~f:Ju11ll'Yl1'W'l.!'Yl'il~lilflU<lmNlillilflil11il11.!lm1 
'Vftlj 'f '"1 'V .d.::.1 Q 1 1 

7. f:!u11'Jb~lil'lllJli'l~1'YllJfllf11~ atypical 'il~lilfJU<l'l.!fl~lillilil SSRis ll<I~ MAOis lJ1f1f111 

Tricyclic antidepressants 
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Treatments of choice for depressive subtypes 

1. L'irilqfml'l1'1 (Major depression) 

- antidepressants 11olil1iithdl'YlfimwLvi1ou LL<1~iieJ\il11fl1'H1111U<l'W1M 67% 
d 1!11 <V... <=l t .J ... .J' I !ll ""1" - fl11L<l11fl 'lfUllJfl'W'll'lfllllN side effects, 1ril'Y11~fl1U'YJLfl\il'IJ'W'l1lJ\il11'1 LL<l~lJfl 'lfl'll 

\i'\'1 ~ff tl1uV1111Au1um11uAf17111~ ff tl1u LA u \ii 11uau 11~ ~ m ri 11u 
v • 

2, Atypical depression 

- MAOis LL<!~ SSRis iilh~ll'Ylfii11'WLV1tfooi1 Tricyclic Antidepressants (TCAs) 

3. Delusional depression 

- fl111'11' Antidepressant 11rJ1~L&i!'l1:iJo hi1~1;m 

- fll'l 1'11' Antidepressant mi~ antipsychotic ~1lJO'W '!d~i;rn~l'Wfll':iffl'lfl 

4. Bipolar depression 

- Antidepressants l'Jfllil11l1'1YJ1l>l'Ln\il mania Vl1fl hypomania 

- Lithium 1ll'IUU'l~ll'Ylfii11'WLV1Uflfll1 l'Wfl1'>fmn unipolar depression 

- fll'l 1ii' Lithium ~1lJOU carbamazepine 

ITT11fll'lffl1'11 (refractory) 

d" I ,_ 4 ,;') •.•1 .J1 ' 
1Jl'llJu1~"'Yllii11'W\il b'Wi:.Ju11'1'YI lJ\il11U<f'W11~ • 

5. Dysthymic disorder 
• I ,_ 4 .J d ~ l •~ t d v 

- u'l~'1'Y15i11'W'IJ11~ Antidepressant 111'1'1~<1\il<l~LlJflL'YIUUflUfll'l 'lf'lfl'lfl 'lril'lf:IJLl'l'll 

(major depression) 

- SSRis iitl1~a'Ylfii11'W~LW~iie1\il"Jlfl1'l\il1IU<f'W1I~ 60% 

6. Geriatric depression 

- rn·n~ fl fl 1'1l'mll'fl~'WOU1llfl1'i'll1~LAU~'ll11~1'11UITT<1~\i'\'1 
- ll'm~aom~hiiiV1111iiq'YIB anticholinergic tl'11u 1~LLrl nortriptyline, SSRis 

- iJm~11om~1:iliiV11aii cardiovascular adverse effects il'11u 1~uri nortriptyline, 

SSRis, bupropion 

l\ilu~11tlll'o 1'1l'm L'W'll'Wl\il~l 
7. Comorbid psychiatric disorder 

- Panic disorder - SSRis, RIMA (Moclobemide ), Clomiprarnine, Imiprarnine, 

Mirtazapine, Venlafaxine, Nefazodone L \Ju drug of choice 

- OCD - SSRis L\J'W drug of choice 

- Eating disorder -SSRis fll'IL\J'W drug of choice. 
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VIT'fl'ILLCf~H Antidepressant LLGl::tnm~t11~Lflf.l'l'Yl'W1J\HlfJ 

Antidepressants 

I. Norepinephrine reuptake 

inhibitors 

Nortriptyline 

Maprotiline 

II. 5-HT reuptake inhibitors 

- Citalopram 

- Fluoxetine 

- Fluvoxamine 

- Paroxetine 

- Sertraline 

ID. 5 - HT - norepinephrine 

reuptake inhibitors 

- Amitriptyline 

- Doxepin 

- Imipramine 

- Trimipramine 

- Venlafaxine 

IV. Presynaptic and postsynaptic 

active agents 

- Nefazodone 

Mirtazapine 

V. Dopamine reuptake inhibitor 

Bupropion 

VI. Mixed - action agents 

Clomipramine 

- Trazodone -... 

" ... ... . 
i>lOT'i1l1UflfJUl~UUinl 

- drowsiness, cardiac 

arrhythymia, weight t, 
anticholinergic, 

( orthostatic hypotension -

LilWl:: nortriptyline) 

- overdose tn-.ifi11 lf vm1 M, 
dose titration 

SSRis rnm1m-.ifi11 l1Liivi - SSRis rnm1 rin metabolized 
• • 'U 

insomnia, agitation, sedation, GI LVlfl')::\JUcytochrome P4 50 

distress, sexual dysfunction 
,..--- --

- drowsiness, orthostatic 

hypotension, cardiac 

arrhythymia, weight gain, 

anticholinergic, (insomnia/ 

agitation, GI distress LilWl:: 

imipramine) 

- sleep changes, GI distress 

all1~\J venlafaxine 

- sedation )l 

- sedation, weight ~ 

- insomnia, agitation, cardiac 
- -

arrhythymia, GI distress 

- drowsiness, weight t, -----
(orthostatic hypotension, GI ----
distress, cardiac arrhythymia 

enzyme 

- eru1EJY1\J~tlEJl 1~~ni1n~ii 
'U • 

TCAs Lrn::i'.im1iitli'tt1vifiva~ 1 u 
'U 

- dose titration 

- all1fo Amitriptyline, 

Doxepin, Imipramine LLi't:: 

Trimipramine fil') overdose tll'l 

fi11 lf~nu M 
- a1l1fo venlafaxine fil'j1'1f 

'IJUlVl~~tiwth 1 l1Lnvihypertension 

- no sexual dysfunction, 

(dose titration LilWl:: 

nefazodone) 

- bid dosing with sustained 

release, no sexual dysfunction 

- dose titration 

- all1~U trazodone tn'lfi11 lf LnVI 

priapism 

0 \J • \ 'lvr\ 1<l i l-hJ :-\J LilWl:: trazodone) 

VII. 5 - HT reuptake enhancer 

Tianeptine 

- GI distress, headache, 

dizziness, dry mouth (low 

incidence of anticholinergic 

effects) 

.. RT 

- dose titration , ~e~al -¥ 
dysfunction, no sedation 

_,_. ~ - < 'cJ 1.,..., h" rrf 1 ;)/ •<J {. ,-../ P, IJ .Y 

) 
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Tianeptine 

- L~i.J serotonin uptake 1'1.Jai.Jti-3 

- avi stress-induced atrophy 'lltl-3 neuronal dendrites 

- hlihrnBrl'IJ 1ii-W-nl'l::a..:iri'm-3Yi'l'U cognitive, psychomotor, sleep, cardiovascular 
" 4 o Q.I CV 'Yl'ltl'Ul'Yl'IJ fl(il1 

- 13.i~n metabolized lviti hepatic cytochrome P450 system 

- i'.h.h::a'Ylfifll'WLYi1n'l..J classical antidepressant L'li'IJ amitriptyline, clomipramine, 

imipramine, mianserin LLa:: SSRis 

- ih.h::a'YIBfll'Wl'IJm'laV1~n1i.in-31a (anxiolytic efficacy) V1Gllt1V1a-3n'l..J TCAs 'Yl~fa 

tetracyclic antidepressants LLa:: fluoxetine 1u~ti1 El~ ij a 1 n1 ') ~ ..:i depression LL a:: 

anxiety 

- 1ti')'l..Jn1'U sexual function 

- ij onset of action ~L~1ffll 2 to 8 a\fonl'i' 
- ih.J ')::a'Ylfim'W~ uc!tl1uo51u1uinnni1 213 ?1ei..:ic!tJ1u~1Yi~'Lim~-3'YliJ VI b(--. ~t»I-

" " 
- iji.h::a'Ylfifll'W~i.Jln l11 l ..1'c!tl1t1'Yllm:nn hvi (remission) 1iil'liL-Wu..:iu~Vi1 l lf mm'l 

" 
~~'U L Yi1if 'U LLa ::Vi1 l ..1 c!tl1u a''l..Jlfl ~ L llu'li1..:i na1£J11'Ul'U n-:i1 antidepressants L 'U 

" 
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