
CHAPTER I

1.1 R a t io n a le

A  la rge  n u m b e r o f  n e w  d rugs have been launched  in to  the  m a rke t 

c o n tin u o u s ly . E v e ry  year, 40  to  60  n e w  ch e m ica l e n titie s  (N C E s ) are b ro u g h t in to  the 

m a rke t w o r ld w id e  (A v o m , 2001). In  the  U n ite d  States d u r in g  1987 to  1993, 169 N e w  

M o le c u la r  E n tit ie s  (N M E s ) , o r  a p p ro x im a te ly  24  N M E s  p e r year, w e re  reg is te red , 

w h ile  in  the  E U , 125 N M E s  w ere  lis te d  d u r in g  1995 to  June 1999 (A b ra h a m  &  L e w is ,

2 00 0 ). In  T h a ila n d , n e w  drugs w ere  launched  in to  the  m a rk e t w ith  v a rie d  rates 

ra n g in g  fro m  38 to  51 d rags per year (P a tanaw ong , 2 00 1 ; T an tivess , J ie rapong , 

J itrakn a te e , &  et a l, 2 00 1 ; T h a i F D A , 2001 ). W ith  th is  inc rea s ing  n u m b e r o f  n ew  

d rugs, the  issue o f  p u b lic  sa fe ty  has been raised.

N e w  d ru g  sa fe ty  e v a lu a tio n  is  u s u a lly  ach ieved  th ro u g h  tw o  m echan ism s: p ré 

m a rk e tin g  a p p ro va l system  and p o s t-m a rk e tin g  su rve illa n ce  system . In  the  process o f  

p re -m a rk e tin g  a p p ro va l system , re g u la to ry  agency approves n ew  d rugs d epend ing  on  

data o f  d ru g s ’ sa fe ty  and e ff ic a c y  gathered fro m  c lin ic a l tr ia ls . W ith  lim ita t io n s  d u r in g  

p re -m a rk e tin g  process, fo r  exam p le , l im ite d  n um be r o f  sub jects e n ro lle d  in  c l in ic a l 

s tud ies, e x c lu s io n  o f  spec ia l p o p u la tio n s  in c lu d in g  p regnan t w o m e n , the  e ld e r ly  and 

c h ild re n , and lim ite d  s tu d y  tim e , p o s t-m a rk e tin g  su rve illa n ce  is thus h ig h ly  needed to 

assure sa fe ty  o f  n ew  drugs (S tro m , 1994).

In  p o s t-m a rk e tin g  sa fe ty  su rv e illa n c e  system , a v a r ie ty  o f  n e w  d ru g  sa fe ty  

m o n ito r in g  m echan ism s has been used. These in c lu d e  in te n s ive  m o n ito r in g  p rogram s 

fo r  s p e c ific  g roups o f  pa tien ts  and less in te n s ive  m on ito ring^  p ro g ram s su itab le  fo r  

n o n -s p e c ific  p a tie n t p o p u la tio n s . T he  m o s t p o p u la r sa fe ty  m o n ito r in g  m echan ism  is 

adverse d ru g  re a c tio n  Spontaneous R e p o rtin g  System  (S R S ) in  w h ic h  adverse events 

are v o lu n ta r i ly  rep o rte d  to  the T h a i F oo d  and D ru g  A d m in is tra t io n  (T h a i F D A )  b y  

h ea lth  care p ro v id e rs . In  a d d it io n  to  SRS system , an in te n s ive  m o n ito r in g  system  has 

a lso been in  p lace  in  T h a ila n d . T h is  k in d  o f  in te n s ive  m o n ito r in g  system  is w e ll



k n o w n  in  va rio u s  co un trie s , fo r  ins tance, the  p o s t-m a rk e tin g  c o m m itm e n t in  the  

U n ite d  States, the  P re s c rip t io n  E ve n t M o n ito r in g  (P E M ) in  Japan and the  U K  and the 

E a r ly  P o s t-m a rk e tin g  Phase V ig ila n c e  (E P P V ) in  Japan (C o u lte r, 2 00 2 ; H ee ley , R ile y , 

L a y to n , W ilto n ,  &  S h a k ir, 2 0 0 1 ; Japan P h arm ace u tica l M a n u fa c tu re rs  A s s o c ia tio n , 

2 00 2 ; K u b o ta , 2 00 2 ; W o r ld  H e a lth  O rg a n iz a tio n , 2002 ). W ith  so c io e co n o m ic  and
I

p o lit ic a l d iffe re n ce s , T h a ila n d  SRS system , n a m e ly  the  S a fe ty  M o n ito r in g  P ro g ram m e  

(S M P ) (T h a i F D A , 2 0 0 1 ), is  in e v ita b ly  d if fe re n t fro m  the  p ro g ram s in  those coun tries .

1.2 T h e  S a fe ty  M o n it o r in g  P ro g ra m m e  (S M P )  o f  T h a i la n d

T he  S a fe ty  M o n ito r in g  P ro g ram m e  (S M P ) is  T h a ila n d ’ s n e w  d ru g  sa fe ty  

m o n ito r in g  system . I t  w as o f f ic ia l ly  im p le m e n te d  in  1991 w ith  a purpose  o f  p ro f i l in g  

n e w  d ru g  sa fe ty  am ong  T h a i peop le  (P a tanaw ong , 2001 ). A lth o u g h  p o l i t ic a l ly  

o r ig in a te d  b y  T h a i g ove rn m e n t as a m eans to  n ego tia te  w ith  the  U n ite d  States T rade  

R epresen ta tives  (U S T R ), i t  has been an im p o rta n t m easure o f  the  c o u n try ’ s n ew  

re g u la tio n s  o n  p ha rm ace u tica ls  (K ia ty in g -A n g s u le e , 200 0 ; P a tanaw ong, 2 00 1 ; W o r ld  

H e a lth  O rg a n iz a tio n , 2000 ). T h is  S M P  system  m o n ito rs  va rio u s  n e w  d rugs  fo r  h um an  

use in c lu d in g  p ro du c ts  w ith  n ew  ch e m ica l e n tity  (N C E ), n ew  in d ic a tio n , n ew  

c o m b in a tio n  and n ew  d e liv e ry  system  (P a tanaw ong, 1995; T h a i F D A , 1999).

In  th is  S M P  system , n ew  d rugs are reg is te red  w ith  c o n d it io n a l app ro va l. T he  

d ru g  p ro d u c t packages bear the tr ia n g u la r  la b e lin g  to  show  th is  c o n d it io n a l a p p ro va l 

status. These p ro du c ts  can o n ly  be d is tr ib u te d  th ro u g h  h osp ita ls  o r  hea lthca re  fa c ilit ie s  

and used u nde r c lose  su p e rv is io n  o f  p hys ic ian s  fo r  tw o  years. R eports  o f  adverse d ru g  

reac tions  fro m  the  p ha rm a ce u tica l com pan ies  are m a n d a to ry  d u r in g  th is  2 -yea r p e r io d  

o f  sa fe ty  m o n ito r in g  (D ru g  C o n tro l D iv is io n  T h a i F D A , 200 1 ; T h a i F D A , 1999).

A t  the  end o f  sa fe ty  m o n ito r in g  p e rio d , p ha rm a ce u tica l com pan ies  can s u b m it 

the  co m p re he ns ive  s u m m a ry  repo rts  to  the  T h a i F D A . These in c lu d e  re p o rt o f  adverse 

d ru g  re a c tio n  (A D R ) , d ru g  c o n su m p tio n , and d e ta ile d  d ru g  experiences fro m  o the r 

co un trie s . D ru g  p ro d u c t w ith  no ev idence  o f  serious adverse events o r  w ith  ben e fits  

th a t o u tw e ig h  its  r isks  w i l l  rece ive  u n c o n d it io n a l app ro va l. T he  p ro d u c t is then  

a llo w e d  to  d is tr ib u te  th ro u g h  its  n o rm a l channe ls (D ru g  C o n tro l D iv is io n  T h a i F D A ,
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2001). G e ne ric  p ro d u c ts , o f  w h ic h  the  patented  o r ig in a l is  su b jec t to  sa fe ty  

m o n ito r in g , c o u ld  n o t be reg is te red  u n t i l  u n c o n d it io n a l a p p ro va l o f  the  p ro to ty p e  is  

g ranted . In  a d d it io n , these generic  p ro du c ts  need to  d em onstra te  th e ir  q u a lity  and 

e ff ic a c y  com pared  to  th e ir  co u n te rp a rt o r ig in a l p roduc ts . T h e re fo re  resu lts  o f  

b io e q u iv a le n c e  s tu d y  o f  these generic  p ro du c ts  are m a n d a to ry  (D ru g  C o n tro l D iv is io n  

T h a i F D A , 2001 ).

A f te r  m o re  th an  a decade -long  o p e ra tio n  o f  the  S M P , som e p ro b le m a tic  issues 

have arisen, fo r  exam p les , in co n s is te n t n u m b e r o f  n ew  d rugs  launched  in to  the  m a rke t 

th ro u g h  the  S M P , unequa l d u ra tio n  u nde r the  S M P  re s tr ic t io n  fo r  d if fe re n t d rugs , lo w  

p ro p o rt io n  o f  A D R  o f  n e w  d rugs u nde r the  S M P , in s u ff ic ie n t q u a lity  o f  A D R  re p o rt, 

in s u ff ic ie n t p a r t ic ip a t io n  o f  h ea lth  p ro fess iona ls  in  A D R  re p o r t in g  process, 

c o n f id e n t ia l i ty  in  n e w  d ru g  re leas ing  fro m  the  S M P , and m a rke t e x c lu s iv ity  o f  n ew  

d rugs. H o w e v e r, these issues have n o t been recogn ized  in  an o f f ic ia l  o r  sys tem atic  

m an ne r to  a dequa te ly  describe  the  genu ine  s itu a tio n  in  the  S M P . These issues are 

e labo ra ted  b e lo w .

1.2.1 In c o n s is te n t N u m b e r  o f  N e w  D ru g s  L a u n c h e d  in to  th e  M a r k e t  

th ro u g h  th e  S M P

T he  annua l average n u m b e r o f  n ew  d rugs launched  in to  T h a ila n d  m a rk e t w as 

in  a re la t iv e ly  n a rro w  range, fro m  38 to  51 drugs (P a tanaw ong , 2 00 1 ; T an tivess  et a l., 

2001 ; T h a i F D A , 2002 ). In  con tras t, a m ore  flu c tu a te d  n u m b e r o f  n e w  d rugs th ro u g h  

S M P  w as obse rved  w he re  o n ly  7 new  drugs w ere  o f f  the  S M P  re s tr ic t io n  in  the  f irs t  

year o f  S M P  im p le m e n ta tio n  (1 9 9 1 ), and so m any  as 159 in  1998 (T h a i F D A , 2002). 

T h e  n u m b e r o f  n e w  d rugs flu c tu a te d  g re a tly  betw een  1998 and 1999. T h e  reason fo r  a 

d ra m a tic  increase in  n u m b e r o f  u n c o n d it io n a l new  d ru g  a p p ro va l in  1998 w as a resu lt 

o f  the  d e c is io n  o f  the S ecre ta ry  G enera l o f  F D A  (F D A -S G ) in  accordance w ith  

pressure fro m  the in d u s try  (K ia ty in g -A n g s u le e , 2000 ). O n  the  c o n tra ry  to  the 

u n d e rs ta nd in g  th a t S M P  c o u ld  h in d e r the in f lu x  o f  im p o rte d  d rugs, i t  encourages m ore  

im p o rta tio n  o f  n ew  drugs. H o w e ve r, the flu c tu a tin g  n u m b e r o f  n ew  d rugs launched  in  

each year needs a c le a r e xp lan a tio n .
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T he  S M P  p e r io d  is expected  to  be 2 years. N on the less , the  average t im e  th a t 

n e w  d rugs w ith  c o n d it io n a l a p p ro va l c o u ld  get th ro u g h  the  S M P  p e r io d  and  rece ive  

u n c o n d it io n a l a p p ro v a l are re la t iv e ly  v a rie d  ra n g in g  fro m  1 to  6 .5 years. T h is
I

v a r ia t io n  is  v is u a lly  e v id e n t in  F ig u re  1.1 (T a n tivess  et ah, 2001 ). In  a d d it io n , i t  to o k  

a lm o s t 7 years fo r  the  f ir s t  n e w  d ru g  issued in  1991 to  re ce ive  an u n c o n d it io n a l 

a p p ro va l. T h e  standard  p e r io d  fo r  sa fe ty  m o n ito r in g  o f  n e w  d rugs  in  o th e r co un trie s  

are c o n s id e ra b ly  d if fe re n t, fro m  6 m on ths  to  3 years d ep en d in g  on  types o f  n ew  d rugs 

and sa fe ty  m o n ito r in g  system  in  in d iv id u a l co un trie s  (B N F , 200 1 ; Japan 

P h a rm ace u tica l M a n u fa c tu re rs  A s s o c ia tio n , 2002 ; K u b o ta , 2 0 0 2 ; N e w  Z ea land  

M e d ic in e s  and M e d ic a l D e v ice s  S a fe ty  A u th o r ity ,  2001). T h is  s itu a tio n  leads to  a fe w  

le g it im a te  q ues tions  in c lu d in g  “ W h a t is  th e  app ro p ria te  tim e  o f  the  S M P  p e r io d  in  

T h a ila n d ? ”  and “ A re  there  any  fac to rs  a ffe c tin g  the  S M P  p e rio d ? ”  O n ly  w ith  a 

th o ro u g h  e x p la n a tio n  to  these questions  a p ra c tic a l S M P  p e r io d  can be es tab lished  to  

best serve the  pu rpose  o f  d ru g  a c c e s s ib ility  to  safe drugs in  T h a i h e a lth  care system .

1 .2 .2  U n e q u a l  D u r a t io n  u n d e r  t h e  S M P  R e s t r ic t io n  f o r  D i f f e r e n t  D r u g s
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F ig u re  1.1 A ve ra g e  tim e  o f  n ew  d rugs w ith  c o n d it io n a l a p p ro va l in  the  S M P  

S ource : T an tivess  , T angcharoensa tien , &  K a e w p a n u ra n g s i,(2 0 0 3 )
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1.2.3  L o w  P ro p o r t io n  o f  A D R  R e p o r ts  o f  N e w  D ru g s  u n d e r  th e  S M P

A f te r  the  S M P  e s tab lish m en t in  1991, n u m b e r o f  A D R  rep o rts  o f  n e w  drugs 

s ig n if ic a n t ly  increased. T he  p ro p o rt io n  o f  A D R  repo rts  o f  n e w  d rugs  to  a ll A D R  

rep o rts  increased fro m  3 .2%  in  1996 to  10.8%  in  1998. T h e  A D R  repo rts  o f  new  

d rugs  w e re  accoun ted  fo r  a re la t iv e ly  sm a ll p o r t io n  w ith  an average ann ua l nurAber o f  

695 o r  6 .6 5 %  o f  the  to ta l n u m b e r o f  reports . T h is  p ro p o rt io n  o f  A D R  repo rts  o f  n ew  

d rugs  in  T h a ila n d  w as som ew ha t lo w  com pared  w ith  a 2 2 .4 %  rep o rte d  in  the  U n ite d  

States d u r in g  1989-1993  (F a ich , 1996). D esp ite  an increase in  n u m b e r o f  n e w  d rugs 

u nd e r the  m a rke t, A D R  repo rts  o f  these drugs has n o t increased p ro p o rt io n a lly . A  lo w  

n u m b e r o f  n e w  d ru g  A D R  reports  is d e f in ite ly  s ig n a lin g  p ro b le m s  in  the  S M P  

process. I t  h ig h ly  needs a th o ro u g h  e x p lo ra tio n  so th a t the  w h o le  s itu a tio n  can be 

c la r if ie d  and the a pp ro p ria te  s tra tegy  in  p ro f i l in g  new  d ru g  sa fe ty  can be set.

1 .2 .4  In s u f f ic ie n t  Q u a l i t y  o f  A D R  R e p o r t

In  a d d it io n  to  n u m b e r o f  A D R  re p o rt o f  n ew  d rugs su b m itte d , q u a lity  o f  the 

re p o rt is  a lso  a c ru c ia l co m p on en t o f  the S M P  success. D u r in g  1996 to  1999, the 

q u a lity  o f  A D R  rep o rts  o f  n e w  drugs w as lo w  w he re  o n ly  8 .6  %  o u t o f  2 1 ,324  A D R  

rep o rts  o f  n e w  d rugs w as fo u n d  co m p le te  and accurate  (K aew paneukrangsee , 2000).

T he  issue o f  in c o m p le te  o r  inaccura te  A D R  reports  p o s s ib ly  co n tin ue s  to  be a c ru c ia l 

fa c to r  to  d e te rm in e  q u a lity  o f  A D R  re p o rt and needs a c lo se r a tte n tio n .

1 .2.5  In s u f f ic ie n t  P a r tn e r in g  o f  H e a lth  P ro fe s s io n a ls  in  A D R  R e p o r t in g  

P rocess

T h a ila n d  has estab lished  the  Spontaneous A D R  R e p o rtin g  System  (S R S ), the 

d ru g  sa fe ty  e va lu a tio n  p ro g ra m  in  p o s t-m a rk e tin g  d ru g  su rv e illa n c e  o f  e x is t in g  drugs 

s ince  1983 (T h a i F D A , 2001). R e p o rtin g  A D R  in  th is  system  is  v o lu n ta ry . In  con tras t 

to  e x is t in g  d rugs, A D R  re p o rtin g  o f  new  d rugs d u r in g  the  S M P  p e r io d  is m anda to ry . 

H o w e v e r, in  p ra c tice , re p o rtin g  A D R  o f  n e w  d rugs has n o t been successfu l. 

H ea lthca re  p ro fess io na ls  trea t th is  re p o rtin g  s im ila r  to  th a t o f  the  v o lu n ta ry  SRS 

re p o rtin g . T he re fo re , n um be r o f  reports  e n tire ly  re lie s  on  v o lu n ta ry  co op e ra tio n



am ong  h e a lth  p ro fess io na ls  (T an tivess , T angcha roensa tien , &  K a ew p an u ra ng s i, 

2003).

O th e r ev idences e m p h a s iz in g  weaknesses in  A D R  re p o r tin g  process w ere  th a t 

as h ig h  as 7 2%  o f  h osp ita ls  in  T h a ila n d  had no  A D R  c o m m itte e , and o n ly  5 7 .6 %  o f  

h o sp ita ls  had  assigned persons resp on s ib le  fo r  re p o r tin g  the  A D R  o f  w h ip h  the  

m a jo r ity  w as p ha rm ac is ts . F u rth e rm o re , in  the  m a jo r ity  o f  h o sp ita ls , the re  w e re  no  

re g u la r m ee ting s  o f  the  A D R  c o m m itte e  (8 2 .9 % ) and no  s u m m a ry  o f  A D R  reports  

(7 1 .2 % ). A s  opposed  to  pha rm ac is ts , p hys ic ian s  and nurses to o k  a re la t iv e ly  

n e g lig ib le  p a rt in  re p o rtin g  the  A D R  (H u ta ng kab od e e , K o n g p a ta n a ko o l, 

W im o n w a ta n a p h a n , &  et a l, 2000).

A  lo w  in v o lv e m e n t in  re p o rtin g  A D R  am ong  h e a lth  p ro fe ss io n a ls  c o u ld  be 

e x p la in e d  b y  va rio u s  reasons in c lu d in g  a la ck  o f  k n o w le d g e  in  A D R  re p o r t in g  system , 

in s u ff ic ie n t f in a n c ia l su pp o rt to  the  system , less a va ila b le  t im e  to  re p o rt A D R  due to  a 

h ig h  w o rk lo a d , unaw areness o f  the  im p o rta n ce  o f  A D R  re p o r t in g  p ro b a b ly  because o f  

n o t b e in g  w e l l  in fo rm e d , la c k  o f  k n o w le d g e  am ong  persons resp on s ib le  fo r  A D R  

re p o rtin g , in s u ff ic ie n t m o tiv a t io n  to  re p o rt A D R  and no  leg a l e n fo rce m en t fo r  

re p o rtin g  (H u ta ng kab od e e  et a l., 2 00 0 ). T o  c le a r ly  d em onstra te  such p it fa l l  in  the 

A D R  re p o rtin g , f in d in g s  fro m  a s tu dy  suggested th a t a lm o s t tw o - th ird s  o f  p hys ic ian s  

(6 4 .7 % ) d id  n o t k n o w  the  ex is tence  o f  n ew  d ru g  sa fe ty  m o n ito r in g  system . A m o n g  

p hys ic ian s  w h o  stated th a t th e y  used to  detect A D R , o n ly  h a l f  (5 3 .7 % ) reco rded  the 

d e te c tio n  in  p a tie n t p ro file s  and a v e ry  sm a ll p o r t io n  o f  th em  (1 4 .3 % ) in fo rm e d  

pha rm ac is ts  o r  nurses so th a t the  A D R s  reports  c o u ld  be f i le d  (S uw ankesaw ong , 

1999). These s itu a tio n s  suggested th a t A D R  re p o rtin g  processes is  v e ry  in e ffe c tiv e  

e sp e c ia lly  at the  h o s p ita l le ve l. T he  s itu a tio n  ca lls  fo r  an im p ro v e m e n t o f  a c tio n  at 

b o th  o rg a n iz a tio n  and in d iv id u a l leve ls .

1 .2.6  C o n f id e n t ia l i t y  in  N e w  D ru g  R e le a s in g  f r o m  th é  S M P

C rite r ia  fo r  re leas ing  new  d rugs fro m  the  S M P  depend on  the  d ec is ions  o f  the 

S u b co m m itte e  on  A p p ro v a l o f  N e w  D ru g  R e g is tra tio n . C r ite r ia  fo r  re leas ing  new  

d rugs fro m  the  S M P  have neve r been ava ilab le . T he  questions  o f  w h y  d rugs tha t 

entered  the  S M P  at the  same tim e  w ere  re leased fro m  the  m o n ito r in g  at d if fe re n t tim es
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have n e ve r been answ ered c le a r ly  to  the  p u b lic . A t  p resent, a lth o u g h  som e studies 

suggested th a t there  m ig h t be p o lit ic a l pressures on  the  S M P , none  o f  the  p re v io u s  

stud ies c o u ld  id e n t ify  the  c r ite r ia  fo r  d ru g  release fro m  the  S M P  (K ia ty in g -A n g s u le e , 

2000 ; S u p a ka n ku n ti, Jan ja roen , Tangphao , &  et a l, 2001).

1 .2 .7  M a r k e t  E x c lu s iv i ty  o f  N e w  D ru g s . 1

I t  seems th a t the  S M P  has becom e a m a rke t e x c lu s iv ity  to o l fo r  som e d rugs 

e s p e c ia lly  n e w  o r ig in a l drugs. T h is  d e tr im e n ta l e ffe c t to  the  p u b lic  caused b y  the  S M P  

process c o u ld  be  e xp la in e d  b y  v e ry  fe w  studies. T an tivess  ร . et a l. (2 0 0 1 ) in d ica te d  

th a t m a r k e t  e x c lu s iv ity  o f  o r ig in a l p ro du c ts  generated b y  the  p ro v is io n s  o f  n e w  d ru g  

re g is tra tio n  led  to  4 -7  years d e la y  in  a p p ro va l o f  generic  p ro du c ts . V e ry  fe w  generic  

p ro du c ts  (11 fro m  366  p ro du c ts , o r  3 % ) w ere  app roved  d u r in g  1991 to  1999. T he  

p rices  o f  o r ig in a l p ro du c ts  w ere  n o t reduced  d u r in g  the  f ir s t  tw o  years o f  generic  

en try . A l l  generic  p rices  w ere  lo w e r than  th a t o f  th e ir  p ro to type s . T h e  fa vo ra b le  

e ffe c ts  o f  g e n e r ic  e n t r y  on  the  re d u c tio n  o f  h o s p ita ls ’ d ru g  e xpe nd itu res  and m ore  

im p o r ta n t ly  the  im p ro v e d  a c c e s s ib ility  to  d rugs have been dem onstra ted . C os t sa v in g  

re la t in g  to  s w itc h in g  to  generic  ve rs ion s  o f  n ew  drugs w as a c ru c ia l m easure o f  cost- 

co n ta in m e n t in  m o s t h osp ita ls . T h e re fo re  a de lay  in  generic  e n try  b y  m a rke t 

e x c lu s iv ity  caused b y  the  S M P  process c o u ld  a lso ha rm  w e llne ss  o f  the  p u b lic . T he  

issue o f  d ru g  m a rk e t e x c lu s iv ity  is  h ig h ly  c o m p lica te  and needs a la rge  a m o u n t o f  

t im e  and resources to  inves tiga te . D esp ite  im p o rta n ce  and u rg e n cy  o f  the  p ro b le m , the 

issue o f  m a rke t e x c lu s iv ity  w as n o t a focus in  th is  study.

A l l  these issues in  the  S M P  m e n tion ed  above need m ore  unders tand ing . 

H o w e v e r, m o s t issues e s p e c ia lly  the ones re la tin g  to  d ru g  sa fe ty  p ro f i le  w e re  sca rce ly  

s tud ied . W ith  the  a im  to  understand  the  p ro b le m s , th is  s tu d y  p e rfo rm e d  s itu a tio n a l 

ana lys is  on  the  S M P  system  and w ays the S M P  ensures sa fe ty  o f  n ew  drugs in  

T h a ila n d . D ue  to  the  d yn a m ic  and soph is tica ted  na tu re  o f  the  S M P  processes, the  

s tu d y  w as co nd uc te d  w ith  a sys tem atic  approach  u s in g  the  T o ta l Q u a lity  M an ag em en t 

(T Q M )  fra m e w o rk . T he  s truc tu re , process, and o u tco m e  m o d e l based on  the  T Q M  

w ere  used to  f i t  and e x p la in  the  en tire  S M P  system . T he  m a in  purposes o f  th is  s tudy  

w ere  n o t o n ly  to  understand  the e x is t in g  s truc tu re , process, and o u tco m e  o f  the S M P , 

b u t a lso to  trace  b ack  processes a ffe c tin g  sa fe ty  p ro f i le  and re g u la to ry  m easures o f
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n e w  d rug . T h e  u nd e rs ta n d in g  w i l l  h o p e fu lly  c o n tr ib u te  to  im p ro v in g  app ro p ria te  

so lu tio n s  fo r  an e ffe c tiv e  m anagem en t o f  the  S M P  system . T he  f r u i t f u l  in fo rm a tio n  

fro m  th is  s tu d y  w i l l  pave  the  w a y  o f  p e r fo rm in g  an e ffe c tiv e  n e w  d ru g  sa fe ty  p ro f i le  

fo r  h e a lth  system  o f  T h a ila n d  in  the  fu tu re .

1.3 R e s e a rc h  Q u e s t io n  1

H o w  e ffe c tiv e  is the  S M P  in  e nsu rin g  sa fe ty  o f  n ew  drugs in  T h a ila n d ?

1.4 G e n e ra l O b je c t iv e s

T h is  s tu d y  is  a im ed:

1.4.1 T o  p e r fo rm  s itu a tio n a l ana lys is  o f  n e w  d ru g  S a fe ty  M o n ito r in g  

P ro g ram m e  (S M P ) in  T h a ila n d .

1.4.2 T o  id e n t ify  sa fe ty  in d ic a to rs  o f  the  S M P  system.

1.5 S p e c if ic  O b je c t iv e s

1.5.1 T o  p e r fo rm  s itu a tio n a l ana lys is  o f  the  S M P  system  u s in g  the  s truc tu re , 

process, and o u tco m e  m od e l.

a) S tru c tu re  co m p o n e n t com posed  o f  p o lic y , la w , re g u la tio n  and 

g u id e lin e  re la ted  to  th e  S M P , o rg a n iza tio n s  and personne l in  T h a i F D A , d ru g  

co m p a n y  and h o s p ita l and in fo rm a tio n  system.

b ) Process co m p on en t cons is ted  o f  e va lu a tio n  process fo r  n ew  d ru g  

a p p lic a tio n  to  the  S M P , A D R  m anagem ent system  and e va lu a tio n  process fo r  

re leas ing  n e w  drugs fro m  the  S M P .

c) O u tco m e  co m p o n e n t in c lu d in g  a d m in is tra tiv e , sa fe ty  and re g u la to ry

outcom es.

1.5.2 T o  id e n t ify  sa fe ty  in d ic a to rs  o f  the  S M P  and assess the S M P  system  v ia  

these in d ica to rs .

1.5.3 T o  e labora te  process a ffe c tin g  sa fe ty  p ro fd e  and re g u la to ry  m easures o f  

new  drugs.
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9
1.6 D e f in i t io n  o f  T e rm s

1.6.1 T h e  S a fe ty  M o n it o r in g  P ro g ra m m e  (S M P )  is  an e a r ly  p o s t-m a rk e tin g  

p e r io d  o f  a n e w  d ru g  w ith  the  m a in  o b je c tiv e  to  id e n t ify  A D R  o f  n e w ly  m arke ted  

d rugs. S ince  1991, a ll n ew  d rugs are p r im a r ily  reg is te red  w i th  c o n d it io n a l app rova l. 

U n d e r th is  c o n d it io n a l a pp ro va l, d ru g  packages bear a tr ia n g u la r  la b e lin g  and ban be 

d is tr ib u te d  o n ly  th ro u g h  h osp ita ls  o r  hea lthca re  fa c ilit ie s  and used u n d e r c lose  

s u p e rv is io n  o f  p h ys ic ia n s  fo r  tw o  years. M a n d a to ry  repo rts  o f  adverse d ru g  reac tions  

fro m  the  p h a rm a ce u tica l com pan ies  are re q u ire d  d u r in g  the  2 -ye a r p e r io d  o f  sa fe ty  

m o n ito r in g . A f te r  the  end o f  sa fe ty  m o n ito r in g  p e rio d , p h a rm a ce u tica l com pan ies 

have  to  s u b m it co m p re he ns ive  su m m a ry  reports  in c lu d in g  adverse d ru g  rea c tion  

(A D R )  re p o rt o f  n e w  drugs o b ta ine d  in  T h a ila n d , d ru g  c o n s u m p tio n , and in fo rm a tio n  

o f  d ru g  expe riences fro m  o th e r co un trie s  to  the  T h a i F D A . I f  b e n e fits  o u tw e ig h  r isks , 

the  d ru g  w i l l  be g ran ted  an u n c o n d it io n a l a pp ro va l and a llo w e d  to  d is tr ib u te  th ro u g h  

its  n o rm a l channe ls  (D ru g  C o n tro l D iv is io n  T h a i F D A , 2001)

1.6.2 N e w  d ru g s  are n e w  h um an  d rugs in c lu d in g  p ro du c ts  w ith  n e w  ch e m ica l 

e n t ity  (N C E ), n e w  in d ic a tio n , n ew  c o m b in a tio n  and n ew  d e liv e ry  system , w h ic h  have 

n e ve r been a pp roved  in  T h a ila n d  b e fo re  the date o f  re g is tra tio n  su bm iss io n  

(P a tanaw ong , 1995; T h a i F D A , 1999).

1.6.3 S t ru c tu re  c o m p o n e n t o f  th e  S M P  is a co m p o n e n t in  the  S M P

com posed  o f  p o lic y , la w , re g u la tio n  and, g u id e lin e , o rg a n iza tio n s , p e rsonne l in  the 

T h a i F D A , d ru g  co m p a n y  and h osp ita l. A n d  a lso in c lu d e d  in fo rm a tio n  system  re la ted  

to  the  S M P  system .

1.6.4  P o lic y  w as any p o lic ie s  fro m  the T h a i F D A  o r the  M in is t r y  o f  P u b lic  

H e a lth  o r  p ha rm a ce u tica l co m p an y  re la tin g  to  o r  a ffec ted  b y  the  S M P  e ith e r at the 

o rg a n iz a tio n a l le v e l o r  in d iv id u a l leve l.

1 .6.5 L a w  w as any law s  am ended b y  the  T h a i F D A  o r  the  M in is t r y  o f  P u b lic  

H e a lth  re la t in g  to  o r  a ffe c ted  b y  the  S M P  e ithe r at the  o rg a n iz a tio n a l le v e l o r  the 

in d iv id u a l le ve l.



1 .6 .6  R e g u la t io n  w as any  re g u la tio n s  re la tin g  to  o r  a ffe c te d  b y  the  S M P  e ithe r 

at the  o rg a n iz a tio n a l le ve l o r  the in d iv id u a l leve l. These re g u la tio n s  m a y  o rig in a te  

fro m  the  T h a i F D A  o r  the  M in is t r y  o f  P u b lic  H e a lth  o r  p h a rm a ce u tica l com pany.

1 .6 .7  G u id e lin e  w as any  g u id e lin e s  o r m anua ls  re la t in g  to  the  p rocedures in  

the  S M P  fo r  a ll in v o lv in g  s takeho lders , fo r  e xam p le , the  T h a i F D A , pharm acfeu tica l 

co m p a n y  and h e a lth  care fa c ilit ie s .

1 .6 .8  O rg a n iz a t io n s  w e re  parties  in v o lv in g  the  S M P  process w h ic h  c o u ld  be 

c la s s if ie d  in to  3 g roups:

G ro u p  1: T h a i F D A  represented m a in ly  b y  tw o  agencies, the  N e w  

D ru g  U n it  in  the  D ru g  C o n tro l D iv is io n , and the  A d ve rse  P ro d u c t R eac tion  

M o n ito r in g  C en te r (A P R M C ) u nde r the  T e ch n ica l and P o lic y  A d m in is tra t io n  

D iv is io n .

G ro u p  2: P h a rm ace u tica l com pany, e ith e r d is tr ib u to r , m a n u fa c tu re r o r

im p o rte r.

G ro u p  3: H ea lthca re  fa c ilit ie s  in c lu d in g  h o sp ita l, m e d ic a l in s t itu t io n , 

c l in ic ,  and d rugsto re .

1 .6 .9  P e rs o n n e l w as in d iv id u a l w h o  w o rk e d  on  the  issues re la ted  to  the  S M P  

fro m  the  in v o lv in g  o rg a n iza tio n s  m e n tio n e d  as fo llo w s :

a) T h a i F D A : F D A  o ff ic e rs  b o th  p ha rm ac is t and n o n -p h a rm a c is t w h o  

p e rfo rm e d  the  a c tiv it ie s  re la ted  to  the S M P  reg a rd in g  the  n e w  d ru g  a p p lic a tio n  

process, the  sa fe ty  m o n ito r in g  p e rio d  and the re leas ing  process fro m  the  S M P .

b ) P ha rm aceu tica l com pany: pha rm ac is ts  o r  n o n -p ha rm a c is ts  w hose  

w o rk  re la ted  to  the  S M P  process in  the  D ep a rtm en t o f  R e g u la to ry  A f fa ir s  in  the 

com pany. These persons dea lt w ith  m atte rs  re la tin g  to  d ru g  re g is tra tio n  and m ig h t 

w o rk  fo r  s u m m a riz in g  sa fe ty  p ro f i le  o f  new  d ru g  d u r in g  the  S M P  p e rio d . In  some 

com pan ies , c e rta in  persons fro m  departm en t o f  R esearch and D e v e lo p m e n t w ere  

assigned to  hand le  a ll d ru g  sa fe ty  issues. In d iv id u a ls  fro m  M a rk e tin g  D ep artm en t 

w ere  also in v o lv e d  in  the S M P  in  c o lle c tin g  A D R  reports  fro m  hea lthca re  fa c ilit ie s .
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c) H ea lthca re  fa c ilit ie s : h ea lth  pe rsonne l w h o  w o rk e d  in  h o sp ita l, 

m e d ic a l in s t itu t io n , c l in ic  and d rugs to re  loca ted  in  T h a ila n d .

1 .6 .10  In fo r m a t io n  sys te m  w as a ll in fo rm a tio n  re la ted  to  the  S M P  system  

re g a rd in g  in fo rm a tio n  in  the  T h a i F D A , d ru g  com pan ies , h o sp ita ls  o r  hea lthca re  

fa c ilit ie s , academ ic. I t  a lso  in c lu d e d  in fo rm a tio n  re la ted  to  n e w  d ru g  fro m  w o r ld w id e  

and d is s e m in a tio n  o f  in fo rm a tio n  o f  n e w  d ru g  am ong  these o rg a n iza tio n s .

1.6.11 P rocess c o m p o n e n t o f  th e  S M P  re fe rre d  to  a n y  co m p on en ts  in  the 

S M P  in c lu d in g  e va lu a tio n  process fo r  n ew  d ru g  a p p lic a tio n  to  the  S M P , A D R  ( r is k )  

m anagem en t system  o f  n ew  drugs and e va lu a tio n  process fo r  re lea s ing  n e w  drugs 

fro m  the  S M P .

1 .6 .12  E v a lu a t io n  p rocess  f o r  n e w  d ru g  a p p lic a t io n  to  th e  S M P  w as the

p ro ced u re  in  e v a lu a tin g  q u a lity , e ff ic a c y  and sa fe ty  o f  n ew  d rugs a p p lie d  to  the  S M P . 

I t  a lso  in c lu d e d  com ponen ts  o f  expe rt o p in io n s  and c r ite r ia  fo r  re je c tin g  o r  a ccep ting  

fro m  the  S M P .

1 .6 .13  A D R  m a n a g e m e n t sys te m  w as a sys tem atic  app roach  to  m anage A D R  

at b o th  n a tio n a l and lo c a l leve ls . I t  w as com posed  o f  r is k  d e te c tion , r is k  assessment, 

r is k  m in im iz a t io n , and r is k  co m m u n ic a tio n .

a) A D R  d e te c tio n  w as the  p rocedure  in  d e te c tin g  A D R  o r  r is k  o f  a 

n e w ly  m a rke ted  d ru g  in  the S M P  in  an accurate  and t im e ly  m anner.

b ) A D R  assessm ent w as the p rocedure  in  assessing A D R  o f  n e w  d ru g  

to  v e r i fy  the  seriousness and ca u s a lity  o f  the  A D R .

c) A D R  m in im iz a t io n  w as the p rocedure  in  m an ag ing  o r m in im iz in g  

the A D R  to  the  p a tie n t o r  p u b lic .

d ) A D R  c o m m u n ic a t io n  w as the  p rocedure  in  d is s e m in a tin g  the 

in fo rm a tio n  re la ted  to  the A D R  to  hea lth  p ro fe ss io n a l and /o r  to  p u b lic .
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1 .6 .14  E v a lu a t io n  p rocess  f o r  re le a s in g  n e w  d ru g s  f r o m  th e  S M P  w as the

p ro ced u re  in  e va lu a tin g  sa fe ty  o f  n ew  drugs a p p lie d  fo r  re lea s ing  fro m  the  S M P . I t  

a lso  in c lu d e d  co m p on en ts  o f  expe rt o p in io n s  and c r ite r ia  fo r  re je c t in g  o r  accep ting .

1 .6 .15  O u tc o m e  c o m p o n e n t o f  th e  S M P  w as a co m p o n e n t in  the  S M P

com posed  o f  a d m in is tra tiv e , sa fe ty  and re g u la to ry  ou tcom es. t

1 .6 .16  A d m in is t r a t iv e  o u tco m e s  w ere  in d ire c t m easures to  assess the 

p e rfo rm a n ce  o f  the  a d m in is tra tiv e  o u tp u t o f  the S M P  in c lu d in g  n u m b e r and type  o f  

n ew  d rugs en tered  o r  re leased fro m  the  S M P , and average t im e  o f  n e w  d ru g  u nd e r the 

S M P  m o n ito r in g  p e rio d .

1 .6 .17  S a fe ty  o u tc o m e s  w ere  in d ire c t m easures to  assess the  p e rfo rm a n ce  o f  

the  sa fe ty  o u tcom es in  the  S M P  in c lu d in g  A D R  in c id e n ce  o f  n e w  d ru g , n u m b e r and 

q u a lity  o f  A D R  repo rts  o f  n e w  drugs, type  and seriousness o f  A D R  o f  n e w  d ru g  and 

t im e  to  de tect the  f ir s t  A D R  o f  n ew  d rug .

1 .6 .18  R e g u la to ry  o u tc o m e s  w ere  in d ire c t m easures to  assess the 

p e rfo rm a n ce  o f  re g u la to ry  o u tco m e  in  the  S M P  in c lu d in g  typ e  o f  re g u la to ry  m easures 

o r  a c tiv it ie s  re la t in g  to  sa fe ty  issues o f  new  drugs. T he re  w e re  severa l re g u la to ry  

a c tiv it ie s  fro m  T h a i F D A  such as d ru g  w ith d ra w a l, suspension , re s tr ic tio n , 

in fo rm a tio n  o r  la b e lin g  changes, and in fo rm in g  and w a rn in g  fo r  the  r is k s  to  hea lth  

p ro fe s s io n a l o r  to  p u b lic .

1 .6.19  A d v e rs e  D ru g  R e a c tio n  (A D R )  is any reac tions  o f  a d ru g  w h ic h  

n o x io u s  and un in ten de d , and w h ic h  occurs at doses used in  m an fo r  p ro p h y la x is , 

d ia gn os is , o r  th e ra p y  o f  disease, o r  fo r  the m o d if ic a t io n  o f  p h y s io lo g ic a l fu n c tio n . 

T h is  w o u ld  n o t in c lu d e  in te n tio n a l o r  acc iden ta l p o is o n in g , o r  d ru g  abuse. T h is  

d e f in it io n  exc ludes a cc iden ta l o r  d e libe ra te  excessive  d osa ge -o r m a l-a d m in is tra tio n  

(W o r ld  H e a lth  O rg a n iz a tio n , 2002).

1 .6 .20  S a fe ty  in d ic a to r  o f  th e  S M P  w as a to o l id e n t if ie d  in  th is  s tu d y  fo r  

assessing the sa fe ty  in  the S M P  system . T he  in d ica to rs  m ig h t be the issues in  any 

steps o f  the  s truc tu re  o r  process o r o u tco m e  in  the S M P  system .
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