
 

Summary of Product Characteristics 
AMYVIL TABLET (AMITRIP TYLINE 25MG) 

 
 
1. Na m e  o f t h e  m e d ic in a l p ro d u c t  
AMYVIL 25m g  Film -co a t e d  Ta b le t s  

2. Qu a lit a t ive  a n d  q u a n t it a t ive  c o m p o s it io n  
Ea ch  film -co a t e d  t a b le t  co n t a in s  Am it rip t ylin e  HCl 25m g . 

3. P h a rm a c e u t ic a l fo rm  
Film -co a t e d  t a b le t . 

Ro u n d  ye llo w , co lo re d   t a b le t s  p la in  o n  b o t h  s id e s . 

4 . Clin ic a l p a rt ic u la rs  
4 .1 Th e ra p e u t ic  in d ica t io n s 
Am it rip t ylin e  t a b le t s  a re  in d ica t e d  fo r: 

• t h e  t re a t m e n t  o f m a jo r d e p re ssive  d iso rd e r in  a d u lt s  

• t h e  t re a t m e n t  o f n e u ro p a t h ic  p a in  in  a d u lt s  

• t h e  p ro p h yla c t ic  t re a t m e n t  o f ch ro n ic  t e n sio n  t yp e  h e a d a ch e  (CTTH) in  
a d u lt s  

• t h e  p ro p h yla c t ic  t re a t m e n t  o f m ig ra in e  in  a d u lt s  

• t h e  t re a t m e n t  o f n o c t u rn a l e n u re sis  in  ch ild re n  a g e d  6  ye a rs  a n d  a b o ve  
w h e n  o rg a n ic  p a t h o lo g y, in c lu d in g  sp in a  b ifid a  a n d  re la t e d  d iso rd e rs , h a ve  
b e e n  e xc lu d e d  a n d  n o  re sp o n se  h a s  b e e n  a ch ie ve d  t o  a ll o t h e r n o n -d ru g  
a n d  d ru g  t re a t m e n t s , in c lu d in g  a n t isp a sm o d ics  a n d  va so p re ssin -re la t e d  
p ro d u c t s . Th is  m e d ic in a l p ro d u c t  sh o u ld  o n ly b e  p re sc rib e d  b y a  
h e a lt h ca re  p ro fe ssio n a l w it h  e xp e rt ise  in  t h e  m a n a g e m e n t  o f p e rs is t e n t  
e n u re sis . 

4 .2 P o s o lo g y a n d  m e t h o d  o f a d m in is t ra t io n  
P o so log y 

No t  a ll d o sa g e  sch e m e s ca n  b e  a ch ie ve d  w it h  a ll t h e  p h a rm a ce u t ica l 
fo rm s/s t re n g t h s . Th e  a p p ro p ria t e  fo rm u la t io n /s t re n g t h  sh ou ld  b e  se le c t e d  
fo r t h e  s t a rt in g  d o se s  a n d  a n y su b se q u e n t  d o se  in c re m e n t s . 

Ma jo r d e p re ssive  d iso rd e r 

Do sa g e  sh o u ld  b e  in it ia t e d  a t  a  lo w  le ve l a n d  in c re a se d  g ra d u a lly, n o t in g  
ca re fu lly t h e  c lin ica l re sp o n se  a n d  a n y e vid e n ce  o f in t o le ra b ilit y. 

Ad u lt s 

In it ia lly 25 m g  2 t im e s d a ily (50  m g  d a ily). If n e ce ssa ry, t h e  d o se  ca n  b e  
in c re a se d  b y 25 m g  e ve ry o t h e r d a y u p  t o  150  m g  d a ily d ivid e d  in t o  t w o  
d o se s . 



Th e  m a in t e n a n ce  d o se  is  t h e  lo w e st  e ffe c t ive  d o se . 

Eld e rly p a t ie n t s  o ve r 65 ye a rs  o f a g e  a n d  p a t ie n t s  w it h  ca rd io va scu la r 
d ise a se  

In it ia lly 10  m g  - 25 m g  d a ily. 

Th e  d a ily d o se  m a y b e  in c re a se d  u p  t o  10 0  m g  – 150  m g  d ivid e d  in t o  t w o  
d o se s , d e p e n d in g  on  in d ivid u a l p a t ie n t  re sp o n se  a n d  t o le ra b ilit y. 

Do se s  a b o ve  10 0  m g  sh o u ld  b e  u se d  w it h  ca u t io n . Th e  m a in t e n a n ce  d o se  
is  t h e  lo w e st  e ffe c t ive  d o se . 

P a e d ia t ric  p o p u la t io n  

Am it rip t ylin e  sh o u ld  n o t  b e  u se d  in  ch ild re n  a n d  a d o le sce n t s  a g e d  le ss  
t h a n  18  ye a rs , a s  lo n g -t e rm  sa fe t y a n d  e ffica cy h a ve  n o t  b e e n  e s t a b lish e d  
(se e  se c t io n  4 .4 ). 

Du ra t io n  o f t re a t m e n t  

Th e  a n t id e p re ssa n t  e ffe c t  u su a lly se t s  in  a ft e r 2 - 4  w e e ks. Tre a t m e n t  w it h  
a n t id e p re ssa n t s  is  sym p t o m a t ic  a n d  m u st  t h e re fo re  b e  co n t in u e d  fo r a n  
a p p ro p ria t e  p e rio d  o f t im e  u su a lly u p  t o  6  m o n t h s  a ft e r re c o ve ry in  o rd e r 
t o  p re ve n t  re la p se . 

Ne u ro p a t h ic  p a in , p ro p h yla c t ic  t re a t m e n t  o f ch ro n ic  t e n sion  t yp e  
h e a d a ch e  a n d  p ro p h yla c t ic  t re a t m e n t  o f m ig ra in e  p ro p h yla xis  

P a t ie n t s  sh o u ld  b e  in d ivid u a lly t it ra t e d  t o  t h e  d o se  t h a t  p ro vid e s  a d e q u a t e  
a n a lg e sia  w it h  t o le ra b le  a d ve rse  d ru g  re a c t io n s . Ge n e ra lly, t h e  lo w e st  
e ffe c t ive  d o se  sh o u ld  b e  u se d  fo r t h e  sh o rt e s t  d u ra t io n  re q u ire d  t o  t re a t  
t h e  sym p t o m s. 

Ad u lt s 

Re co m m e n d e d  d o se s  a re  25 m g  - 75 m g  d a ily in  t h e  e ve n in g . Do se s  a b o ve  
10 0  m g  sh o u ld  b e  u se d  w it h  ca u t io n . 

Th e  in it ia l d o se  sh ou ld  b e  10  m g  - 25 m g  in  t h e  e ve n in g . Dose s  ca n  b e  
in c re a se d  w it h  10  m g  - 25 m g  e ve ry 3 – 7 d a ys a s  t o le ra t e d . 

Th e  d o se  ca n  b e  t a ke n  o n ce  d a ily o r b e  d ivid e d  in t o  t w o  d o se s . A s in g le  
d o se  a b o ve  75 m g  is  n o t  re co m m e n d e d . 

Th e  a n a lg e sic  e ffe c t  is  n o rm a lly se e n  a ft e r 2 - 4  w e e ks o f d o s in g . 

Eld e rly p a t ie n t s  o ve r 65 ye a rs  o f a g e  a n d  p a t ie n t s  w it h  ca rd io va scu la r 
d ise a se  

A s t a rt in g  d o se  o f 10  m g  - 25 m g  in  t h e  e ve n in g  is  re co m m e n d e d . Do se s  
a b o ve  75 m g  sh o u ld  b e  u se d  w it h  ca u t io n . 

It  is  g e n e ra lly re co m m e n d e d  t o  in it ia t e  t re a t m e n t  in  t h e  lo w e r d o se  ra n g e  
a s  re co m m e n d e d  fo r a d u lt . Th e  d o se  m a y b e  in c re a se d  d e p e n d in g  on  
in d ivid u a l p a t ie n t  re sp o n se  a n d  t o le ra b ilit y. 



P a e d ia t ric  p o p u la t io n  

Am it rip t ylin e  sh o u ld  n o t  b e  u se d  in  ch ild re n  a n d  a d o le sce n t s  a g e d  le ss  
t h a n  18  ye a rs , a s  lo n g -t e rm  sa fe t y a n d  e ffica cy h a ve  n o t  b e e n  e s t a b lish e d  
(se e  se c t io n  4 .4 ). 

Du ra t io n  o f t re a t m e n t  Ne u ro p a t h ic  p a in  

Tre a t m e n t  is  sym p t o m a t ic  a n d  sh o u ld  t h e re fo re  b e  co n t in u e d  fo r a n  
a p p ro p ria t e  le n g th  o f t im e . In  m a n y p a t ie n t s , t h e ra p y m a y b e  n e e d e d  fo r 
se ve ra l ye a rs . Re g u la r re a sse ssm e n t  is  re co m m e n d e d  t o  co n firm  t h a t  
co n t in u a t io n  o f t h e  t re a t m e n t  re m a in s  a p p ro p ria t e  fo r t h e  p a t ie n t . 

P ro p h yla c t ic  t re a t m e n t  o f ch ro n ic  t e n sio n  t yp e  h e a d a ch e  a n d  
p ro p h yla c t ic  t re a t m e n t  o f m ig ra in e  in  a d u lt s  

Tre a t m e n t  m u st  b e  co n t in u e d  fo r a n  a p p ro p ria t e  le n g t h  o f t im e . Re g u la r 
re a sse ssm e n t  is  re c o m m e n d e d  t o  co n firm  t h a t  co n t in u a t ion  o f t h e  
t re a t m e n t  re m a in s  a p p ro p ria t e  fo r t h e  p a t ie n t . 

No c t u rn a l e n u re sis  

P a e d ia t ric  p o p u la t io n  

Th e  re co m m e n d e d  d o se s  fo r: 

• ch ild re n  a g e d  6  t o  10  ye a rs : 10  m g  – 20  m g . A su it a b le  d o sa g e  fo rm  sh o u ld  
b e  u se d  fo r t h is  a g e  g ro u p . 

• ch ild re n  a g e d  11 ye a rs  a n d  a b o ve : 25 m g  – 50  m g  d a ily Th e  d o se  sh o u ld  b e  
in c re a se d  g ra d u a lly. 

Do se  t o  b e  a d m in is t e re d  1-1½  h o u rs  b e fo re  b e d t im e . 

An  ECG sh o u ld  b e  p e rfo rm e d  p rio r t o  in it ia t in g  t h e ra p y w it h  a m it rip t ylin e  
t o  e xc lu d e  lo n g  QT syn d ro m e . 

Du ra t io n  o f t re a t m e n t  

Th e  m a xim u m  p e rio d  o f t re a t m e n t  co u rse  sh o u ld  n o t  e xce e d  3 m o n t h s . 

If re p e a t e d  co u rse s  o f a m it rip t ylin e  a re  n e e d e d , a  m e d ica l re vie w  sh o u ld  
b e  co n d u c t e d  e ve ry 3 m o n t h s . 

W h e n  s t o p p in g  t re a t m e n t , a m it rip t ylin e  sh o u ld  b e  w it h d ra w n  g ra d u a lly. 

Sp e c ia l p o p u la t io n s 

Re d u c e d  re n a l fu n c t io n  

Th is  m e d ic in a l p ro d u c t  ca n  b e  g ive n  in  u su a l d o se s  t o  p a t ie n t s  w it h  re n a l 
fa ilu re . 

Re d u c e d  live r fu n c t io n  

Ca re fu l d o sin g  a n d , if p o ssib le , a  se ru m  le ve l d e t e rm in a t io n  is  a d visa b le . 

Cyt o ch ro m e  P 4 50  in h ib ito rs  o f CYP 2D6 



De p e n d in g  o n  in d ivid u a l p a t ie n t  re sp o n se , a  lo w e r d o se  o f a m it rip t ylin e  
sh o u ld  b e  co n sid e re d  if a  s t ro n g  CYP 2D6 in h ib ito r (e .g . b u p ro p io n , 
q u in id in e , flu o xe t in e , p a ro xe t in e ) is  a d d e d  t o  a m it rip t ylin e  t re a t m e n t  (se e  
se c t io n  4 .5). 

Kn o w n  p o o r m e t a b o lise rs  o f CYP 2D6 o r CYP 2C19 

Th e se  p a t ie n t s  m a y h a ve  h ig h e r p la sm a  co n ce n t ra t io n s  o f a m it rip t ylin e  
a n d  it s  a c t ive  m e t a b o lit e  n o rt rip t ylin e . Co n sid e r a  50 % re d u c t io n  o f t h e  
re co m m e n d e d  s t a rt in g  d o se . 

Me t h o d  o f a d m in is t ra t io n  

Fo r o ra l a d m in is t ra t io n . 

Th e  t a b le t s  sh o u ld  b e  sw a llo w e d  w it h  w a t e r. 

Disco n t in u a t io n  o f t re a t m e n t  

W h e n  s t o p p in g  t h e ra p y, t h e  d ru g  sh o u ld  b e  g ra d u a lly w it h d ra w n  o ve r 
se ve ra l w e e ks. 

4 .3 Co n t ra in d ic a t io n s  
Hyp e rse n sit ivit y t o  t h e  a c t ive  su b st a n ce  o r t o  a n y o f t h e  e xc ip ie n t s  lis t e d  in  
se c t io n  6 .1. 

Re ce n t  m yo ca rd ia l in fa rc t io n . An y d e g re e  o f h e a rt  b lo ck o r d iso rd e rs  o f 
ca rd ia c  rh yt h m  a n d  co ro n a ry a rt e ry in su ffic ie n cy. 

Co n co m it a n t  t re a tm e n t  w it h  MAOIs (m o n o a m in e  o xid a se  in h ib it o rs) is  
co n t ra - in d ica t e d  (se e  se c t io n  4 .5). Sim u lt a n e o u s a d m in is t ra t io n  o f 
a m it rip t ylin e  a n d  MAOIs m a y ca u se  se ro t o n in  syn d ro m e  (a  co m b in a t ion  o f 
sym p t o m s, p o ssib ly in c lu d in g  a g it a t ion , co n fu sio n , t re m o r, m yo c lo n u s a n d  
h yp e rt h e rm ia ). 

Tre a t m e n t  w it h  a m it rip t ylin e  m a y b e  in st it u t e d  14  d a ys a ft e r 
d isco n t in u a t io n  o f irre ve rs ib le  n o n -se le c t ive  MAOIs a n d  m in im u m  o n e  d a y 
a ft e r d isco n t in u a t ion  o f t h e  re ve rs ib le  m o c lo b e m id e . Tre a t m e n t  w it h  
MAOIs m a y b e  in t rod u ce d  14  d a ys a ft e r d isco n t in u a t io n  o f a m it rip t ylin e . 

Se ve re  live r d ise a se . 

In  ch ild re n  u n d e r 6  ye a rs  o f a g e . 

4 .4  Sp e c ia l w a rn in g s a n d  p re ca u t io n s  fo r u se  
Ca rd ia c  a rrh yt h m ia s  a n d  se ve re  h yp o t e n sio n  a re  like ly t o  o cc u r w it h  h ig h  
d o sa g e . Th e y m a y a lso  o ccu r in  p a t ie n t s  w it h  p re -e xis t in g  h e a rt  d ise a se  
t a kin g  n o rm a l d o sa g e . 

QT in t e rva l p ro lo n g a t io n  

Ca se s  o f QT in t e rva l p ro lo n g a t ion  a n d  a rrh yt h m ia  h a ve  b e e n  re p o rt e d  
d u rin g  t h e  p o st -m a rke t in g  p e rio d . Ca u t io n  is  a d vise d  in  p a t ie n t s  w it h  
s ig n ifica n t  b ra d yca rd ia , in  p a t ie n t s  w it h  u n co m p e n sa t e d  h e a rt  fa ilu re , o r in  
p a t ie n t s  co n cu rre n t ly t a kin g  QT-p ro lo n g in g  d ru g s. Ele c t ro lyt e  



d is t u rb a n ce s  (h yp o ka la e m ia , h yp e rka la e m ia , h yp o m a g n e sa e m ia ) a re  
kn o w n  t o  b e  co n d it io n s  in c re a sin g  t h e  p ro a rrh yt h m ic  risk. 

An a e st h e t ic s  g ive n  d u rin g  t ri/t e t ra cyc lic  a n t id e p re ssa n t  t h e ra p y m a y 
in c re a se  t h e  risk o f a rrh yt h m ia s  a n d  h yp o t e n sion . If p o ssib le , d isco n t in u e  
t h is  m e d ic in a l p ro d u c t  se ve ra l d a ys b e fo re  su rg e ry; if e m e rg e n cy su rg e ry is  
u n a vo id a b le , t h e  a n a e st h e t is t  sh o u ld  b e  in fo rm e d  t h a t  t h e  p a t ie n t  is  b e in g  
so  t re a t e d . 

Gre a t  ca re  is  n e ce ssa ry if a m it rip t ylin e  is  a d m in is t e re d  t o  h yp e rt h yro id  
p a t ie n t s  o r t o  t h o se  re ce ivin g  t h yro id  m e d ica t io n , s in ce  ca rd ia c  
a rrh yt h m ia s  m a y d e ve lo p . 

Eld e rly p a t ie n t s  a re  p a rt icu la rly su sce p t ib le  t o  o rt h o st a t ic  h yp o t e n sion . 

Th is  m e d ica l p ro d u c t  sh o u ld  b e  u se d  w it h  ca u t io n  in  p a t ie n t s  w it h  
co n vu ls ive  d iso rd e rs , u rin a ry re t e n t io n , p ro st a t ic  h yp e rt ro p h y, 
h yp e rt h yro id ism , p a ra n o id  sym p t o m a t o lo g y a n d  a d va n ce d  h e p a t ic  o r 
ca rd io va scu la r d ise a se , p ylo ru s  s t e n o sis  a n d  p a ra lyt ic  ile u s . 

In  p a t ie n t s  w ith  t h e  ra re  co n d it io n  o f sh a llo w  a n t e rio r ch a m b e r a n d  n a rro w  
ch a m b e r a n g le , a t t a cks  o f a cu t e  g la u co m a  d u e  t o  d ila t io n  o f t h e  p u p il m a y 
b e  p ro vo ke d . 

Su ic id e /su ic id a l t h ou g h t s 

De p re ssio n  is  a sso c ia t e d  w it h  a n  in c re a se d  risk o f su ic id a l t h o u g h t s , se lf-
h a rm  a n d  su ic id e  (su ic id e -re la t e d  e ve n t s). Th is  risk p e rs is t s  u n t il s ig n ifica n t  
re m issio n  o ccu rs . As im p ro ve m e n t  m a y n o t  o ccu r d u rin g  t h e  firs t  fe w  
w e e ks o r m o re  o f t re a t m e n t , p a t ie n t s  sh o u ld  b e  c lo se ly m o n it o re d  u n t il 
su ch  im p ro ve m e n t  o ccu rs . It  is  g e n e ra l c lin ica l e xp e rie n ce  t h a t  t h e  risk o f 
su ic id e  m a y in c re a se  in  t h e  e a rly s t a g e s  o f re co ve ry. P a t ie n t s  w it h  a  h is t o ry 
o f su ic id e - re la t e d  e ve n t s , o r t h o se  e xh ib it in g  a  s ig n ifica n t  d e g re e  o f 
su ic id a l id e a t io n  p rio r t o  co m m e n ce m e n t  o f t re a t m e n t , a re  kn o w n  t o  b e  a t  
g re a t e r risk o f su ic id a l t h o u g h t s  o r su ic id e  a t t e m p t s  a n d  sh o u ld  re ce ive  
ca re fu l m o n it o rin g  d u rin g  t re a t m e n t . A m e t a -a n a lysis  o f p la ce b o - 
co n t ro lle d  c lin ica l t ria ls  o f a n t id e p re ssa n t  d ru g s in  a d u lt  p a t ie n t s  w it h  
p sych ia t ric  d iso rd e rs  sh o w e d  a n  in c re a se d  risk o f su ic id a l b e h a vio u r w it h  
a n t id e p re ssa n t s  com p a re d  t o  p la ce b o  in  p a t ie n t s  le ss  t h a n  25 ye a rs  o ld . 

Clo se  su p e rvis io n  o f p a t ie n t s  a n d  in  p a rt icu la r t h o se  a t  h ig h  risk sh o u ld  
a cco m p a n y d ru g  t h e ra p y e sp e c ia lly in  e a rly t re a t m e n t  a n d  fo llo w in g  d o se  
ch a n g e s. P a t ie n t s  (a n d  ca re g ive rs  o f p a t ie n t s) sh o u ld  b e  a le rt e d  a b o u t  t h e  
n e e d  t o  m o n it o r fo r a n y c lin ica l w o rse n in g , su ic id a l b e h a vio u r o r t h o u g h t s  
a n d  u n u su a l ch a n g e s in  b e h a vio u r a n d  t o  se e k m e d ica l a d vice  
im m e d ia t e ly if t h e se  sym p t o m s p re se n t . 

In  m a n ic -d e p re ssive s , a  sh ift  t o w a rd s t h e  m a n ic  p h a se  m a y o ccu r; sh o u ld  
t h e  p a t ie n t  e n t e r a  m a n ic  p h a se  a m it rip t ylin e  sh o u ld  b e  d isco n t in u e d . 

As d e sc rib e d  fo r o t h e r p sych o t ro p ics , a m it rip t ylin e  m a y m o d ify in su lin  a n d  
g lu co se  re sp o n se s  c a llin g  fo r a d ju st m e n t  o f t h e  a n t id ia b e t ic  t h e ra p y in  



d ia b e t ic  p a t ie n t s ; in  a d d it ion , t h e  d e p re ssive  illn e ss  it se lf m a y a ffe c t  
p a t ie n t s ' g lu co se  b a la n ce . 

Hyp e rp yre xia  h a s  b e e n  re p o rt e d  w it h  t ricyc lic  a n t id e p re ssa n t s  w h e n  
a d m in is t e re d  w it h  a n t ich o lin e rg ic  o r w ith  n e u ro le p t ic  m e d ic a t io n s , 
e sp e c ia lly in  h o t  w e a t h e r. 

Aft e r p ro lo n g e d  a d m in is t ra t io n , a b ru p t  ce ssa t io n  o f t h e ra p y m a y p ro d u ce  
w it h d ra w a l sym p tom s su ch  a s  h e a d a ch e , m a la ise , in so m n ia  a n d  irrit a b ilit y. 

Am it rip t ylin e  sh o u ld  b e  u se d  w it h  ca u t io n  in  p a t ie n t s  re ce ivin g  SSRIs (se e  
se c t io n s  4 .2 a n d  4 .5). 

No c t u rn a l e n u re sis  

An  ECG sh o u ld  b e  p e rfo rm e d  p rio r t o  in it ia t in g  t h e ra p y w it h  a m it rip t ylin e  
t o  e xc lu d e  lo n g  QT syn d ro m e . Am it rip t ylin e  fo r e n u re sis  sh o u ld  n o t  b e  
co m b in e d  w it h  a n  a n t ich o lin e rg ic  d ru g . Su ic id a l t h o u g h t s  a n d  b e h a vio u rs  
m a y a lso  d e ve lo p  d u rin g  e a rly t re a t m e n t  w it h  a n t id e p re ssa n t s  fo r 
d iso rd e rs  o t h e r t h a n  d e p re ssio n ; t h e  sa m e  p re ca u t io n s  o b se rve d  w h e n  
t re a t in g  p a t ie n t s  w it h  d e p re ssio n  sh o u ld  t h e re fo re  b e  fo llo w e d  w h e n  
t re a t in g  p a t ie n t s  w it h  e n u re sis . 

Se ro t o n in  syn d ro m e  

Co n co m it a n t  a d m in is t ra t ion  o f Am it rip tylin e  t a b le t s  a n d  b u p re n o rp h in e  o r 
b u p re n o rp h in e /n a loxo n e  m a y re su lt  in  se ro t o n in  syn d ro m e , a  p o t e n t ia lly 
life -t h re a t e n in g  co n d it io n  (se e  se c t io n  4 .5). 

If co n co m it a n t  t re a tm e n t  w it h  o th e r se ro t o n e rg ic  a g e n t s  is  c lin ica lly 
w a rra n t e d , ca re fu l o b se rva t io n  o f t h e  p a t ie n t  is  a d vise d , p a rt icu la rly d u rin g  
t re a t m e n t  in it ia t io n  a n d  d o se  in c re a se s . 

Sym p t o m s o f se ro ton in  syn d ro m e  m a y in c lu d e  m e n t a l-s t a t u s  ch a n g e s, 
a u t o n o m ic  in st a b ilit y, n e u ro m u sc u la r a b n o rm a lit ie s , a n d /o r 
g a st ro in t e s t in a l sym p t o m s. 

If se ro t o n in  syn d rom e  is  su sp e c t e d , a  d o se  re d u c t io n  o r d isco n t in u a t io n  o f 
t h e ra p y sh o u ld  b e  co n sid e re d  d e p e n d in g  o n  t h e  se ve rit y o f t h e  sym p t o m s. 

Se ve re  cu t a n e o u s re a c t io n s 

Se ve re  cu t a n e o u s a d ve rse  re a c t io n s  (SCARs) in c lu d in g  d ru g  re a c t io n  w it h  
e o sin o p h ilia  a n d  syst e m ic  sym p t o m s (DRESS), w h ich  ca n  b e  life -
t h re a t e n in g  o r fa t a l, h a ve  b e e n  re p o rt e d  in  a sso c ia t ion  w it h  a m it rip t ylin e  
t re a t m e n t . Mo st  o f t h e se  re a c t io n s  o ccu rre d  w it h in  2 t o  6  w e e ks. 

At  t h e  t im e  o f p re sc rip t io n  p a t ie n t s  sh ou ld  b e  a d vise d  o f t h e  s ig n s  a n d  
sym p t o m s a n d  m o n it o re d  c lo se ly fo r cu t a n e o u s re a c t io n s . 

If s ig n s  a n d  sym p t om s su g g e st ive  o f t h e se  re a c t io n s  a p p e a r, a m it rip t ylin e  
t a b le t s  sh o u ld  b e  w it h d ra w n  im m e d ia t e ly, t re a t m e n t  w it h  a m it rip t ylin e  
t a b le t s  m u st  n o t  b e  re s t a rt e d  in  t h is  p a t ie n t  a t  a n y t im e  a n d , a n  a lt e rn a t ive  
t re a t m e n t  sh o u ld  b e  co n sid e re d  (a s  a p p ro p ria t e ). 



P a e d ia t ric  p o p u la t ion  

Lo n g -t e rm  sa fe t y d a t a  in  ch ild re n  a n d  a d o le sce n t s  co n ce rn in g  g ro w t h , 
m a t u ra t io n  a n d  co g n it ive  a n d  b e h a vio u ra l d e ve lo p m e n t  a re  n o t  a va ila b le  
(se e  se c t io n  4 .2). 

Am it rip t ylin e  t a b le t s  co n t a in s  La c t o se  

P a t ie n t s  w ith  ra re  h e re d it a ry p ro b le m s o f g a la c t o se  in to le ra n ce , t o t a l 
la c t a se  d e fic ie n cy o r g lu co se -g a la c t o se  m a la b so rp t ion  sh o u ld  n o t  t a ke  t h is  
m e d ic in e . 

In fo rm a t io n  on  so d iu m  co n t e n t  

Th is  m e d ic in e  co n t a in s  le ss  t h a n  1 m m o l so d iu m  (23 m g ) p e r t a b le t , i.e . is  
e sse n t ia lly 'so d iu m -fre e '. 

4 .5 In t e ra c t io n  w it h  o t h e r  m e d ic in a l p ro d u c t s  a n d  o t h e r  fo rm s  o f 
in t e ra c t io n  
P o t e n t ia l fo r a m it rip t ylin e  t o  a ffe c t  o t h e r m e d ic in a l p ro d u c t s  

Co n t ra in d ica t e d  co m b in a t ion s 

MAOIs (n on -se le c t ive  a s  w e ll a s  se le c t ive  A (m o c lo b e m id e ) a n d  B 
(se le g ilin e )) 

- risk o f “se ro t o n in  syn d ro m e ” (se e  se c t io n  4 .3). 

Co m b in a t io n s  t h a t  a re  n o t  re co m m e n d e d  

Sym p a t h o m im e t ic  a g e n t s : Am it rip t ylin e  m a y p o t e n t ia t e  t h e  
ca rd io va scu la r e ffe c t s  o f a d re n a lin e , e p h e d rin e , iso p re n a lin e , 
n o ra d re n a lin e , p h e n yle p h rin e , a n d  p h e n ylp ro p a n o la m in e  (e .g . a s  
co n t a in e d  in  lo ca l a n d  g e n e ra l a n a e st h e t ic s  a n d  n a sa l d e co n g e st a n t s). 

Ad re n e rg ic  n e u ro n e  b lo cke rs : Tric yc lic  a n t id e p re ssa n t s  m a y co u n t e ra c t  t h e  
a n t ih yp e rt e n sive  e ffe c t s  o f ce n t ra lly a c t in g  a n t ih yp e rt e n sive s  su ch  a s  
g u a n e t h id in e , b e t a n id in e , re se rp in e , c lo n id in e  a n d  m e t h yld o p a . It  is  
a d visa b le  t o  re vie w  a ll a n t ih yp e rt e n sive  t h e ra p y d u rin g  t re a tm e n t  w it h  
t ricyc lic  a n t id e p re ssa n t s . 

An t ich o lin e rg ic  a g e n t s : Tricyc lic  a n t id e p re ssa n t s  m a y p o t e n t ia t e  t h e  
e ffe c t s  o f t h e se  d ru g s o n  t h e  e ye , ce n t ra l n e rvo u s syst e m , b o w e l a n d  
b la d d e r; co n co m it a n t  u se  o f t h e se  sh o u ld  b e  a vo id e d  d u e  t o  a n  in c re a se d  
risk o f p a ra lyt ic  ile u s , h yp e rp yre xia , e t c . 

Dru g s w h ich  p ro lon g  t h e  QT-in t e rva l in c lu d in g  a n t ia rrh yth m ics  su ch  a s  
q u in id in e , t h e  a n t ih is t a m in e s  a s t e m izo le  a n d  t e rfe n a d in e , so m e  
a n t ip sych o t ics  (n o t a b ly p im o zid e  a n d  se rt in d o le ), c isa p rid e , h a lo fa n t rin e , 
a n d  so t a lo l, m a y in c re a se  t h e  like lih o o d  o f ve n t ricu la r a rrh yt h m ia s  w h e n  
t a ke n  w it h  t ricyc lic  a n t id e p re ssa n t s . 

Use  ca u t io n  w h e n  u sin g  a m it rip t ylin e  a n d  m e t h a d o n e  co n co m it a n t ly d u e  
t o  a  p o t e n t ia l fo r a d d it ive  e ffe c t s  o n  t h e  QT in t e rva l a n d  in c re a se d  risk o f 
se rio u s  ca rd io va scu la r e ffe c t s . 



Ca u t io n  is  a lso  a d vise d  fo r co -a d m in is t ra t io n  o f a m it rip t ylin e  a n d  d iu re t ic s  
in d u c in g  h yp o ka la e m ia  (e .g . fu ro se m id e ) 

Th io rid a zin e : Co -a d m in is t ra t io n  o f a m it rip t ylin e  a n d  t h io rid a zin e  (CYP 2D6 
su b st ra t e ) sh o u ld  b e  a vo id e d  d u e  t o  in h ib it ion  o f t h io rid a zin e  m e t a b o lism  
a n d  co n se q u e n t ly in c re a se d  risk o f ca rd ia c  s id e  e ffe c t s  

Tra m a d o l: Co n co m it a n t  u se  o f t ra m a d o l (a  CYP 2D6 su b st ra t e ) a n d  t ricyc lic  
a n t id e p re ssa n t s  (TCAs), su ch  a s  a m it rip tylin e  in c re a se s  t h e  risk fo r se izu re s  
a n d  se ro t o n in  syn d ro m e . Ad d it io n a lly, t h is  co m b in a t io n  ca n  in h ib it  t h e  
m e t a b o lism  o f t ra m a d o l t o  t h e  a c t ive  m e t a b o lit e  a n d  t h e re b y in c re a sin g  
t ra m a d o l co n ce n t ra t io n s  p o t e n t ia lly ca u sin g  o p io id  t o xic it y. 

An t ifu n g a ls  su ch  a s  flu co n a zo le  a n d  t e rb in a fin e  in c re a se  se ru m  
co n ce n t ra t io n s  o f t ricyc lic s  a n d  a cco m p a n yin g  t o xic it y. Syn co p e  a n d  
t o rsa d e  d e  p o in t e s  h a ve  o ccu rre d . 

Am it rip t ylin e  t a b le t s  sh o u ld  b e  u se d  ca u t io u sly w h e n  co -a d m in is t e re d  
w it h : 

CNS d e p re ssa n t s : Am it rip t ylin e  m a y e n h a n ce  t h e  se d a t ive  e ffe c t s  o f 
a lco h o l, b a rb it u ra t e s  a n d  o t h e r CNS d e p re ssa n t s . 

• Se ro t on e rg ic  m e d ic in a l p ro d u c t s , su ch  a s  MAO in h ib it o rs , se le c t ive  
se ro t o n in  re -u p t a ke  in h ib ito rs  (SSRIs), se ro t o n in  n o re p in e p h rin e  re -u p t a ke  
in h ib ito rs  (SNRIs) o r t ricyc lic  a n t id e p re ssa n t s  a s  t h e  risk o f se ro t o n in  
syn d ro m e , a  p o t e n t ia lly life -t h re a t e n in g  co n d it ion , is  in c re a se d  (se e  se c t io n  
4 .4 ). 

• Am it rip t ylin e  t a b le t s  sh o u ld  b e  u se d  c a u t io u sly w h e n  co -a d m in is t e re d  
w it h : 

• Bu p re n o rp h in e  o r b u p re n o rp h in e /n a loxo n e  a s  t h e  risk o f se ro t o n in  
syn d ro m e , a  p o t e n t ia lly life -t h re a t e n in g  co n d it ion , is  in c re a se d  (se e  se c t io n  
4 .4 ). 

P o t e n t ia l o f o t h e r m e d ic in a l p ro d u c t s  t o  a ffe c t  a m it rip t ylin e  

Tricyc lic  a n t id e p re ssa n t s  (TCA) in c lu d in g  a m it rip t ylin e  a re  p rim a rily 
m e t a b o lise d  b y t h e  h e p a t ic  cyt o ch ro m e  P 4 50  iso zym e s CYP 2D6 a n d  
CYP 2C19, w h ich  a re  p o lym o rp h ic  in  t h e  p o p u la t ion . Ot h e r iso zym e s 
in vo lve d  in  t h e  m e t a b o lism  o f a m it rip t ylin e  a re  CYP 3A4 , CYP 1A2 a n d  
CYP 2C9. 

CYP 2D6 in h ib it o rs : Th e  CYP 2D6 iso zym e  ca n  b e  in h ib it e d  b y a  va rie t y o f 
d ru g s, e .g . n e u ro le p t ic s , se ro t o n in  re u p ta ke  in h ib it o rs , b e t a  b lo cke rs , a n d  
a n t ia rrh yt h m ics . Exa m p le s  o f s t ro n g  CYP 2D6 in h ib it o rs  in c lu d e  b u p ro p io n , 
flu o xe t in e , p a ro xe t in e  a n d  q u in id in e . Th e se  d ru g s m a y p ro d u ce  su b st a n t ia l 
d e c re a se s  in  TCA m e t a b o lism  a n d  m a rke d  in c re a se s  in  p la sm a  
co n ce n t ra t io n s . Con sid e r t o  m o n it o r TCA p la sm a  le ve ls , w h e n e ve r a  TCA is  
t o  b e  co - a d m in is t e re d  w it h  a n o th e r d ru g  kn o w n  to  b e  a  s t ro n g  in h ib ito r o f 
CYP 2D6. Do se  a d ju st m e n t  o f a m it rip t ylin e  m a y b e  n e ce ssa ry (se e  se c t io n  



4 .2). Ca u t io n  is  a d vise d  in  t h e  ca se  o f co -a d m in is t ra t io n  o f a m it rip t ylin e  
w it h  d u lo xe t in e , a  m o d e ra t e  CYP 2D6 in h ib it o r. 

O t h e r Cyt o ch ro m e  P 4 50  in h ib it o rs : Cim e t id in e , m e t h ylp h e n id a t e  a n d  
ca lc iu m - ch a n n e l b lo cke rs  (e .g . d ilt ia ze m  a n d  ve ra p a m il) m a y in c re a se  
p la sm a  le ve ls  o f t ric yc lic  a n t id e p re ssa n t s  a n d  a cco m p a n yin g  t o xic it y. 
An t ifu n g a ls  su ch  a s  flu co n a zo le  (CYP 2C9 in h ib ito r) a n d  t e rb in a fin e  
(CYP 2D6 in h ib it o r) h a ve  b e e n  o b se rve d  t o  in c re a se  se ru m  le ve ls  o f 
a m it rip t ylin e  a n d  n o rt rip t ylin e . 

Th e  CYP 3A4  a n d  CYP 1A2 iso zym e s m e t a b o lise  a m it rip t ylin e  t o  a  le sse r 
e xt e n t . Ho w e ve r, flu vo xa m in e  (s t ro n g  CYP 1A2 in h ib ito r) w a s sh o w n  t o  
in c re a se  a m it rip t ylin e  p la sm a  co n ce n t ra t io n s  a n d  t h is  co m b in a t ion  sh o u ld  
b e  a vo id e d . Clin ica lly re le va n t  in t e ra c t io n s  m a y b e  e xp e c t e d  w it h  
co n co m it a n t  u se  o f a m it rip t ylin e  a n d  s t ro n g  CYP 3A4  in h ib ito rs  su ch  a s  
ke t o co n a zo le , it ra co n a zo le  a n d  rit o n a vir. 

Tricyc lic  a n t id e p re ssa n t s  a n d  n e u ro le p t ic s  m u t u a lly in h ib it  t h e  
m e t a b o lism  o f e a ch  o t h e r; t h is  m a y le a d  t o  a  lo w e re d  co n vu ls io n  t h re sh o ld , 
a n d  se izu re s . It  m a y b e  n e ce ssa ry t o  a d ju st  t h e  d o sa g e  o f t h e se  d ru g s. 

Cyt o ch ro m e  P 4 50  in d u ce rs : Ora l co n t ra ce p t ive s , rifa m p ic in , p h e n yt o in , 
b a rb it u ra t e s , ca rb a m a ze p in e  a n d  St . Jo h n 's  W o rt  (Hyp e ricu m  
p e rfo ra t u m ) m a y in c re a se  t h e  m e t a b o lism  o f t ricyc lic  a n t id e p re ssa n t s  a n d  
re su lt  in  lo w e re d  p la sm a  le ve ls  o f t ricyc lic  a n t id e p re ssa n t s  a n d  re d u ce d  
a n t id e p re ssa n t  re sp o n se . 

In  t h e  p re se n ce  o f e t h a n o l a m it rip t ylin e  fre e  p la sm a  co n c e n t ra t io n s  a n d  
n o rt rip t ylin e  co n ce n t ra t io n s  w e re  in c re a se d . 

Am it rip t ylin e  p la sm a  co n ce n t ra t io n  ca n  b e  in c re a se d  b y so d iu m  va lp ro a t e  
a n d  va lp ro m id e . Clin ica l m o n it o rin g  is  t h e re fo re  re co m m e n d e d  

4 .6  Fe rt ilit y , p re g n a n c y a n d  la c t a t io n  
P re g n a n cy 

Lim it e d  c lin ica l d a t a  is  a va ila b le  re g a rd in g  e xp o se d  p re g n a n c ie s  fo r 
a m it rip t ylin e . An im a l s t u d ie s  h a ve  sh o w n  re p ro d u c t ive  t o xic it y (se e  se c t io n  
5.3). 

Am it rip t ylin e  is  n o t  re co m m e n d e d  d u rin g  p re g n a n cy u n le ss  c le a rly 
n e ce ssa ry a n d  o n ly a ft e r ca re fu l co n sid e ra t io n  o f t h e  risk/b e n e fit . 

Du rin g  ch ro n ic  u se  a n d  a ft e r a d m in is t ra t io n  in  t h e  fin a l w e e ks o f 
p re g n a n cy, n e o n a t a l w it h d ra w a l sym p tom s ca n  o ccu r. Th is  m a y in c lu d e  
irrit a b ilit y, h yp e rt o n ia , t re m o r, irre g u la r b re a t h in g , p oo r d rin kin g  a n d  lo u d  
c ryin g  a n d  p o ssib ly a n t ich o lin e rg ic  sym p t o m s (u rin a ry re t e n t io n , 
co n st ip a t io n ). 

Bre a st -fe e d in g  

Am it rip t ylin e  a n d  it s  m e t a b o lit e s  a re  e xc re t e d  in t o  b re a st  m ilk 
(co rre sp o n d in g  t o  0 .6  % - 1 % o f t h e  m a t e rn a l d o se ). A risk t o  t h e  su cklin g  



ch ild  ca n n o t  b e  e xc lu d e d . A d e c is io n  m u st  b e  m a d e  w h e t h e r t o  
d isco n t in u e  b re a st -fe e d in g  o r t o  d isco n t in u e /a b st a in  fro m  th e  t h e ra p y o f 
t h is  m e d ic in a l p ro d u c t  t a kin g  in to  a cco u n t  t h e  b e n e fit  o f b re a st  fe e d in g  
fo r t h e  ch ild  a n d  t h e  b e n e fit  o f t h e ra p y fo r t h e  w o m a n . 

Fe rt ilit y 

Am it rip t ylin e  re d u c e d  t h e  p re g n a n cy ra t e  in  ra t s  (se e  se c t io n  5.3). 

No  d a t a  o n  t h e  e ffe c t s  o f a m it rip t ylin e  o n  h u m a n  fe rt ilit y a re  a va ila b le . 

4 .7 Effe c t s  o n  a b ilit y  t o  d rive  a n d  u s e  m a c h in e s  
Am it rip t ylin e  is  a  se d a t ive  d ru g . 

P a t ie n t s  w h o  a re  p re sc rib e d  p sych o t ro p ic  m e d ica t io n  m a y b e  e xp e c t e d  t o  
h a ve  so m e  im p a irm e n t  in  g e n e ra l a t t e n t io n  a n d  co n ce n t ra t io n  a n d  sh o u ld  
b e  ca u t io n e d  a b o u t  t h e ir a b ilit y t o  d rive  o r o p e ra t e  m a ch in e ry. Th e se  
a d ve rse  e ffe c t s  ca n  b e  p o t e n t ia t e d  b y th e  co n co m it a n t  in t a ke  o f a lco h o l. 

4 .8  Un d e sira b le  e ffe c t s  
Am it rip t ylin e  m a y in d u ce  s id e  e ffe c t s  s im ila r t o  o t h e r t ricyc lic  
a n t id e p re ssa n t s . Som e  o f t h e  b e lo w  m e n t io n e d  s id e  e ffe c t s  e .g . h e a d a ch e , 
t re m o r, d is t u rb a n ce  in  a t t e n t ion , co n st ip a t io n  a n d  d e cre a se d  lib id o  m a y 
a lso  b e  sym p t o m s o f d e p re ssio n  a n d  u su a lly a t t e n u a t e  w h e n  t h e  
d e p re ssive  s t a t e  im p ro ve s. 

Su m m a ry o f sa fe t y p ro file : 

Se ve re  cu t a n e o u s a d ve rse  re a c t io n s  (SCARs), in c lu d in g  d ru g  re a c t io n  w it h  
e o sin o p h ilia  a n d  syst e m ic  sym p t o m s (DRESS), h a ve  b e e n  re p o rt e d  in  
a sso c ia t io n  w it h  a m it rip t ylin e  (se e  se c t io n  4 .4 ) 

In  t h e  lis t in g  b e low  t h e  fo llo w in g  co n ve n t io n  is  u se d : Me d DRA syst e m  
o rg a n  c la ss  / p re fe rre d  t e rm ; 

Ve ry co m m o n  (> 1/10 ); 

Co m m o n  (> 1/10 0 , < 1/10 ); 

Un co m m o n  (> 1/1,0 0 0 , < 1/10 0 ); 

Ra re  (> 1/10 ,0 0 0 , < 1/1,0 0 0 ); 

Ve ry ra re  (<1/10 ,0 0 0 ); 

No t  kn o w n  (ca n n o t  b e  e s t im a t e d  fro m  t h e  a va ila b le  d a t a ). 

MedDRA SOC Frequency Preferred Term 
Blood and lymphatic system 
disorders 

Rare Bone marrow depression, agranulocytosis, leucopenia, 
eosinophilia, thrombocytopenia. 

Immune system disorders Not known Anaphylaxis, angioedema. 
Uncommon Face oedema, tongue oedema. 

Metabolism and nutrition 
disorders 

Rare Decreased appetite. 



Metabolism and nutrition 
disorders 

Not known Anorexia, elevation or lowering of blood sugar levels. 

Psychiatric disorders Very common Aggression. 
Common Confusional state, libido decreased, agitation. 
Uncommon Hypomania, mania, anxiety, insomnia, nightmare. 
Rare Delirium (in elderly patients), hallucination, suicidal thoughts or 

behaviour*. 
Not known Paranoia. 

Nervous system disorders Very common Somnolence, tremor, dizziness, headache, drowsiness, speech 
disorder (dysarthria). 

Common Disturbance in attention, dysgeusia. Paresthesia, ataxia. 
Uncommon Convulsion. 
Very rare Akathisia, polyneuropathy. 
Not known Extrapyramidal disorder. 

Eye disorders Very common Accommodation disorder. 
Common Mydriasis. 
Very rare Acute glaucoma. 
Not known Dry eye 

Ear and labyrinth disorders Uncommon Tinnitus. 
Cardiac disorders Very common Palpitations, tachycardia. 

Common Atrioventricular block, bundle branch block. 
Uncommon Collapse conditions, worsening of cardiac failure. 
Rare Arrhythmia. 
Very rare Cardiomyopathies, torsades de pointes. 
Not known Hypersensitivity myocarditis. 

Vascular disorders Very common Orthostatic hypotension. 
Uncommon Hypertension. 
Not known Hyperthermia. 

Respiratory, thoracic, and 
mediastinal disorders 

Very common Congested nose. 
Very rare Allergic inflammation of the pulmonary alveoli and of the lung 

tissue, respectively (alveolitis, Löffler's syndrome). 
Gastrointestinal disorders Very common Dry mouth, constipation, nausea. 

Uncommon Diarrhoea, vomiting. 
Rare Salivary gland enlargement, ileus paralytic. 

Hepatobiliary disorders Rare Jaundice. 
Uncommon Hepatic impairment (e.g. cholestatic liver disease). 
Not known Hepatitis. 

Skin and subcutaneous tissue 
disorders 

Very common Hyperhidrosis. 
Uncommon Rash, urticaria, Exanthema. 
Rare Alopecia, photosensitivity reaction. 
Not known Drug reaction with eosinophilia and systemic symptoms 

(DRESS) 
Renal and urinary disorders Common Micturition disorders. 

Uncommon Urinary retention. 
Reproductive system and breast 
disorders 

Common Erectile dysfunction. 
Uncommon Galactorrhoea. 



Rare Gynaecomastia. 
General disorders and 
administration site conditions 

Common Fatigue, feeling thirst. 
Rare Pyrexia. 

Investigations Very common Weight increased. 
Common Electrocardiogram abnormal, electrocardiogram QT prolonged, 

electrocardiogram QRS complex prolonged, hyponatremia. 
Uncommon Intraocular pressure increased. 
Rare Weight decreased. 

Liver function test abnormal, blood alkaline phosphatase 
increased, transaminases increased. 

*Ca se  re p o rt s  o f su ic id a l t h o u g h t s  o r b e h a vio u r w e re  re p o rt e d  d u rin g  t h e  
t re a t m e n t  w it h  o r ju s t  a ft e r co n c lu sio n  o f t h e  t re a t m e n t  w it h  a m it rip t ylin e  
(se e  se c t io n  4 .4 ). 

Ep id e m io lo g ica l s t u d ie s , m a in ly co n d u c t e d  in  p a t ie n t s  50  ye a rs  o f a g e  a n d  
o ld e r, sh o w  a n  in c re a se d  risk o f b o n e  fra c t u re s  in  p a t ie n t s  re ce ivin g  SSRIs 
a n d  TCAs. Th e  m e ch a n ism  le a d in g  t o  t h is  risk is  u n kn o w n . 

4 .9  Ove rd o s e  
Sym p t o m s 

An t ich o lin e rg ic  sym p t o m s: Myd ria s is , t a ch yca rd ia , u rin a ry re t e n t io n , d ry 
m u co u s m e m b ra n e s, re d u c e d  b o w e l m o t ilit y. Co n vu ls io n s. Fe ve r. Su d d e n  
o ccu rre n c e  o f CNS d e p re ssio n . Lo w e re d  co n sc io u sn e ss  p rog re ssin g  in to  
co m a . Re sp ira t o ry d e p re ssio n . 

Ca rd ia c  sym p t o m s: Arrh yt h m ia s  (ve n t ricu la r t a ch ya rrh yt h m ia s , t o rsa d e  d e  
p o in t e s , ve n t ricu la r fib rilla t ion ). Th e  ECG ch a ra c t e ris t ica lly sh o w  p ro lo n g e d  
P R in t e rva l, w id e n in g  o f t h e  QRS-co m p le x, Q T p ro lo n g a t io n , T-w a ve  
fla t t e n in g  o r in ve rs io n , ST se g m e n t  d e p re ssio n , a n d  va ryin g  d e g re e s  o f 
h e a rt  b lo ck p ro g re ssin g  t o  ca rd ia c  s t a n d st ill. W id e n in g  o f t h e  QRS-
co m p le x u su a lly co rre la t e s  w e ll w it h  t h e  se ve rit y o f t h e  t o xic it y fo llo w in g  
a cu t e  o ve rd o se s . 

He a rt  fa ilu re , h yp o t e n sio n , ca rd io g e n ic  sh o ck. Me t a b o lic  a c id o sis , 
h yp o ka la e m ia , h yp o n a t ra e m ia . P o st -m a rke t in g  su rve illa n ce  a n d  lit e ra t u re  
re p o rt e d  ca se s  o f Bru g a d a  syn d ro m e  u n m a skin g  a n d  Bru g a d a  ECG 
p a t t e rn s  (BEP ) w it h  a m it rip t ylin e  o ve rd ose . 

In g e st io n  o f 750  m g  o r m o re  b y a n  a d u lt  m a y re su lt  in  se ve re  t o xic it y. Th e  
e ffe c t s  in  o ve rd o se  w ill b e  p o t e n t ia t e d  b y s im u lt a n e o u s in g e st io n  o f 
a lco h o l a n d  o t h e r p sych o t ro p ic . Th e re  is  co n sid e ra b ly in d ivid u a l va ria b ilit y 
in  re sp o n se  t o  o ve rd o se . Ove rd o se  w it h  a m it rip t ylin e  in  ch ild re n  co u ld  
h a ve  se rio u s  co n se q u e n ce s . Ch ild re n  a re  e sp e c ia lly su sce p t ib le  t o  co m a , 
ca rd io t o xic it y, re sp ira t o ry d e p re ssio n , se izu re s , h yp o n a t ra e m ia , le t h a rg y, 
s in u s  t a ch yca rd ia , d ro w sin e ss , n a u se a , vo m it in g  a n d  h yp e rg lyca e m ia . 

Du rin g  a w a ke n in g  p o ssib ly a g a in  con fu sio n , a g it a t io n  a n d  h a llu c in a t io n s  
a n d  a t a xia . 

Tre a t m e n t  



1. Ad m issio n  t o  h o sp it a l (in t e n sive  ca re  u n it ) if re q u ire d . Tre a t m e n t  is  
sym p t o m a t ic  a n d  su p p o rt ive . 

2. Asse ss  a n d  t re a t  ABC's  (a irw a y, b re a t h in g  a n d  c ircu la t io n ) a s  a p p ro p ria t e . 
Se cu re  a n  IV a cce ss . 

Clo se  m o n it o rin g  e ve n  in  a p p a re n t ly u n co m p lica t e d  ca se s . 

3. Exa m in e  fo r c lin ica l fe a t u re s . Ch e c k u re a  a n d  e le c t ro lyt e s  - lo o k fo r lo w  
p o t a ss iu m  a n d  m o n it o r u rin e  o u t p u t . Ch e ck a rt e ria l b lo o d  g a se s  - lo o k fo r 
a c id o sis . P e rfo rm  e le c t ro ca rd io g ra p h  - lo o k fo r QRS>0 .16  se co n d s. 

4 . Do  n o t  g ive  flu m a ze n il t o  re ve rse  b e n zo d ia ze p in e  t o xic it y in  m ixe d  
o ve rd o se s . 

5. Co n sid e r g a st ric  la va g e  o n ly if w it h in  o n e  h o u r o f a  p o t e n t ia lly fa t a l 
o ve rd o se . 

6 . Give  50  g  o f ch a rc o a l if w it h in  o n e  h o u r o f in g e st io n . 

7. P a t e n cy o f t h e  a irw a y is  m a in t a in e d  b y in t u b a t io n , w h e re  re q u ire d . 
Tre a t m e n t  in  re sp ira t o r is  a d vise d  t o  p re ve n t  a  p o ssib le  re sp ira t o ry a rre s t . 
Co n t in u o u s ECG-m o n it o rin g  o f ca rd ia c  fu n c t io n  fo r 3-5 d a ys. Tre a t m e n t  o f 
t h e  fo llo w in g  w ill b e  d e c id e d  o n  a  ca se  b y ca se  b a sis : 

 - W id e  QRS-in t e rva ls , ca rd ia c  fa ilu re  a n d  ve n t ricu la r a rrh yt h m ia s 

 - Circu la t o ry fa ilu re  

 - Hyp o t e n sio n  

 - Hyp e rt h e rm ia  

 - Co n vu ls io n s 

 - Me t a b o lic  a c id o sis . 

8 . Un re st  a n d  co n vu ls io n s m a y b e  t re a t e d  w it h  d ia ze p a m . 

9 . P a t ie n t s  w h o  d isp la y s ig n s  o f t o xic it y sh o u ld  b e  m o n it o re d  fo r a  
m in im u m  o f 12 h o u rs . 

10 . Mo n it o r fo r rh a b d o m yo lysis  if t h e  p a t ie n t  h a s  b e e n  u n co n sc io u s fo r a  
co n sid e ra b le  t im e . 

11. Sin ce  o ve rd o sa g e  is  o ft e n  d e lib e ra t e , p a t ie n t s  m a y a t t e m p t  su ic id e  b y 
o t h e r m e a n s d u rin g  t h e  re co ve ry p h a se . De a t h s  b y d e lib e ra t e  o r a cc id e n t a l 
o ve rd o sa g e  h a ve  o c cu rre d  w it h  t h is  c la ss  o f m e d ica m e n t . 

5. P h a rm a c o lo g ic a l p ro p e rt ie s  
5.1 P h a rm a co d yn a m ic  p ro p e rt ie s  
P h a rm a co t h e ra p e u t ic  g ro u p : An t id e p re ssa n t s  - No n -se le c t ive  m o n o a m in e  
re u p t a ke  in h ib it o r (t ricyc lic  a n t id e p re ssa n t ) ATC co d e : N0 6AA0 9 

Me ch a n ism  o f a c t ion  



Am it rip t ylin e  is  a  t ricyc lic  a n t id e p re ssa n t  a n d  a n  a n a lg e sic . It  h a s  m a rke d  
a n t ich o lin e rg ic  a n d  se d a t ive  p ro p e rt ie s . It  p re ve n t s  t h e  re -u p t a ke , a n d  
h e n ce  t h e  in a c t iva t io n  o f n o ra d re n a lin e  a n d  se ro t o n in  a t  n e rve  t e rm in a ls . 
Re u p t a ke  p re ve n t io n  o f t h e se  m o n o a m in e  n e u ro t ra n sm it t e rs  p o t e n t ia t e  
t h e ir a c t io n  in  t h e  b ra in . Th is  a p p e a rs  t o  b e  a sso c ia t e d  w it h  t h e  
a n t id e p re ssa n t  a c t ivit y. 

Th e  m e ch a n ism  o f a c t io n  a lso  in c lu d e s  io n -ch a n n e l b lo ckin g  e ffe c t s  o n  
so d iu m , p o t a ss iu m  a n d  NMDA ch a n n e l a t  b o t h  ce n t ra l a n d  sp in a l co rd  
le ve l. Th e  n o ra d re n a lin e , so d iu m  a n d  t h e  NMDA e ffe c t s  a re  m e ch a n ism s 
kn o w n  t o  b e  in vo lve d  in  t h e  m a in t e n a n ce  o f n e u ro p a t h ic  p a in , ch ro n ic  
t e n sio n  t yp e  h e a d a ch e  p ro p h yla xis  a n d  m ig ra in e  p ro p h yla xis . Th e  p a in -
re d u c in g  e ffe c t  o f a m it rip t ylin e  is  n o t  lin ke d  t o  it s  a n t i- d e p re ssive  
p ro p e rt ie s . 

Tricyc lic  a n t id e p re ssa n t s  p o sse ss  a ffin it y fo r m u sca rin ic  a n d  h is t a m in e  H1 
re ce p t o rs  t o  va ryin g  d e g re e s . 

Clin ica l e ffica cy a n d  sa fe t y 

Th e  e ffica c y a n d  sa fe t y o f a m it rip t ylin e  h a s  b e e n  d e m o n st ra t e d  in  
t re a t m e n t s  o f t h e  fo llo w in g  in d ica t ion s  in  a d u lt s : 

• Ma jo r De p re ssive  Diso rd e r 

• Ne u ro p a t h ic  P a in  

• Ch ro n ic  t e n sio n  t yp e  h e a d a ch e  p ro p h yla xis  

• Mig ra in e  p ro p h yla xis  

Th e  e ffica c y a n d  sa fe t y o f a m it rip t ylin e  h a s  b e e n  d e m o n st ra t e d  fo r 
t re a t m e n t s  o f n o c t u rn a l e n u re sis  in  ch ild re n  a g e d  6  ye a rs  a n d  a b o ve  (se e  
se c t io n  4 .1). 

Th e  re co m m e n d e d  d o se s  a re  p ro vid e d  in  se c t io n  4 .2. Fo r t re a t m e n t  o f 
d e p re ssio n , d o se s  o f u p  t o  20 0  m g  d a ily a n d , o cca sio n a lly, u p  t o  30 0  m g  
d a ily h a ve  b e e n  u se d  in  se ve re ly d e p re sse d  p a t ie n t s  in  h o sp it a l. 

Th e  a n t id e p re ssa n t  a n d  a n a lg e sic  e ffe c t s  u su a lly se t  in  a ft e r 2-4  w e e ks; t h e  
se d a t ive  a c t io n  is  n o t  d e la ye d . 

5.2 P h a rm a c o k in e t ic  p ro p e rt ie s  
Ab so rp t io n  

Ora l a d m in is t ra t io n  o f t h e  10  m g  a n d  25 m g  film -co a t e d  t a b le t s  re su lt s  in  
m a xim u m  se ru m  le ve ls  in  a b o u t  4  h o u rs . (t m a x = 3.8 9±1.8 7 h o u rs; ra n g e  
1.93-7.98  h o u rs). Aft e r p e ro ra l a d m in is t ra t io n  o f 50  m g  t h e  m e a n  Cm a x = 
30 .95±9.61 n g /m l; ra n g e  10 .8 5-4 5.70  n g /m l (111.57±34 .64  n m o l/l; ra n g e  39 .0 6-
164 .52 n m o l/l). Th e  m e a n  a b so lu t e  o ra l b io a va ila b ilit y is  53% (Fa b s = 
0 .527±0 .123; ra n g e  0 .219-0 .756). 

Aft e r o ra l a d m in is t ra t io n  o f 50  m g  film -co a t e d  t a b le t s , a m it rip t ylin e  is  
a b so rb e d  s lo w ly, b u t  co m p le t e ly. Du e  t o  t h e  o ft e n -d e la ye d  g a st ro in t e st in a l 



t ra c t  p a ssa g e  m a xim u m  p la sm a  co n ce n t ra t ion s  a re  re a ch e d  a ft e r 1 t o  5 (-8 ) 
h o u rs . Th e  syst e m ic  b io a va ila b ilit y is  a b ou t  50 % o f t h e  in t ra ve n o u s 
in je c t io n . 

Dis t rib u t io n  

Th e  a p p a re n t  vo lu m e  o f d is t rib u t io n  (Vd ) β e s t im a t e d  a ft e r in t ra ve n o u s 
a d m in is t ra t io n  is  1221 L ± 28 0  L; ra n g e : 769-170 2 L (16  ± 3 L / kg ). 

Th e  p la sm a  p ro t e in  b in d in g  is  a b o u t  95%. 

Am it rip t ylin e  a n d  it s  m a in  m e t a b o lit e , n o rt rip t ylin e , p a ss  a c ro ss  t h e  
p la ce n t a l b a rrie r. 

In  n u rs in g  m o t h e rs , a m it rip t ylin e  a n d  n o rt rip t ylin e  a re  e xcre t e d  in  sm a ll 
a m o u n t s  w it h  t h e  b re a st  m ilk. Th e  ra t io  o f m ilk co n ce n t ra t ion /p la sm a  
co n ce n t ra t io n  in  w om e n  is  a ro u n d  1:1. Th e  e s t im a t e d  d a ily e xp o su re  in  
in fa n t s  (a m it rip t ylin e  + n o rt rip t ylin e ) a ve ra g e s  2% o f t h e  co rre sp o n d in g  
m a t e rn a l w e ig h t  re la t e d  d o se s  o f a m it rip t ylin e  (in  m g /kg ) (se e  se c t io n  4 .6). 

Bio t ra n sfo rm a t io n  

In  vit ro  t h e  m e t a b o lism  o f a m it rip t ylin e  p ro ce e d s m a in ly b y d e m e t h yla t io n  
(CYP 2C19, CYP 3A4 ) a n d  h yd ro xyla t io n  (CYP 2D6) fo llo w e d  b y co n ju g a t io n  
w it h  g lu cu ro n ic  a c id . O t h e r iso zym e s in vo lve d  a re  CYP 1A2 a n d  CYP 2C9. 

Th e  m e t a b o lism  is  su b je c t  t o  g e n e t ic  p o lym o rp h ism . Th e  m a in  a c t ive  
m e t a b o lit e  is  t h e  se co n d a ry a m in e , n o rt rip t ylin e . 

No rt rip t ylin e  is  a  m ore  p o t e n t  in h ib it o r o f n o ra d re n a lin e  t h a n  o f se ro t o n in  
u p t a ke , w h ile  a m it rip t ylin e  in h ib it s  t h e  u p t a ke  o f n o ra d re n a lin e  a n d  
se ro t o n in  e q u a lly w e ll. O t h e r m e t a b o lit e s  su ch  a s  c is- a n d  t ra n s-10 -
h yd ro xya m it rip t ylin e  a n d  c is- a n d  t ra n s-10 -h yd ro xyn o rt rip t ylin e  h a ve  t h e  
sa m e  p ro file  a s  n o rt rip t ylin e  b u t  is  co n sid e ra b ly w e a ke r. 
De m e t h yln o rt rip t ylin e  a n d  a m it rip t ylin e  N o xid e  a re  o n ly p re se n t  in  
p la sm a  in  m in u t e  a m o u n t s ; t h e  la t t e r is  a lm o st  in a c t ive . All t h e  m e t a b o lit e s  
a re  le ss  a n t ich o lin e rg ic  t h a n  a m it rip t ylin e  a n d  n o rt rip t ylin e . In  p la sm a  t h e  
a m o u n t  o f t o t a l 10 -h yd ro xyn o rt rip t ylin e  d o m in a t e s  b u t  m o st  o f t h e  
m e t a b o lit e s  a re  co n ju g a t e d . 

Elim in a t ion  

Th e  e lim in a t io n  h a lf-life  (t ½  β) a m it rip t ylin e  a ft e r p e ro ra l a d m in is t ra t io n  is  
a b o u t  25 h o u rs  (24 .65±6.31 h o u rs; ra n g e  16 .4 9-4 0 .36  h o u rs). Th e  m e a n  
syst e m ic  c le a ra n c e  (Cls) is  39 .24 ±10 .18  L/h , ra n g e  24 .53-53.73 L/h . 

Th e  e xcre t io n  p ro ce e d s m a in ly t h ro u g h  t h e  u rin e . Th e  re n a l e lim in a t io n  o f 
u n ch a n g e d  a m it rip tylin e  is  in s ig n ifica n t  (a b o u t  2%). 

St e a d y s t a t e  p la sm a  le ve ls  o f a m it rip t ylin e  + n o rt rip t ylin e  a re  re a ch e d  
w it h in  a  w e e k fo r m o st  p a t ie n t s , a n d  in  s t e a d y s t a t e  t h e  p la sm a  le ve l 
co m p rise s  a p p ro xim a t e ly e q u a l p a rt s  o f a m it rip t ylin e  a n d  n o rt rip t ylin e  
a ro u n d  t h e  c lo ck fo llo w in g  t re a t m e n t  w it h  co n ve n t ion a l t a b le t s  3 t im e s a  
d a y. 



Eld e rly p a t ie n t s 

Lo n g e r h a lf-live s  a n d  d e cre a se d  o ra l (Clo ) c le a ra n ce  va lu e s  d u e  t o  a  
re d u ce d  ra t e  o f m e t a b o lism  h a ve  b e e n  d e m o n st ra t e d  in  e ld e rly p a t ie n t s . 

Re d u c e d  h e p a t ic  fu n c t io n  

He p a t ic  im p a irm e n t  m a y re d u ce  h e p a t ic  e xt ra c t io n  re su lt in g  in  h ig h e r 
p la sm a  le ve ls  a n d  c a u t io n  sh o u ld  b e  e xe rc ise d  w h e n  d o sin g  t h e se  p a t ie n t s  
(se e  se c t io n  4 .2). 

Re d u c e d  re n a l fu n c t io n  

Re n a l fa ilu re  h a s  n o  in flu e n ce  o n  t h e  kin e t ic s . 

P o lym o rp h ism  

Th e  m e t a b o lism  is  su b je c t  t o  g e n e t ic  p o lym o rp h ism  (CYP 2D6 a n d  
CYP 2C19) (se e  Se c t io n  4 .2). 

P h a rm a co kin e t ic /p h a rm a co d yn a m ic  re la t io n sh ip  

P la sm a  co n ce n t ra t io n s  o f a m it rip t ylin e  a n d  n o rt rip t ylin e  va ry ve ry w id e ly 
b e t w e e n  in d ivid u a ls  a n d  n o  s im p le  co rre la t io n  w it h  t h e ra p e u t ic  re sp o n se  
h a s  b e e n  e s t a b lish e d . 

Th e  t h e ra p e u t ic  p la sm a  co n ce n t ra t io n  in  m a jo r d e p re ssio n  is  a ro u n d  8 0  – 
20 0  n g /m l (≈ 28 0  – 70 0  n m o l/l) (fo r a m it rip t ylin e  + n o rt rip t ylin e ). Le ve ls  
a b o ve  30 0 -4 0 0  n g /m l a re  a sso c ia t e d  w it h  in c re a se d  risk o f d is t u rb a n ce  in  
ca rd ia c  co n d u c t io n  in  t e rm s o f p ro lo n g e d  QRS-co m p le x o r AV b lo ck. 

5.3 P re c lin ic a l s a fe t y d a t a  
Am it rip t ylin e  in h ib it e d  io n  ch a n n e ls , w h ich  a re  re sp o n sib le  fo r ca rd ia c  
re p o la riza t io n  (h ERG ch a n n e ls), in  t h e  u p p e r m ic ro m o la r ra n g e  o f 
t h e ra p e u t ic  p la sm a  co n ce n t ra t io n s . Th e re fo re , a m it rip t ylin e  m a y in c re a se  
t h e  risk fo r ca rd ia c  a rrh yt h m ia  (se e  se c t io n  4 .4 ). 

Th e  g e n o t o xic  p o t e n t ia l o f a m it rip t ylin e  h a s  b e e n  in ve st ig a t e d  in  va rio u s  in  
vit ro  a n d  in  vivo  s t u d ie s . Alt h o u g h  t h e se  in ve st ig a t io n s  re ve a le d  p a rt ia lly 
co n t ra d ic t o ry re su lt s , p a rt icu la rly a  p o t e n t ia l t o  in d u ce  ch ro m o so m e  
a b e rra t io n s  ca n n o t  b e  e xc lu d e d . Lo n g -t e rm  ca rc in o g e n ic it y s t u d ie s  h a ve  
n o t  b e e n  p e rfo rm e d . 

In  re p ro d u c t ive  s t u d ie s  t e ra t o g e n ic  e ffe c t s  w e re  n o t  o b se rve d  in  m ice , ra t s , 
o r ra b b it s  w h e n  a m it rip t ylin e  w a s g ive n  o ra lly a t  d o se s  o f 2-4 0  m g /kg /d a y 
(u p  t o  13 t im e s t h e  m a xim u m  re co m m e n d e d  h u m a n  a m it rip t ylin e  d o se  o f 
150  m g /d a y o r 3 m g /kg /d a y fo r a  50 -kg  p a t ie n t ). Ho w e ve r, lit e ra t u re  d a t a  
su g g e st e d  a  risk fo r m a lfo rm a t io n s a n d  d e la ys  in  o ss ifica t ion  o f m ice , 
h a m st e rs , ra t s  a n d  ra b b it s  a t  9 -33 t im e s t h e  m a xim u m  re co m m e n d e d  
d o se . Th e re  w a s a  p o ssib le  a sso c ia t ion  w it h  a n  e ffe c t  o n  fe rt ilit y in  ra t s , 
n a m e ly a  lo w e r p re g n a n cy ra t e . Th e  re a so n  fo r t h e  e ffe c t  o n  fe rt ilit y is  
u n kn o w n . 

6 . P h a rm a c e u t ic a l p a rt ic u la rs  



6.1 Lis t  o f e xc ip ie n t s  
La c t o se  m o n o h yd ra t e  

Micro  c ryst a llin e  ce llu lo se  

Co rn  m a ize  s t a rch  

Cro sca rm e llo se  so d iu m  

Co llo id a l s ilicon  d io xid e  

Ta lc  

Ma g n e siu m  St e a ra t e  

Op a d ry II ye llo w  (8 5F9234 9) 

Hyp ro m e llo se  

Ma cro g o l 60 0 0  

Co m p o sit io n  o f Op a d ry II ye llo w  (8 5F9234 9) 

- p o lyvin yl a lco h o l-p a rt  h yd ro lyse d , 

- t it a n iu m  d io xid e  (E171), 

- m a cro g o l, 

- t a lc , 

- iro n  o xid e  ye llo w  (E172) 

6 .2 In c o m p a t ib ilit ie s  
No t  a p p lica b le . 

6 .3 Sh e lf life  
3 ye a rs  

6 .4  Sp e c ia l p re c a u t io n s  fo r  s t o ra g e  
St o re  b e lo w  30 °C a w a y fro m  su n lig h t  a n d  m o ist u re . 
6 .5 Na t u re  a n d  c o n t e n t s  o f c o n t a in e r 
Am yvil 25m g  t a b le t s  a re  a va ila b le  in  Alu /Alu  b lis t e rs 

P a ck s ize s: 10 x10  a n d  1x50 0  Blis t e rs  p a c ke d  in  a  p a p e r b o x a lo n g  w ith  p a ck 
in se rt  

6 . Sp e c ia l p re ca u t io n s  fo r d isp o sa l a n d  o t h e r h a n d lin g  
No  sp e c ia l re q u ire m e n t s  fo r d isp o sa l. 

7. Re g is t ra n t  (Ma rk e t in g  Au t h o riza t io n  Ho ld e r  a n d  Ma n u fa c t u rin g  Sit e  
Ad d re s s  

Zo lo n  He a lt h ca re  Lim it e d , Nig e ria  Lim it e d  lo ca t e d  a t  No  11 To w n  p la n n in g  
w a y Ilu p e ju  la g o s 

8 . Ma rk e t in g  Au t h o riza t io n  Nu m b e r 

A4 -50 73 

6.6



9. Da t e  o f Firs t  Au t h o riza t io n /Re n e w a l 

Firs t  a u t h o rize d  Ma y 8 , 20 21. 

10 . Ma n u fa c t u re d  By 

Em zo r P h a rm a ce u t ica l In d u st rie s  Lim it e d  lo ca t e d  a t  Flo w e rg a t e  Mixe d  
De ve lo p m e n t  Sch e m e ,Km  1 Sa g a m u /Be n in  Exp re ssw a y,Sa g a m u ,Og u n  
St a t e , Nig e ria . 
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