
6 6

REFERENCES

1.  Kay A B.  Me c h a n i s m s  a n d  t r e a t m e n t  o f  a l l e r g i c  r h i n i t i s  i n
Sco 1 1 - B r o w n "ร O t o l a r y n g o l o g y  B u t t e  r w a r t  h & Co Lo n d o n  ะ 
I QS '  : 9 3 - 1 0 9 .

2.  N a l e b u f f  D . J .  A l l e r g i c  r h i n i t i s  i n  O t o l a r y n g o l o g y - H e a d  and
Nec k  S u r g e r y  Cummi ng cw Mo s b y - Y e a r  Book  B o s t o n :  1 9 9 2 :  
-  6 3 -  7 7 3 .

3.  Be r ma n  B. A.  P e r e n n i a l  a l l e r g i c  r h i n i t i s  ะ C l i n i c a l  e f f i c a c y
o f  a new a n t i h i s t a m i n e  J A l l e r g y  C l i n  I mmunol  1990:  
ร 6 ะ 1 0 0 4 - 1 0 0 S .

4.  w i h l  J . A . .  Ku n k e l  G,  M i d d l e t o n  E J .  P e r e n n i a l  r h i n i t i s  i n
A l l e r g i c  a nd  v a s o m o t o r  r h i n i t i s :  C l i n i c a l  a s p e c t s  
Myg i nd  N & Weeke  B Wo r k s h o p  a t  R i g h o s p i t a 1e t 
C o p e n h a g e n :  1985:  3 6 - 3 9 .

5.  B a n t z  EW, D o l e n  WK. C h a d w i c k  EW. N e l s o n  H S . C h r o n i c
C h l o r p h e n i r a m i n e  t h e r a p y :  s u b - s e n s i t i v i t y ,  d r u g  
m e t a b o l i s m ,  a nd  c o m p l i a n c e  A n n a l s  o f  A l l e r g y  19ร' ' ;  
5 9 : 3 4 1 - 4 5 .

6.  M e l t z e r  EO. P e r f o r m a n c e  e f f e c t s  o f  a n t i h i s t a m i n e s  J A l l e r g y
C l i n  I mmunol  1990 :  ร 6 ะ 6 1 3 - 9 .

' .  Ma ns mann  HC. A l t ma n  RA, Be r ma n  BA a t  a l .  E f f i c a c y  a n d
s a f e t y  o f  C e t i r i z i n e  t h e r a p y  i n  p e r e n n i a l  a l l e r g i c  
r h i n i t i s  A n n a l s  o f  A l l e r g y  1992 ;  68 : 3 4 8 - 5 3 .

ร.  Kemp J . P . .  B u c k l e y  C . E .  G e r s h w i n  M. E . ,  Buc hma n  E . .  C a s c i o  
F . L . ,  Buchman  E a t  a l .  M u l t i c e n t e r ,  d o u b l e  b l i n d ,  
p l a c e b o  c o n t r o l l e d  t r i a l  o f  T e r f e n a d i n e  i n  s e a s o n a l  
a l l e r g i c  r h i n i t i s  a nd  c o n j u n c t i v i t i s  A n n a l s  o f  
A l l e r g y  19S5:  54:  5 0 2 - 5 0 9 .

9 .  Wei  1e r  JM.  D o n n e l y .  C a mb e l l  BH a t  a l .  M u l t i  c e n t e r ,  d o u b l e  
b l i n d  m u l t i p l e  d o s e  p a r a l l e l  g r o u p s  e f f i c a c y  and 
s a f e t y  t r i a l  o f  a z e l a s t i n e ,  C h l o r p h e n i r a m i n e  a n d  
p l a c e b o  i n  t h e  t r e a t m e n t  o f  s p r i n g  a l l e r g i c  r h i n i t i s  
J A l l e r g y  C l i n  I mmunol  19S8;  8 2 .  s o  1 - 1 1 .



10.  S i mo n s  FER,  Mc M i l l a n  J L.  S i mo n s  KJ .  A d o u b l e  b l i n d ,
s i n g l e  d o s e ,  c r o s s - o v e r  c o m p a r i s o n  o f  C e t i r i z i n e .  
T e r î e n a d i n e .  L o r a t a d i n e ,  A s t e m i z o l e  and  
C h l o r p h e n i r a m i n e  v e r s u s  p l a c e b o :  S u p p r e s s i v e  e f f e c t  
on h i s t a m i n e - i n d u c e d  w h e a l s  a n d  f l a r e s  d u r i n g  24 
h o u r s  i n  n o r ma l  s u b j e c t  J A l l e r g y  C l i n  I mmunol  1990:  
S6:  5 4 0 - “ .

11.  s j a w i t r i  P . ,  S i r e g a r ,  Mu n a z i r  Z . .  Ak i b  A . ,  S u y o k o  D . ,
Ma t o n d a n g  c . s .  P r e v a l e n s i  p e n y a k i t  a t o p i k  p a d a  a n a k  
d i k e l u r a h a n  บ t a ท K a y น M e d i k a 1 9 9 2 ; 9 : 1 9 - 2 4 .

12.  N a c l e r i o  RM. The  r o l e  o f  h i s t a m i n e  i n  a l l e r g i c  r h i n i t i s  J
A l l e r g y  C l i n  I mmunol  1990 ;  86 :  6 2 8 - 3 2 .

13.  W h i t e  MV. The  r o l e  o f  h i s t a m i n e  i n a l l e r g i c  d i s e a s e s  J
A l l e r g y  C l i n  I mmunol  1990 ;  86 ะ 5 9 9 - 6 0 5 .

14.  S i mo n s  FER,  S i mo n s  KJ .  H i s t a m i n e  a n d  H; r e c e p t o r
a n t a g o n i s t  i n  T e x t b o o k  o f  P h a r m a c o l o g y  WB S a u n d e r s . C o  
P h i l a d e l p h i a ;  1992 :  1 1 0 5 -  1117 .

15.  s i e d e l  WF, Co h e n  ร,  B l i w i s e  NG. Dement  WC. C e t i r i z i n e
e f f e c t s  on o b j e c t i v e  m e a s u r e s  o f  d a y t i m e  s l e e p i n e s s  
a n d  p e r f o r m a n c e  A n n a l s  o f  A l l e r g y  19S7:  59:  5 8 - 6 2 .

16.  S i mo n s  FER.  H, -  r e c e p t o r  a n t a g o n i s t s  ะ C l i n i c a l
p h a r m a c o l o g y  a n d  t h e r a p e u t i c s  J A l l e r g y  C l i n  Immunol  
19 S 9 ; ร 4 ะ 84 5 - S 5 ~ .

1 ” . P e e t s  E . A.  J a c k s o n  M a nd  S y mc h o wi c s .  M e t a b o l i s m  o f
C h l o r p h e n i r a m i n e  m a l e a t e  i n  man J .  o f  P h a r m a c o l o g y  
a n d  E x p e r i m e n t a l  t h e r a p e u t i c  1972 ;  180 :  4 6 4 - 4 7 4 .

I S .  S i mo n s  F . E . R . ,  L u c i u k  H. G.  S i mo n s  K , J ,  P h a r m a c o k i n e t i c s  
a n d  e f f i c a c y  o f  C h l o r p h e n i r a m i n e  i n  c h i l d r e n  J .  
A l l e r g y  C l i n  I mmunol  1982 ;  69:  3 7 6 - 3 8 1 .

19.  Wa t s o n  WTA. S i mo n s  KJ ,  Chen  XY, S i mo n s  PER.  C e t i r i z i n e :
P h a r m a c o k i n e t i c s  a n d  p h a r m a c o d y n a m i c  e v a l u a t i o n  i n  
c h i l d r e n  w i t h  s e a s o n a l  a l l e r g i c  r h i n i t i s  J A l l e r g y  
C l i n  I mmunol  19S9;  ร 4 ะ 4 5 " - 6 4 .

2 0 .  A a r o n s o n  DW. C o m p a r a t i v e  e f f i c a c y  o f  H. a n t i h i s t a m i n e s
A n n a l s  o f  A l l e r g y  1991 ;  67:  5 4 1 - 5 4 7 .



F r i e d m a n  LM, F u r b e r g  CD,  De Me t s  DL . F u n d a m e n t a l s  o f
C l i n i c a l  T r i a l  J o h n  Wr i g h t  PSG I n c  B o s t o n  ; 19S3
ะ 1 1 .

S e n n  ร.  C r o s s - o v e r  T r i a l s  i n  C l i n i c a l  r e s e a r c h  JOHN WILEY 
& SONS L t d  New Yo r k  1993.

R o s n e r  B.  F u n d a m e n t a l s  o f  b i o s t a t i s t i c s  PWS-KENT 
P u b l i s h i n g  Compa ny  B o s t o n  : 3 5 1 - 3 5 3 :  1990 .

Ge n g o  FM. Ga b o s  C a nd  M e c h t l e r  L.  Q u a n t i t a t i v e  e f f e c t s  o f  
C e t i r i z i n e  a nd  d i p h e n h y d r a m i n e  on m e n t a l  p e r f o r m a n c e  
m e a s u r e d  u s i n g  an a u t o m o b i l e  d r i v i n g  s t i m u l a t o r  
A n n a l s  o f  A l l e r g y  1990 :  64:  5 2 0 - 5 2 6 ^

Da ws o n  B - T r a p p  SRG.  B a s i c  & C l i n i c a l  B i o 5 t a t i ร t i c ร
P r e n t i c e - H a l l  I n t e r n a t i o n a l  I n c ;  1 99 4 :  1 5 4 - 1 5 7 .

F l e i s s  J L.  S t a t i s t i c a l  m e t h o d s  f o r  R a t e s  a n d  p r o p o r t i o n s  
JOHN WILEY & SONS New Yo r k :  1981 :  1 0 4 - 1 1 5  .

G e h l b a c h  S H. I n t e r p r e t i n g  t h e  M e d i c a l  L i t e r a t u r e  Mac
M i l l a n  P u b l i s h i n g  Company New Yo r k :  19SS:  6 1 - 7 9  .

Dr u mo n d  M. F.  P r i n c i p l e s  o f  e c o n o m i c  a p p r a i s a l  i n  h e a l t h  
c a r e  O x f o r d  U n i v e r s i t y  P r e s s  1 9 8 , :  1 2 - 1 6 .

Kamo 1r a t a n a k u 1 p . . C h u n h a s w a s d i k u i , J i t t i n a n d a n a  A. ,
T a n g c h a r o e n s a t h i e n  Y . .  U d o m r a t i  N . , A k k s i l p  ร.  C o s t -  
e f f e c t i v e n e s s  o f  t h r e e  s h o r t - c o u r s e  a ทt i -  
T u b e r c u l o s i s  p r o g r a m m e s  c o m p a r e d  w i t h  a s t a n d a r d  
r e g i m e n  i n  T h a i l a n d  J C l i n  E p i d e m i o l  1 99 3 :  46:  6 3 1 -  
6 3 6 .



A p p e n d i x  1.

PATHOGENESIS OF PERENNIAL ALLERGIC RHI NI TI S

t h e  ma i n  s y mp t o ms  
a l l e r g i c  r h i n i t i s



O v e r v i e w  o f  t h e  s t u d y  d e s i g n
A p p e n d i x  2 .

m o d e r a t e

randomizat ion

s e v e r e

randomiza t ion

s e q u e n c e  1 s e q u e n c e ]
b 1inding\

s e q u e n c e  1 s e q u e n c e
Ci  t  . c h 1 o r . C i t . c  h 1 o r  .

w a s h o u t wa s h o u  t w a s h o u t w a s h o u t
C h l o r  . Ci  t Ch 1 o r Ci  t .

OUTCOME 
s y mp t o m r e l i e f  
a d v e r s e  e f f e c t



A p p e n d i x  3 .

C a l c u l a t i o n  o f  Ka p p a
6 . 1 .  D u r i n g  C e t i r i z i n e  t r e a t m e n t

P h y s i c i a n  1
s u c c e s s f a i l u r e t o t a l

P h y s i c i a n  2 s u c c e s s 5 8 ว 60
f a i l u r e i 1 1 1 11 j L

t o t a l 5 9 1 3 7  ~>

1.  T o t a l  o b s e r v e d  a g r e e m e n t  = 5S + 1 1 /  72 = 0 . 9 5
2.  P o s i t i v e  by  c h a n c e  = 59 X 6 0 /  “ 2 = 4 9 . 1 6
3.  N e g a t i v e  by c h a n c e  = 13 X 1 2 /  72 = 2 . 1 6
4.  p r o p o r t i o n  o f  t h e  c h a n c e  a g r e e m e n t  = ( 4 9 .  16 + 2 . 1 6 ) / - 2  = 0
5.  A g r e e m e n t  b e y o n d  c h a n c e  = 0 . 9 5  -  0 . “ 1 = 0 . 2 4
6.  P o t e n t i a l  a g r e e m e n t  b e y o n d  c h a n c e  = 1 -  0 . 7 1  = 0 . 2 9
7 .  K a p p a  = 0 . 2 4 /  0 . 2 9  = 0 . S 2

6 . 2 .  D u r i n g  C h l o r p h e n i r a m i n e  t r e a t m e n t
P h y s i c i an 1.

s u c c è s  ร f a i  l u r e t o t a l
Ph y ร i c i a ท 2 . รนc c e s s 60 i 6 1

f a i l u r e 1 - ร
11 a 1 61 ร 69

1.  T o t a l  o b s e r v e d  a g r e e m e n t  = 6 0 + 7  / 69 = 0 . 9 “
2.  P o s i t i v e  by  c h a n c e  = 61 X 6 1 /  69 = 5 3 . 9 2
3.  N e g a t i v e  by c h a n c e  = ร X ร /  69 = 0 . 9 2
4 .  P r o p o r t i o n  f o r  c h a n c e  a g r e e m e n t  {53.92+ 0 . 9 2 ) /  69= 0 . “
5.  A g r e e m e n t  b e y o n d  c h a n c e  = 0 . 9 “ - 0 . 7 9 =  0 . 1 S
6.  P o t e n t i a l  a g r e e m e n t  b e y o n d  c h a n c e  = 1 - 0 .  “ 9 = 0 . 2  1 
ไ7 . Ka p p a  = 0 . 1 S / 0 . 21 = 0 . 8 5



The a d v e r s e  e f f e c t s  e v e n t  d u r i n g  t h e  t r e a t m e n t :  
1 . Dr y  mo u t h
E x c l u d i n g  d r o p o u t s  a n d  c on  f o u n d e r s

A p p e n d  i x  4 .

1 0 mg 
p o s i t

C e t i r i z i n e  
i v e  n e g a t i v e t o t a l

ร mg C h l o r p h e n i r a m i n e  p o s .  6 12 IS
n e g . ร 41 4 9

t o t a l  14 5 3 6 7

{: 12 - ร ; -  1 > 2
Mc Neman s t a t . = --------------------- = 0 . 45  - > n o t  s i e n : f i c a n t

12 + ร
The  9 0 'T c o n f i d e n c e  i n t e r v a l  was 0 . 0 5 4  < 0 . 0 5 9  < 0 . 0 5

2.  V i s u a l  d i s t u r b a n c e
E x c l u d i n g  d r o p o u t s  a n d  c o n f o u n d e r s

10 mg C e t i r i z i n e
p o s  . n e g . t o t a l

ร mg C h l o r p h e n i r a m i n e  p o s .  3 5 ร
ท e g .  7 52 5 9

t o t a l  10 5  7 67
{! 5 - 7 1 - 1 ) 2

Me N’e ma r  s t a t . =  -----------------------  = 0 . 0 8 - >  not ร i รท i f i  c a n t
90% C o n f i d e n c e  i n t e r v a l  = - 0 . 0 9 S  < 0 . 0 3  < 0 . 0 6 S
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3.  H e a d a c h e
E x c l u d i n g  d r o p o u t s  a nd  c o n f o u n d e r s

10 mg
p o s  1

C e t i r i z i n e  
n e g . t o t a l

Smg C h l o r p h e n i r a m i n e  p o s . - 15 2 2
ne g . ร *> —J 45

t o t a l 1 5 42 67
15 — ร ] —1}3

Me Xeraar  ร t a t  . = --------------------- = 1 . 5 6  - - >  n o t  ร i gn i f  i c a n t
15 + 8

9 0 7  C o n f i d e n c e  i n t e r v a l  = -  0 . 2 4  < 0 . 1 0  < 0 . 2 3

4 .  U r i n a r y  p r o b l e m
E x c l u d i n g  d r o p o u t s  a nd  c o n f o u n d e r ร

1 0 mg 
p o s  .

C e t i r i z i n e
n e g . t o t a l

8 mg C h l o r p h e n i r a m i n e P 0 ร . 0 4 4
n e g . J 60 63

t o t a i 3 64 6"
i ! ? -  3 ; -

Mc Ne ma r  s t a t . =  -------------
1 >2

= o . o s - > n o t s i gn i f  i c a n  t
5 + 3

9 0 % C o n f i d e n c e  i n t e r v a l  = - 0 . 0 6 4  < 0 . 0 1 5  < 0 . 0 9 4



Ap p e n d  i X 5.
PATIENT RECORD 
(FOR PHYSICIAN)

Code n o : . . . .
Name ะ ...................................................................................
A d d r e s s :  ( c o m p l e t e ) ....................................................

Day : 1
Da t e  ะ

B a s e l i n e  d a t a  
ะ. Age : ( ) y e a r
1 1 . Sex : 1 . ( ) ma 1 e

2 . ( ) f e m a l e
111 . D u r a t i o n  o f d i s e a s e  : 1 . . . . . y e a rว . . mo n t h
IV . The s y mp t o ms o c c u r r e d a b o u  t . 1! i . . . . PM

AM
P l e a s e  s c o r e  y o u r  r h i n i t i s  s y mp t o ms  u s i n g  t h i s  s c a l e .
0 = no s y mp t o ms
1 = s y mp t o ms  a r e  n o t i c e  b u t  n o t  d i s t u r b  a c t i v i t y
2 = s y mp t o ms  d i s t u r b  some o f  a c t i v i t y  o r  s l e e p
3 = s y mp t o ms  a r e  d i s t u r b  a c t i v i t i e s  a nd  s l e e p

V.  Do y ou  h a v e  a n y  o t h e r  a l l e r g i c  s y mp t o ms  ?
{ ) y e ร
( ) no
( ) B r o n c h i a l  a s t h m a
( ) u r t  i c a r i a
( ) f o o d  a 11e r gy
( ) d r u g  a l l e r g y
( ) a l l e r g i c  f a m i l y  h i s t o r y

VI .  D u r i n g  y ou  h a v e  s y mp t o ms ,  w h i c h  one  a r e  v e r y  d i s t u r b i n g .  ?

1 . S n e e z i n g
2.  W a t e r y  s e c r e t i o n s  ( ) ( ) ( )
3.  N a s a l  o b s t r u c t i o n



V a r i a t i o n  o f  s y mp t o ms
VI I . How many t i m e s do you  s n e e z e d u r i n g  y o u r  w o r s e

s y mp t o ms  ? ( ) l e s s t h a n 3 t i m e s
( ) 3 t o 5 t i m e s
( ) 6 10 ร t i m e s
( } mo r  e t h a n ร /  u n c o u n t a b l e

V I I I . How many t i m e s  do 
d u r  i n g  t h a t  t i me

y o น 
? (

(
(
(

b l o w  o u t  y o u r  n a s a l  s e c r e  
; no s e c r e t i o n  
) 1 o r  2 t i me s
) r e p e a t e d  b l o w i n g  
) p r o f u s e  n a s a l  s e c r e t i o n

i on

I X . Do y o u  h a v e  n a s a  
s y mp t o ms  ? ( )

( ) 
( )

o b s t r u c t i o n  d u r i n g  y o u r  w o r s e  
no o b s t r u c t i o n  
p a r t i a l  o b s t r u c t i o n  
t o t a l  n a s a l  o b s t r u c t i o n

X.  Do you  h a v e  o t h e r  s y mp t o m d u r i n g  t h a t  t i m e  ?
( ) y e s
( ) no

T ท e ร y [ท p t oms  a r  e : ( ) h e a d a c h e
( ) sine 11 d i s t u r b a n c e
( \i t a s t e  d i s t u r b a n c e
( ) f a t  i g น e
( ) ร e d a t i 0  ท
( ) d i f f i c u l t  t o  c o n c e n t r a t e

How l o n g  i s  y o u r wor ร e s y mp t o ms  h a p p e n  e v e r y d a y
( j l e s s  t h a n  h a l f  hour  
( ) 30 mi n.  t o  1 hour
( ) more t h a n  1 hou r

X I I .  P h y s i c a l  e x a m i n a t i o n s
The  e a r  ะ ( ) n o r ma l

( ) a b n o r m a l ,  r e c o r d :



The No se  ะ

N a s a l  mu c o s a

s e c r e t  i o n

c o n c h a

( ) p i n k  ( n o r m a l
( ) h y p e r e m i a
( ) p a l e /  b l u i s h
( ) no  s e c r e t i o n
; ) p o s i t i v e
( ) p r o f u s e
( I n o  e d e m a
t ) p a r t i a l  e d e m a
( ) s e v e r e  ( t o t a l  o b s t r u c t i o n )

P a r a n a s a l  s i n u s e s  ะ ( ) X
( ) abN

S i n u s  X Ray ะ
The  t h r o a t  ะ 

P h a r  y ท X ะ 
To n s  i l s  ะ

X I I I .  C y t o l o g i e  n a s a l  s e c r e t i o n  ะ
! ) 1. e o s i n o p h i l
( ) 2.  n e u t r o p h i l

X I V . R e n a l  F . T . : c r e a t i n i n e  c l e a r a n c e  ( )
L i v e r  F . T .  ะ SGPT ( )

XV.  A l l e r g i c  Ski  ท p r i c k  t e ร t i ทg
( ) h o u s e  d u s t
( ) d u s t  m i t e
( ) h u ma n  d a n d e r
( ) d o g  d a ท d e r
( ) c a t  d a n d e r
( ) m i l k



RHI NI TI S  SYMPTOMS DIARY CARD 
( f o r  p a t i e n t )
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43 )L 1 ô 0 0 1 0 0 0 อิ วิ วิ 0 0
4 5 1 0 0 0 0 0 0 1 1 0 0 0 0 0
4 ร 0 1 0 0 0 1 11 ๆ 2 2 ว ๆ 2 ๆ
50 1 1 1 1 0 0 0 1 ว โ ๅเ _ ï I
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