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1. I ntr o d u cti o n
1. 1. S u m m a r y

T o d et er mi n e t h e bi o a v ail a bilit y of t w o l e v ot h yr o xi n e p h ar m a c e uti c al f or m s, t h e r ef er e n c e dr u g
( dr u g A: E utir o x ® a p pr o v e d f or m ul ati o n) a n d t h e t e st dr u g ( dr u g B: E utir o x ® n e w f orm ul ati o n), 
i n m al e a n d f e m al e h e alt h y s u bj e ct s, or all y, i n f a sti n g st at e at a d o s e of 6 0 0 µ g ( 3 t a bl et s of 
2 0 0 µ g/ m L) of e a c h of t h e st u d y pr o d u ct s, a n d t o e st a bli s h bi o e q ui v al e n c e.  

T h e s a m pl e si z e pr o p o s e d f or t hi s pr ot o c ol w a s 4 4 m al e a n d f e m al e s u bj e ct s (i n cl u d e d 
all o w a n c e f or dr o p - o ut t o e n s ur e 3 4 c o m pl et er s) , w h o w er e r a n d o mi z e d t o e a c h of t h e tr e at m e nt 
s e q u e n c e s w h er e t h e t e st a n d r ef er e n c e f or m ul ati o n s w er e a d mi ni st er e d i n t w o p eri o d s, 
s e p ar at e d b y a 3 5 -d a y w a s h -o ut p eri o d. O n e s u bj e ct ( s u bj e ct 3 8) w a s p o siti v e f or c a n n a bi n oi d s, 
pri or t o t h e s e c o n d d o si n g; t h er ef or e, h e w a s wit h dr a w n fr o m t h e st u d y.  

T h e st ati sti c al a n al y si s t o c o n cl u d e t h e p o s si bl e bi o e q ui v al e n c e b et w e e n b ot h dr u g s i s i n cl u d e d 
i n t hi s r e p ort. T hi s w a s c arri e d o ut wit h 4 3 e v al u a bl e s u bj e ct s ( 8 f e m al e s a n d 35 m al e s) , 

1. 2. A s  p er t h e s a m pli n g s c h e d ul e, bl o o d s a m pl e s w er e c oll e ct e d fr o m e a c h s u bj e ct 
a n d c o n c e ntr ati o n of l e v ot h yr o xi n e w er e d et er mi n e d fr o m pl a s m a. S oft w ar e u s e d

- P h o e ni x ® Wi n N o nli n ® V er si o n 8. 2, C o p yri g ht © 1 9 9 8 -2 0 1 8, C ert ar a L. P. All ri g ht s 
r e s er v e d.

1. 3. D e si g n a n d A n al y si s M et h o d s

F or c o n d u cti n g t h e bi o e q ui v al e n c e st u d y, a 2- p eri o d a n d 2- s e q u e n c e cr o s s o v er -d e si g n w a s 
u s e d. T h e e sti m ati o n of a n A U C 0- 4 8 c o ul d b e d et er mi n e d wit h a 4 8 - h s a m pli n g-ti m e. 

T h e p h ar m a c o ki n eti c a n al y si s of pl a s m a c o n c e ntr ati o n s w a s m a d e u si n g t h e Wi n N o nli n ®

s oft w ar e, f or w hi c h a n o n -c o m p art m e nt al m o d el a n d r e al -ti m e w er e c o n si d er e d. 

tm a x a n d C m a x v al u e s w er e o bt ai n e d dir e ctl y fr o m t h e m e a s ur e m e nt s m a d e. T h e ar e a u n d er t h e 
c ur v e of pl a s m a c o n c e ntr ati o n s fr o m t0 ( d o si n g) t o tn ( A U Cn-t ) w a s e sti m at e d b y m e a n s of t h e 
tr a p e z oi d m et h o d wit h li n e ar i nt er p ol ati o n. F or t h e d et er mi n ati o n of t h e ar e a u n d er th e c ur v e 
fr o m t h e l a st s a m pli n g ti m e t o t h e i nfi nit e ti m e ( A U Ct- ∞), t h e q u oti e nt of t h e l a st pl a s m a 
c o n c e ntr ati o n b et w e e n t h e eli mi n ati o n c o n st a nt w a s d et er mi n e d b y li n e ar r e gr e s si o n u si n g t h e 
s a m pli n g p oi nt s fr o m a t er mi n al li n e ar l o g arit h m, w hi c h pr o vi d e d t h e b e st a dj u st m e nt f or a 
str ai g ht li n e. T h e A U C 0-  w a s d et er mi n e d b y t h e s u m of t h e A U C0- t  a n d A U C t- . Thi s v al u e a n d, 
e v er yt hi n g r el at e d t o it, i s s h o w n f or i nf or m ati v e p ur p o s e s o nl y. D u e t o t h e s a m pli n g ti m e s u s e d, 
it w a s n ot p o s si bl e t o d et er mi n e at l e a st t h e 8 0 % of t h e A U C. T h er ef or e, it i s a tr u n c at e d d e si g n 
at 4 8 h. It i s i m p ort a nt t o m e nti o n t h at all t h e p h ar m a c o ki n eti c a n d st ati sti c al r e s ult s i n cl u d e d i n 
t hi s r e p ort c orr e s p o n d t o t h e c orr e ct e d c o n c e ntr ati o n v al u e s. B a s eli n e u n c orr e ct e d v al u e s a r e 
s h o w n i n t h e a p pr o pri at e a n n e x t o t hi s st u d y r e p ort. 
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T h e st ati sti c al a n al y si s w a s p erf or m e d wit h Wi n N o nli n ® s of t w ar e u si n g l e a st s q u ar e s wit h t h e 
g e n er ali z e d li n e ar m o d el ( G L M) a n d 9 0 % c o nfi d e n c e i nt er v al s w er e e sti m at e d. T h e i ntr a-
s u bj e ct st u d e nti z e d r e si d u al a n al y si s f or t h e p h ar m a c o ki n eti c p ar a m et er s w a s m a d e wit h 
E x c el ® .

T h e f oll o wi n g m o d el w a s u s e d f or t h e a n al y si s:

ij klljkikij kl eFPSVSY  )()(
… … ( C h o w & Li u, 2 0 0 9)

W h er e:
Y ij kl I s t h e r e s p o n s e ( p h ar m a c o ki n eti c p ar a m et er s) i n t h e it h s u bj e ct, t h e jt h p eri o d, 

t h e kt h s e q u e n c e a n d t h e i t h tr e at m e nt.
µ I s t h e g e n er al m e a n.
S k I s t h e eff e ct of t h e kt h s e q u e n c e of a d mi ni str ati o n.
V( S) i( k) I s t h e s u bj e ct’ s it h eff e ct o n t h e k t h s e q u e n c e i s c o n si d er e d a r a n d o m eff e ct. 
P j I s t h e p eri o d' s jt h eff e ct ( or a d mi ni str ati o n’ s p h a s e).
F l I s t h e tr e at m e nt or f or m ul ati o n’ s it h eff e ct.
e ij kl I s t h e e x p eri m e nt al err or, i ntr a-s u bj e ct v ari a bilit y, a n d it i s a r a n d o m eff e ct 

a s s u m e d wit h n or m al di stri b uti o n, m e a n z er o, t h e c o n st a nt a n d i n d e p e n d e nt 
v ari a n c e of t h e s u bj e ct n e st e d i n t h e s e q u e n c e.

B a s e d o n t h e err or m e a n s q u ar e d et er mi n ati o n a n d t h e g e o m etri c m e a n s d et er mi n ati o n, t h e 
e sti m ati o n of t h e cl a s si c al c o nfi d e n c e i nt er v al s at 9 0 % f or t h e t e st t o r ef er e n c e r ati o w a s m a d e,  
i n l o g arit h mi c all y-tr a n sf orm e d pr e vi o u s d at a.

2. St u d y El e m e nt a n d D o s a g e S c h e d ul e 

T a bl e 1 s h o w s a d e s cri pti o n of t h e dr u g s a d mi ni st er e d t o t h e cli ni c al r e s e ar c h s u bj e ct s.

T a bl e 1. St u d y Dr u g s’ D e s cri pti o n

I nf or m ati o n T e st dr u g ( B) R ef er e n c e dr u g ( A)

Dr u g s u b st a n c e n a m e or 
a n al yt e d et er mi n e d

L e v ot h yr o xi n e L e v ot h yr o xi n e

D o s a g e F or m T a bl et s T a bl et s

Tr a d e m ar k E utir o x ® n e w f or m ul ati o n
E utir o x ® a p pr o v e d 

f or m ul ati o n

3. R e s ult s
3. 1. D e m o gr a p hi c V ari a bl e s ( D e s cri pti v e St ati sti c s)

T a bl e s 2 a n d 3 s h o w t h e i n di vi d u al v al u e s a n d t h e d e s cri pti v e st ati sti c s f or th e d e m o gr a p hi c 
v ari a bl e s of t h e s u bj e ct s w h o w er e r e cr uit e d i n t h e st u d y, r e s p e cti v el y. 
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T a bl e 2. I n di vi d u al d at a f or d e m o gr a p hi c v ari a bl e s.

S u bj e ct S e x
A g e 

( y e ar s)
W e i g ht 

( K g)
H ei g ht 

( m)
B MI 

( K g/ m2 )
S e q u e n c e

1 W o m a n 2 7 6 1 1. 6 8 2 1. 6 B A
2 M a n 2 8 8 0 1. 7 6 2 5. 8 B A
3 W o m a n 4 0 5 7. 5 1. 6 2 2 1. 9 B A
4 M a n 2 1 7 3 1. 8 0 2 2. 5 A B
5 W o m a n 2 6 6 5 1. 5 6 2 6. 7 A B
6 M a n 2 9 7 9 1. 8 2 2 3. 8 B A
7 M a n 3 1 7 0 1. 7 8 2 2. 1 A B
8 M a n 2 2 5 8 1. 6 6 2 1. 0 A B
9 M a n 2 2 6 7 1. 7 8 2 1. 1 A B
1 0 W o m a n 3 0 6 4 1. 5 9 2 5. 3 A B
1 1 M a n 3 5 7 0 1. 6 6 2 5. 4 A B
1 2 M a n 2 4 7 4. 2 1. 7 2 2 5. 1 B A
1 3 M a n 2 2 7 5. 5 1. 7 0 2 6. 1 A B
1 4 M a n 2 9 7 2 1. 7 1 2 4. 6 B A
1 5 M a n 2 1 7 4 1. 7 4 2 4. 4 B A
1 6 M a n 2 3 8 1 1. 7 6 2 6. 1 B A
1 7 M a n 2 2 7 3 1. 7 2 2 4. 7 A B
1 8 M a n 2 8 7 6 1. 7 5 2 4. 8 B A
1 9 W o m a n 5 1 5 5 1. 5 6 2 2. 6 A B
2 0 M a n 2 0 5 5 1. 6 3 2 0. 7 B A
2 1 M a n 2 1 6 6 1. 6 8 2 3. 4 B A
2 2 M a n 2 8 7 6. 5 1. 8 8 2 1. 6 A B
2 3 M a n 2 0 7 2 1. 7 2 2 4. 3 B A
2 4 M a n 2 4 5 5. 5 1. 6 0 2 1. 7 A B
2 5 M a n 3 4 7 1 1. 7 5 2 3. 2 A B
2 6 M a n 2 4 7 5. 5 1. 8 3 2 2. 5 A B
2 7 M a n 2 1 8 4 1. 8 0 2 5. 9 B A
2 8 W o m a n 2 5 5 9 1. 5 5 2 4. 6 B A
2 9 M a n 3 0 7 6 1. 7 8 2 4. 0 B A
3 0 M a n 2 3 6 1 1. 7 6 1 9. 7 A B
3 1 M a n 2 4 7 2 1. 7 3 2 4. 1 A B
3 2 M a n 2 6 8 1 1. 7 4 2 6. 8 A B
3 3 W o m a n 2 2 5 2 1. 5 8 2 0. 8 A B
3 4 M a n 2 2 6 1 1. 6 5 2 2. 4 A B
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T a bl e 2. I n di vi d u al d at a f or d e m o gr a p hi c v ari a bl e s. ( C o nti n u e d)

S u bj e ct S e x
A g e 

( y e ar s)
W e i g ht 

( K g)
H ei g ht ( m)

B MI 
( K g/ m2 )

S e q u e n c e

3 5 M a n 3 0 6 9. 5 1. 8 0 2 1. 5 A B
3 6 M a n 2 2 5 2 1. 6 0 2 0. 3 B A
3 7 M a n 2 7 6 5 1. 6 8 2 3. 0 B A
3 8 M a n 2 7 6 7 1. 7 4 2 2. 1 B A
3 9 W o m a n 2 2 5 0 1. 5 3 2 1. 4 B A
4 0 M a n 2 3 6 8 1. 7 6 2 2. 0 B A
4 1 M a n 3 1 5 9 1. 6 0 2 3. 0 B A
4 2 M a n 2 3 7 2 1. 7 4 2 3. 8 A B
4 3 M a n 2 1 7 3 1. 8 4 2 1. 6 B A
4 4 M a n 2 0 6 8 1. 7 2 2 3. 0 A B

T a bl e 3. D e s cri pti v e st ati sti c s f or d e m o gr a p hi c v ari a bl e s.

A g e ( y e ar s) W e i g ht ( K g) H ei g ht ( m) B MI ( K g/ m 2 )
Arit h m eti c 

M e a n
2 5. 9 3 6 7. 8 7 1. 7 1 2 3. 2 6

St a n d ar d 
D e vi ati o n

5. 9 3 8. 7 5 0. 0 9 1. 8 6

% C V 2 2. 8 6 1 2. 8 9 5. 0 9 7. 9 8

3. 2. C o n c e ntr ati o n’ s I n di vi d u al D at a v s Ti m e

L e v ot h yr o xi n e pl a s m a c o n c e ntr ati o n d at a v er s u s ti m e, f or e a c h s u bj e ct, a s w ell a s it s m e a n 
v al u e ar e s h o w n i n t a bl e s 4 a n d 5 f or t h e r ef er e n c e a n d t e st dr u g s, r e s p e cti v el y. Si n c e t hi s i s 
a n e n d o g e n o u s m ol e c ul e, b a s eli n e l e v el s ar e e x p e ct e d. T h er ef or e, c o n c e ntr ati o n s s h o w n i n 
t hi s r e p ort c orr e s p o n d t o t h e a dj u st e d l e v el s; i. e., t h e a v er a g e v al u e o bt ai n e d fr o m 3 pr e-d o s e 
c o n c e ntr ati o n s . T h e m e a n of t h e pr e -d o s e s v al u e s (c orr e s p o n di n g t o t h e ti m e s -0. 5, - 0. 2 5 a n d 
0. 0) w a s s u btr a ct e d fr o m e a c h of t h e i n di vi d u al v al u e s aft er a d mi ni str ati o n . A n y n e g ati v e v al u e 
o bt ai n e d fr o m t h e i niti al c orr e cti o n w er e d e si g n at e d a s z er o ( 0), f or r ef er e n c e pr o d u ct ( A), 
t w e nt y s e v e n ( 2 7) d at a w er e d e si g n at e d a s z er o, si xt e e n ( 1 6) c a s e s, aft er t h e pr e d o s e 
a dj u st m e nt h a d c o n c e ntr ati o n gr e at er t h a n z er o. F or t h e t e st pr o d u ct ( B), t w e nt y-fi v e ( 2 5) d at a 
w er e d e si g n at e d a s z er o , ei g ht e e n ( 1 8) c a s e s, aft er t h e pr e d o s e a dj u st m e nt h a d c o n c e ntr ati o n 
gr e at er t h a n z er o.

T h e u n a dj u st e d v al u e s , i n cl u di n g pr e-d o s e v al u e s u s e d f or b a s eli n e a dj u st m e nt, ar e pr e s e nt e d 
i n A n n e x s e cti o n
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T a bl e 4 . T a bl e of i n di vi d u al b a s e li n e c orr e ct e d c o n c e ntr ati o n s c orr e s p o n di n g t o l e v ot h yr o xi n e 
(r ef er e n c e dr u g [ A]). A dj u st e d d at a. N = 4 3 s u bj e ct s

0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

A 1 0. 0 0 0. 0 0 1 8. 0 8 2 5. 7 6 3 3. 6 2 5 9. 3 6 7 3. 0 7 7 7. 1 8 8 3. 0 3 7 3. 9 7 9 6. 3 9 9 8. 3 3 8 9. 2 8 9 0. 4 2 8 6. 8 1 7 9. 3 6 7 0. 0 8 7 2. 7 6 6 6. 7 8 5 8. 7 6 6 4. 4 9 5 7. 9 9 5 0. 2 7 4 6. 4 4

A 2 0. 9 5 3. 1 0 1 9. 2 5 3 3. 7 1 4 2. 7 6 4 5. 6 0 4 6. 3 2 5 4. 4 4 5 2. 3 7 5 1. 2 9 4 9. 2 4 5 5. 1 6 5 3. 6 2 4 9. 5 6 5 9. 0 8 4 5. 5 0 4 4. 6 1 4 4. 6 2 4 5. 9 1 4 4. 1 3 3 8. 0 1 3 4. 6 0 3 8. 1 4 3 9. 6 2

A 3 0. 0 4 5. 4 1 4 5. 4 5 5 5. 0 9 6 1. 0 0 4 5. 1 9 4 0. 0 8 5 2. 7 4 3 6. 2 2 3 2. 3 4 4 0. 9 8 4 3. 7 4 4 2. 3 7 3 5. 1 1 3 1. 3 5 3 2. 9 2 3 2. 8 7 4 0. 2 3 2 9. 2 6 2 3. 1 0 2 7. 0 4 2 2. 6 3 2 2. 8 9 1 9. 7 6

A 4 0. 2 4 2. 2 2 1 5. 7 4 3 9. 3 7 5 5. 5 2 5 6. 5 1 5 9. 2 9 5 2. 3 9 5 1. 7 0 6 7. 1 2 4 9. 8 6 6 2. 4 1 5 9. 1 2 4 7. 2 8 4 8. 6 5 5 1. 1 9 4 1. 0 4 4 5. 5 6 4 7. 4 0 3 7. 8 3 3 8. 9 8 3 0. 1 5 2 9. 0 6 2 3. 1 0

A 5 0. 0 0 1. 3 1 2 2. 6 8 3 2. 5 2 3 6. 6 9 3 7. 6 4 5 3. 0 6 4 5. 5 1 5 2. 1 7 4 7. 1 2 5 1. 7 8 5 1. 6 8 5 2. 2 0 4 8. 4 6 4 6. 4 4 4 8. 3 9 4 1. 2 8 3 4. 8 7 3 3. 9 9 3 2. 6 8 2 6. 2 8 2 5. 1 0 1 9. 4 2 2 8. 0 1

A 6 0. 0 0 2. 1 3 4. 1 6 2 1. 5 5 4 9. 9 1 6 4. 4 9 6 3. 0 6 5 7. 4 4 5 7. 8 4 5 8. 8 6 4 9. 9 8 5 7. 6 6 5 1. 3 9 5 5. 9 0 5 3. 2 8 5 3. 2 5 5 2. 8 9 5 5. 4 5 5 3. 9 1 4 4. 0 6 4 2. 7 7 3 6. 8 0 3 2. 7 1 2 8. 9 6

A 7 0. 0 0 3. 0 4 1 6. 5 0 2 8. 0 4 2 9. 9 9 3 4. 4 4 5 7. 6 8 4 8. 2 3 5 4. 3 9 6 4. 4 7 5 6. 2 1 6 3. 4 7 4 9. 4 4 5 3. 4 5 4 1. 2 9 4 0. 2 8 4 3. 3 1 4 1. 7 6 5 3. 1 6 3 3. 2 0 2 7. 7 1 3 8. 4 3 2 8. 8 4 3 0. 4 9

A 8 0. 0 0 3. 0 3 3 1. 0 5 4 4. 0 7 5 8. 3 4 6 4. 7 2 5 7. 0 8 6 3. 3 3 4 9. 7 4 5 8. 3 4 6 0. 4 0 6 0. 2 2 5 7. 7 9 5 5. 2 0 6 1. 6 9 5 4. 7 4 6 1. 3 9 4 7. 2 4 5 1. 1 0 4 5. 1 0 3 9. 5 1 3 2. 4 0 2 4. 8 9 2 3. 3 3

A 9 0. 0 0 7. 1 4 1 1. 5 3 1 5. 6 2 1 2. 8 7 1 9. 2 6 2 6. 6 5 4 7. 8 9 5 4. 0 1 6 4. 7 5 5 9. 9 9 7 7. 3 5 7 6. 8 6 8 4. 7 1 8 0. 4 3 7 1. 3 4 7 1. 5 8 6 2. 3 0 6 0. 4 0 4 9. 5 5 3 9. 3 2 4 6. 2 3 3 7. 5 8 3 8. 7 9

A 1 0 0. 0 0 0. 0 0 1. 8 6 3 6. 3 4 5 2. 2 0 5 8. 3 0 6 2. 7 8 7 1. 3 7 7 0. 0 4 5 6. 7 5 7 4. 8 4 7 9. 0 8 7 5. 5 8 8 1. 7 7 6 1. 1 9 7 4. 8 2 6 3. 7 2 5 8. 4 2 6 2. 8 1 5 5. 6 5 4 8. 9 9 4 1. 3 6 3 1. 6 4 3 0. 8 2

A 1 1 0. 0 0 0. 0 0 1 4. 7 5 2 7. 5 4 6 8. 8 6 4 0. 4 9 5 2. 3 8 5 5. 5 1 5 1. 5 1 5 5. 8 5 6 1. 4 2 6 0. 7 6 6 4. 9 8 5 9. 6 6 5 8. 6 6 5 8. 5 9 5 1. 7 9 4 1. 7 7 3 9. 5 5 3 6. 5 2 3 0. 6 0 4 0. 1 8 4 3. 3 5 2 5. 6 2

A 1 2 0. 0 0 6. 1 9 2 6. 3 8 5 0. 3 0 5 4. 7 3 6 3. 0 0 6 9. 8 2 6 1. 4 1 6 3. 2 7 6 5. 1 9 6 0. 0 2 6 5. 7 6 5 6. 8 3 5 1. 2 6 5 2. 9 5 5 5. 5 3 5 4. 3 6 4 7. 8 4 5 7. 1 0 4 5. 0 6 4 2. 7 0 4 0. 2 5 3 2. 5 2 2 9. 4 9

A 1 3 0. 0 0 7. 1 3 2 9. 2 4 5 9. 7 2 4 6. 4 9 6 2. 0 6 6 0. 7 7 6 0. 8 4 5 8. 2 1 5 0. 8 5 4 0. 7 5 6 0. 7 9 5 3. 7 5 5 4. 3 7 5 0. 3 3 5 5. 2 8 5 2. 6 4 4 1. 5 9 4 8. 0 4 4 7. 0 4 3 5. 9 0 4 2. 4 3 4 3. 7 2 3 4. 5 6

A 1 4 1. 2 5 3. 3 3 2 4. 0 0 4 3. 4 0 4 9. 0 0 6 1. 3 7 5 4. 9 0 6 3. 5 9 5 7. 3 2 5 9. 4 4 6 2. 1 6 6 3. 1 6 5 6. 8 7 6 9. 8 4 6 1. 8 1 5 5. 0 0 5 8. 6 5 5 5. 7 8 5 8. 9 3 2 9. 8 7 4 8. 9 2 4 0. 8 5 3 2. 0 0 3 1. 6 3

A 1 5 0. 2 2 0. 0 0 5. 4 3 0. 0 0 1 3. 2 9 2 5. 0 9 2 2. 8 5 3 0. 7 9 4 3. 2 3 4 1. 2 7 3 6. 7 6 4 0. 8 3 4 4. 1 4 4 0. 5 1 5 1. 9 5 4 2. 8 0 3 9. 2 0 3 4. 2 0 3 1. 4 8 4 1. 7 9 3 6. 8 3 2 3. 0 5 1 5. 7 6 2 5. 4 9

A 1 6 0. 0 0 8. 0 0 2 6. 6 9 3 3. 1 2 3 5. 2 3 5 5. 6 6 5 6. 8 8 6 6. 0 6 6 7. 0 7 6 1. 1 1 5 6. 0 7 4 9. 6 5 4 9. 9 1 5 8. 8 6 4 8. 9 3 6 0. 4 2 5 5. 0 1 5 3. 0 1 3 7. 5 9 4 0. 8 6 3 6. 3 6 3 0. 1 0 2 0. 1 9 2 9. 8 9

A 1 7 0. 0 0 4. 7 8 1 1. 4 7 1 4. 5 9 2 4. 9 6 4 2. 1 1 6 6. 1 4 6 0. 4 1 5 4. 7 0 5 0. 9 1 5 9. 3 0 6 2. 1 6 4 6. 0 6 5 2. 3 0 5 8. 9 3 5 0. 2 1 4 9. 2 0 5 4. 7 1 5 4. 3 7 4 3. 8 9 4 1. 1 0 3 6. 4 5 2 3. 8 9 1 4. 7 3

A 1 8 0. 0 0 2. 1 2 3 3. 9 9 4 4. 4 4 5 2. 1 2 5 8. 1 4 6 3. 8 1 6 1. 5 1 6 0. 9 4 6 7. 7 1 6 3. 0 7 6 1. 8 2 5 8. 7 0 5 6. 2 0 5 5. 1 7 5 8. 1 4 5 6. 9 1 4 7. 8 5 4 8. 8 4 4 2. 3 8 4 5. 5 7 3 9. 1 5 2 9. 6 8 2 9. 9 6

A 1 9 0. 0 9 4. 3 3 4 3. 5 8 5 1. 9 4 4 9. 3 7 5 9. 5 2 6 0. 2 0 5 8. 1 6 6 4. 9 8 6 0. 5 7 4 9. 7 1 7 3. 1 1 5 5. 0 0 5 2. 7 0 5 1. 1 8 5 5. 1 0 4 2. 8 0 4 5. 8 7 4 9. 5 2 3 9. 3 5 3 9. 2 4 5 0. 0 9 3 5. 0 0 3 4. 0 0

A 2 0 0. 0 0 6. 3 2 3 4. 8 4 6 8. 5 6 7 1. 1 0 6 6. 4 7 7 4. 5 6 6 7. 8 0 7 4. 6 1 6 8. 0 9 6 8. 1 2 6 7. 9 7 6 4. 2 4 6 3. 5 6 6 7. 6 0 6 7. 0 8 5 9. 4 6 5 6. 9 0 6 0. 9 7 4 9. 3 1 4 4. 4 5 4 8. 9 3 4 9. 4 2 3 7. 8 2

A 2 1 0. 0 0 2. 9 9 2 7. 1 3 5 6. 3 5 5 3. 4 6 6 1. 0 0 6 8. 6 1 6 4. 9 6 6 2. 3 2 6 2. 8 7 6 8. 9 4 6 5. 3 0 6 5. 9 9 6 0. 8 9 5 8. 2 7 5 7. 4 5 4 3. 0 4 4 8. 9 9 5 4. 8 7 3 8. 8 1 3 5. 6 2 4 0. 2 8 3 4. 9 2 3 2. 5 3

A 2 2 0. 0 0 0. 0 0 5. 4 7 1 0. 2 0 1 3. 4 3 1 8. 8 7 2 4. 8 3 2 4. 0 2 3 4. 9 4 3 5. 6 3 3 0. 0 5 3 2. 8 9 5 0. 8 1 2 7. 9 2 2 6. 9 4 3 0. 3 3 3 1. 0 8 3 0. 7 1 2 4. 9 6 3 1. 6 8 2 4. 7 9 2 4. 1 7 2 3. 1 2 1 4. 5 6

A 2 3 0. 0 0 2. 0 3 3 6. 9 7 4 7. 9 8 4 6. 3 0 4 9. 2 3 4 7. 9 3 4 8. 2 4 4 4. 8 0 5 0. 1 6 4 5. 7 0 4 8. 8 9 4 5. 0 5 3 7. 3 6 4 4. 3 3 4 0. 7 2 3 7. 8 2 3 4. 3 8 3 6. 2 7 2 8. 8 0 2 1. 7 3 2 5. 2 5 2 6. 8 7 1 9. 0 0

A 2 4 0. 0 0 0. 0 0 2 3. 2 4 4 5. 1 8 5 3. 9 0 7 5. 6 2 6 6. 7 4 6 3. 4 5 7 1. 3 6 6 9. 8 7 6 5. 1 5 6 6. 9 4 5 5. 1 1 5 3. 4 3 4 9. 2 5 5 5. 2 6 4 6. 6 9 4 1. 3 2 4 1. 6 2 3 4. 6 2 3 5. 2 8 3 9. 9 9 2 2. 3 4 1 9. 0 2

A 2 5 0. 0 0 0. 0 0 3 2. 2 1 5 3. 9 6 4 7. 9 4 5 3. 8 8 2 9. 0 0 4 3. 3 7 3 7. 3 9 3 7. 4 5 4 1. 4 5 5 9. 6 8 4 1. 3 8 4 5. 8 1 3 5. 7 4 4 2. 6 9 4 3. 8 7 4 0. 0 4 3 8. 7 6 2 9. 8 2 2 6. 8 1 2 4. 7 3 2 6. 9 5 2 6. 5 8

A 2 6 3. 3 2 4. 4 1 1 0. 3 0 2 7. 0 4 3 7. 8 6 4 9. 4 7 4 0. 8 2 4 6. 5 2 3 6. 6 1 4 2. 6 7 3 4. 4 7 3 9. 6 9 3 5. 6 8 3 0. 9 1 3 6. 2 9 4 3. 1 5 3 5. 1 2 4 2. 0 1 5 1. 6 5 3 7. 4 1 3 3. 7 2 3 6. 4 5 3 4. 3 4 2 5. 4 5

A 2 7 0. 6 5 0. 0 0 1 7. 3 1 3 4. 5 0 4 1. 8 4 4 2. 9 4 4 8. 0 6 4 6. 9 0 4 4. 9 1 4 6. 6 0 4 2. 5 1 4 7. 3 3 4 0. 8 3 3 3. 3 9 3 6. 4 8 4 2. 1 1 4 2. 2 4 3 9. 7 8 3 7. 7 2 3 6. 0 8 3 0. 5 8 2 9. 8 3 2 3. 7 8 2 3. 7 0

A 2 8 0. 0 0 5. 7 7 1 5. 5 8 4 7. 7 2 6 1. 9 4 6 8. 7 4 1 2 1. 1 6 6 5. 3 0 8 0. 0 2 7 1. 9 7 6 8. 5 7 5 7. 5 1 6 3. 9 1 5 2. 8 1 7 7. 3 1 4 6. 1 2 5 4. 3 3 5 6. 0 3 5 2. 6 5 5 1. 6 4 5 1. 9 9 4 1. 4 4 5 6. 2 7 4 1. 1 7

A 2 9 0. 7 4 1 2. 6 8 1 1. 6 3 3 1. 8 9 5 6. 9 6 6 5. 3 5 3 9. 3 4 5 5. 8 6 5 4. 0 4 4 1. 6 7 5 5. 0 5 5 3. 1 8 5 0. 2 4 4 6. 7 9 4 1. 9 3 4 2. 8 4 3 6. 9 6 3 6. 0 7 4 9. 2 0 3 6. 2 1 3 1. 7 0 4 1. 1 8 2 8. 2 1 2 0. 8 1

A 3 0 1. 6 6 4. 8 2 2 4. 2 9 3 3. 9 1 2 9. 1 6 5 2. 4 0 3 2. 5 0 6 8. 8 8 5 5. 0 6 6 3. 7 2 5 3. 0 8 5 8. 0 9 5 7. 8 3 5 2. 7 4 5 1. 5 2 4 9. 0 9 4 3. 3 6 4 0. 2 2 4 8. 2 3 4 2. 7 4 4 2. 0 1 4 0. 2 8 4 8. 7 6 3 7. 6 7

A 3 1 0. 0 0 4. 5 7 9. 3 0 3 4. 9 5 3 4. 9 6 4 5. 1 2 3 9. 6 5 4 0. 9 9 3 9. 3 3 3 9. 9 9 3 8. 4 3 4 5. 0 2 4 9. 5 4 4 8. 1 0 3 6. 0 9 2 3. 0 2 3 0. 4 5 3 1. 7 1 3 2. 9 0 1 7. 7 5 1 8. 8 3 2 7. 3 1 1 0. 9 7 1 5. 0 1

A 3 2 3. 1 8 6. 5 9 5 0. 4 0 5 3. 4 7 6 1. 0 4 4 3. 5 7 3 9. 5 5 3 8. 0 7 3 9. 9 4 4 4. 6 1 3 6. 5 4 4 2. 0 4 3 6. 9 5 3 4. 5 4 3 5. 6 8 3 9. 3 9 3 3. 2 6 3 4. 5 2 3 4. 9 0 3 8. 9 5 2 5. 0 6 3 0. 2 6 3 0. 8 6 3 0. 8 4

A 3 3 3. 2 7 8. 5 7 3 7. 5 6 4 5. 2 6 5 7. 5 5 7 6. 3 5 7 1. 5 1 7 7. 8 9 8 2. 2 5 7 6. 9 0 7 9. 6 6 8 6. 9 3 8 5. 5 6 7 3. 6 0 8 1. 0 6 8 5. 5 6 6 5. 2 3 7 3. 2 6 6 4. 0 6 5 9. 4 1 6 4. 3 1 5 0. 7 2 5 8. 1 8 5 5. 6 1

A 3 4 0. 0 0 0. 0 0 9. 1 7 1 2. 5 3 2 2. 4 1 2 5. 6 1 4 0. 2 2 4 8. 9 1 6 0. 9 2 4 7. 6 2 4 8. 5 9 5 7. 5 0 4 3. 2 4 4 4. 5 3 3 8. 4 7 4 2. 3 9 3 6. 9 5 2 7. 9 6 4 0. 1 8 3 1. 8 1 3 0. 3 9 3 6. 3 6 2 2. 4 7 2 6. 4 4

A 3 5 0. 0 0 3. 1 8 3 8. 8 7 5 9. 1 7 5 9. 4 6 5 4. 3 9 5 3. 8 7 4 8. 8 1 4 5. 8 5 4 5. 8 7 4 6. 0 5 5 4. 1 9 4 4. 1 0 3 1. 4 8 4 3. 1 3 4 5. 6 6 4 1. 7 9 4 3. 0 2 4 7. 0 3 4 8. 0 6 3 4. 1 1 3 9. 5 8 3 6. 5 2 3 1. 7 1

A 3 6 3. 4 9 4. 8 7 5 1. 0 3 6 2. 1 9 5 6. 7 9 5 2. 0 3 6 5. 3 3 7 4. 8 2 6 1. 3 3 6 4. 8 4 5 7. 0 9 5 9. 1 2 5 2. 4 3 5 4. 1 7 5 1. 5 4 5 1. 6 5 4 6. 3 6 4 5. 5 3 4 1. 0 2 4 2. 0 3 3 5. 3 9 1 5. 5 2 2 9. 5 8 3 0. 3 4

A 3 7 0. 0 0 0. 0 0 3 6. 3 7 4 7. 2 2 6 0. 3 0 5 5. 0 5 5 4. 1 5 5 7. 7 8 5 9. 6 0 5 5. 5 4 5 2. 7 8 5 4. 6 0 5 2. 3 5 4 7. 9 5 4 9. 4 4 5 3. 0 6 5 3. 5 2 4 7. 4 5 4 8. 1 0 3 8. 7 7 4 2. 0 2 3 6. 2 1 3 3. 5 6 2 9. 3 6

A 3 9 2. 7 1 7. 9 8 8 1. 9 5 9 0. 2 7 8 5. 9 8 1 0 0. 3 8 8 6. 7 8 8 2. 1 4 7 9. 0 5 8 2. 1 9 8 3. 1 6 8 9. 0 5 8 6. 7 3 7 8. 7 3 7 3. 4 5 8 5. 7 0 7 9. 6 3 7 7. 2 7 6 8. 7 9 6 8. 8 9 6 4. 9 1 5 1. 9 8 4 7. 4 7 4 9. 1 1

A 4 0 9. 7 2 5. 8 5 1 9. 2 4 3 0. 9 2 3 8. 8 5 7 3. 1 6 7 6. 7 1 8 0. 9 5 8 1. 2 7 8 5. 1 8 8 4. 2 3 9 0. 5 5 8 7. 5 4 8 3. 4 6 8 6. 8 0 6 4. 9 5 8 6. 3 5 7 9. 8 6 7 9. 9 5 7 0. 5 2 6 6. 2 0 4 8. 1 6 4 9. 2 9 3 4. 4 3

A 4 1 0. 0 0 3. 3 3 3 6. 9 9 5 1. 2 3 5 7. 1 4 5 2. 6 6 6 4. 0 1 6 4. 3 5 6 5. 8 6 5 9. 4 2 6 1. 1 8 6 2. 5 7 7 2. 7 8 5 2. 9 9 4 6. 2 0 4 0. 0 5 5 2. 4 0 4 6. 4 2 4 8. 3 7 3 9. 4 5 3 2. 9 0 4 6. 0 4 2 7. 5 3 3 0. 6 9

A 4 2 0. 0 0 2. 1 6 6. 4 4 1 7. 2 4 2 4. 2 5 2 0. 9 1 2 2. 8 8 3 0. 6 4 3 9. 1 5 4 0. 0 3 4 0. 0 6 4 4. 5 1 4 2. 9 9 3 8. 7 1 3 5. 2 4 3 5. 2 4 3 2. 4 6 3 4. 8 3 3 3. 7 2 2 3. 8 9 2 2. 8 5 2 5. 0 8 2 7. 1 2 2 7. 1 5

A 4 3 0. 0 0 9. 7 5 0. 0 0 5 1. 1 3 4 7. 3 3 4 4. 9 1 4 8. 8 7 4 1. 5 8 4 3. 9 8 4 5. 8 0 4 6. 1 9 4 9. 9 7 4 3. 3 0 4 5. 0 6 4 4. 4 4 3 9. 6 7 4 0. 0 8 3 5. 9 9 4 4. 8 6 3 0. 4 3 3 1. 8 6 2 9. 0 9 3 4. 5 9 2 3. 6 1

A 4 4 1. 0 0 4. 8 9 2 2. 3 7 3 5. 4 1 4 5. 7 9 5 1. 8 7 4 8. 8 7 4 8. 9 2 4 6. 3 4 4 4. 2 7 4 3. 3 6 5 0. 4 7 4 4. 8 7 4 0. 2 2 4 1. 1 9 3 8. 6 9 3 9. 7 8 3 5. 9 2 3 0. 0 8 3 0. 3 1 3 0. 3 7 2 7. 8 5 2 6. 6 8 2 6. 2 8

0. 7 6 3. 8 1 2 4. 2 0 3 9. 6 6 4 6. 3 4 5 2. 3 9 5 4. 7 2 5 6. 2 8 5 6. 3 6 5 6. 0 7 5 5. 1 0 5 9. 7 9 5 5. 9 8 5 2. 9 5 5 2. 2 9 5 1. 2 7 4 8. 7 3 4 6. 6 5 4 7. 4 6 4 0. 6 6 3 7. 8 7 3 6. 3 9 3 2. 5 9 2 9. 6 2

1. 7 5 3. 0 8 1 6. 0 8 1 7. 3 6 1 6. 0 0 1 6. 3 3 1 8. 6 3 1 3. 4 6 1 3. 5 2 1 2. 8 2 1 4. 4 9 1 4. 1 4 1 3. 9 2 1 5. 0 8 1 4. 8 9 1 3. 8 3 1 2. 9 8 1 2. 4 4 1 1. 9 0 1 1. 0 7 1 1. 5 7 9. 3 4 1 0. 7 0 8. 7 0

2 3 1. 1 7 8 0. 7 1 6 6. 4 6 4 3. 7 8 3 4. 5 2 3 1. 1 7 3 4. 0 4 2 3. 9 1 2 3. 9 9 2 2. 8 7 2 6. 3 0 2 3. 6 5 2 4. 8 6 2 8. 4 8 2 8. 4 7 2 6. 9 8 2 6. 6 4 2 6. 6 6 2 5. 0 6 2 7. 2 4 3 0. 5 6 2 5. 6 8 3 2. 8 3 2 9. 3 9
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D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

T a bl e 5. T a bl e of i n di vi d u al b a s e li n e c orr e ct e d c o n c e ntr ati o n s c orr e s p o n di n g t o l e v ot h yr o xi n e 
(t e st dr u g [ B]). A dj u st e d d at a. N = 4 3 s u bj e ct s

A s c a n b e s e e n i n t a bl e s 4 a n d 5 f or t h e r ef er e n c e ( A) a n d t e st dr u g s ( B), at ti m e 0. 00 h, t h e 
l e v ot h yr o xi n e pl a s m a c o n c e ntr ati o n s v al u e s w er e ot h er t h a n 0. 0 0 n g/ m L f or s o m e of t h e 
s u bj e ct s. H o w e v er, s u bj e ct s wit h pr e -d o s e c o n c e ntr ati o n s ot h er t h a n 0. 0 0 n g/ m L w er e 
r e p ort e d. T a bl e 6 s h o w s s u bj e ct s wit h c o n c e ntr ati o n s ot h er t h a n 0. 0 0 n g/ m L.

0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

B 1 0. 3 6 2. 7 9 1 7. 9 1 3 1. 2 0 4 0. 4 6 4 6. 9 9 5 4. 8 5 6 9. 4 3 6 5. 8 9 8 4. 9 7 8 2. 6 4 7 5. 9 6 7 5. 0 5 7 4. 6 5 7 3. 4 0 5 8. 3 4 5 5. 2 1 4 9. 7 4 5 8. 8 0 5 0. 7 9 4 3. 1 1 4 0. 0 3 4 1. 7 7 2 1. 9 3

B 2 0. 0 0 3. 7 7 3 4. 3 1 4 9. 7 1 5 5. 5 2 5 2. 7 6 5 7. 5 3 4 8. 9 5 5 2. 1 7 4 6. 5 0 4 7. 9 2 5 2. 8 7 4 9. 1 4 4 7. 0 8 4 0. 1 6 4 2. 1 6 5 9. 2 6 3 6. 2 1 3 3. 3 2 2 7. 1 9 3 0. 2 0 2 8. 8 3 2 3. 7 6 1 8. 4 1

B 3 0. 0 0 4. 5 6 4 2. 1 7 5 6. 4 1 3 9. 9 8 4 4. 5 0 3 5. 9 7 3 4. 3 1 4 1. 0 7 3 9. 6 7 2 4. 3 9 3 4. 5 9 4 8. 0 9 3 6. 4 0 3 6. 9 6 2 4. 5 9 2 5. 4 3 2 0. 7 7 6. 4 4 1 2. 7 8 1 3. 7 2 2 0. 7 4 2 7. 5 6 2 4. 8 2

B 4 0. 0 0 5. 2 9 1 6. 6 3 3 9. 2 5 5 4. 7 1 5 5. 6 9 6 3. 9 5 6 0. 7 2 5 5. 1 7 5 4. 0 9 5 3. 8 9 5 2. 1 1 4 7. 9 6 4 2. 1 3 4 1. 4 6 4 2. 5 8 4 3. 2 6 4 0. 4 4 4 1. 9 2 3 7. 8 7 3 7. 5 5 3 0. 2 8 3 1. 8 9 1 9. 3 1

B 5 0. 0 0 3. 6 0 5. 1 5 9. 4 0 9. 2 1 1 3. 5 6 1 5. 1 3 2 0. 5 5 1 2. 5 7 2 6. 7 9 2 3. 3 6 3 7. 4 9 4 1. 9 1 5 9. 0 2 5 3. 8 0 4 7. 4 8 4 0. 4 1 4 2. 8 2 3 7. 9 5 3 0. 3 8 2 3. 7 5 2 9. 3 7 2 7. 6 2 2 4. 9 0

B 6 0. 2 4 0. 0 0 4. 7 8 1 5. 2 9 1 4. 5 4 1 6. 9 0 1 6. 0 1 2 5. 4 8 2 8. 3 4 3 3. 3 5 3 9. 9 2 4 8. 6 4 4 5. 5 3 4 0. 8 1 3 3. 5 7 3 8. 8 7 3 4. 0 7 3 3. 1 8 2 9. 2 8 2 8. 0 3 3 0. 2 5 2 5. 7 2 1 7. 8 8 2 3. 4 1

B 7 0. 5 3 8. 7 3 3 6. 0 6 4 1. 7 6 4 9. 6 5 5 4. 8 4 6 9. 4 3 5 5. 0 4 5 5. 8 5 4 2. 1 8 4 5. 2 5 4 6. 8 2 5 0. 4 6 4 5. 2 7 5 5. 7 1 5 1. 9 0 5 0. 4 2 4 9. 9 5 4 3. 0 6 4 5. 3 5 3 8. 2 6 4 0. 6 2 3 6. 3 2 3 9. 6 5

B 8 0. 0 0 2 2. 4 9 4 8. 4 9 6 1. 6 4 6 6. 1 8 5 7. 5 1 5 8. 6 7 6 0. 6 0 5 9. 3 0 5 3. 3 3 5 3. 9 5 6 0. 1 9 5 2. 9 0 5 4. 4 5 4 7. 6 8 5 3. 9 9 4 9. 8 1 4 4. 6 0 4 0. 0 6 3 8. 5 5 3 7. 6 2 3 1. 2 0 4 4. 6 3 3 1. 7 9

B 9 2. 1 3 0. 0 0 2 5. 4 0 4 3. 5 6 6 9. 0 4 8 6. 5 7 9 3. 5 4 8 7. 8 0 9 7. 4 5 9 8. 5 9 1 0 1. 7 4 1 0 4. 5 7 9 4. 0 6 9 6. 2 2 9 7. 7 1 9 5. 0 0 9 6. 7 2 8 0. 8 1 7 3. 4 9 6 3. 2 4 6 3. 5 6 4 2. 0 1 5 6. 2 5 3 5. 9 6

B 1 0 0. 0 0 1. 4 3 2 0. 9 3 4 8. 5 1 6 7. 8 0 7 3. 5 4 7 9. 8 8 9 7. 2 5 9 6. 0 0 7 9. 9 4 7 4. 3 4 8 2. 1 7 8 5. 2 9 8 4. 3 4 8 9. 8 5 7 0. 2 0 8 2. 5 9 7 7. 2 7 7 6. 8 2 5 7. 9 6 7 4. 3 6 5 2. 4 0 4 4. 8 0 4 1. 1 2

B 1 1 0. 3 9 4. 7 3 2 3. 4 3 5 9. 6 4 6 7. 8 7 7 1. 6 6 6 7. 7 3 7 2. 2 7 6 9. 2 0 6 2. 7 5 6 1. 7 2 6 3. 4 1 5 7. 7 9 6 3. 4 3 6 2. 1 1 5 6. 0 8 6 4. 3 8 6 2. 7 1 5 3. 6 5 5 1. 2 8 4 1. 6 7 4 9. 9 1 5 0. 3 0 3 2. 5 1

B 1 2 0. 0 0 1. 7 3 2 4. 0 9 4 0. 6 2 5 4. 5 6 6 3. 0 4 5 4. 3 0 5 8. 1 9 5 7. 4 9 5 7. 6 1 6 0. 9 1 6 9. 1 5 5 5. 9 5 5 6. 1 9 5 3. 6 0 4 8. 7 2 5 2. 3 6 4 4. 1 8 5 3. 1 1 3 8. 1 5 3 5. 5 4 4 8. 5 7 4 0. 5 0 2 7. 3 5

B 1 3 0. 0 0 4. 2 6 3 2. 8 9 4 9. 6 8 4 7. 4 3 5 1. 6 1 4 9. 5 1 4 2. 5 1 4 6. 2 0 3 6. 7 1 4 6. 0 3 5 1. 7 0 4 6. 6 2 4 3. 9 9 4 2. 8 9 4 3. 9 8 4 2. 7 6 3 0. 1 1 4 0. 7 7 3 1. 1 7 3 2. 4 0 1 9. 7 7 3 7. 8 9 3 4. 9 5

B 1 4 0. 2 0 6. 1 4 3 3. 1 6 5 3. 1 7 5 5. 0 0 6 3. 9 7 5 3. 3 7 5 6. 3 9 6 0. 6 4 6 1. 7 7 6 2. 8 6 6 3. 1 2 6 3. 1 9 6 1. 6 8 6 1. 0 9 6 8. 1 2 6 5. 8 3 6 0. 1 7 6 2. 7 6 5 5. 4 4 5 2. 4 5 4 0. 0 6 5 0. 9 4 3 5. 8 3

B 1 5 0. 0 0 1. 8 7 1 9. 4 8 3 3. 6 2 2 4. 2 7 4 1. 1 8 4 6. 9 0 5 0. 1 9 4 4. 6 8 4 5. 1 2 4 4. 0 1 5 3. 9 9 4 4. 3 2 5 4. 4 8 3 9. 5 9 3 8. 3 1 4 7. 1 5 3 9. 1 7 5 3. 6 0 3 9. 4 2 3 8. 7 3 3 1. 8 8 3 3. 0 6 3 6. 6 7

B 1 6 6. 4 9 2. 4 1 1 7. 6 1 3 3. 5 4 5 5. 0 3 4 5. 0 7 4 4. 7 8 4 3. 4 7 4 1. 3 1 3 9. 6 8 4 3. 1 7 4 8. 8 6 4 6. 0 4 4 1. 8 5 3 9. 9 2 4 5. 2 9 3 6. 2 5 4 1. 9 6 3 8. 0 1 3 4. 6 7 2 9. 8 7 4 3. 5 5 2 7. 7 0 2 0. 8 8

B 1 7 0. 0 0 2. 8 9 1 7. 2 5 2 8. 9 1 4 4. 5 1 5 0. 8 5 5 2. 1 1 4 2. 2 3 6 8. 3 3 6 6. 2 3 5 8. 9 7 6 7. 8 0 6 3. 8 8 5 1. 4 0 5 1. 4 0 5 1. 9 7 4 5. 4 1 3 8. 5 9 5 5. 8 6 4 2. 8 5 3 6. 9 1 3 4. 7 2 3 4. 9 5 1 1. 8 4

B 1 8 0. 0 0 7. 2 7 3 5. 6 1 4 7. 1 8 5 4. 8 2 6 5. 7 1 6 8. 1 1 6 2. 7 4 6 3. 3 3 6 1. 8 2 6 0. 3 2 6 5. 3 5 5 7. 6 5 5 4. 5 1 5 5. 8 2 5 3. 4 9 5 1. 4 1 5 1. 6 2 5 3. 0 1 5 1. 6 2 4 7. 2 4 3 7. 2 6 3 4. 7 2 3 0. 8 4

B 1 9 0. 3 0 2. 5 0 2 9. 6 4 4 2. 6 2 5 6. 0 2 4 1. 5 3 5 2. 4 8 4 6. 6 6 4 2. 0 4 3 8. 7 7 3 6. 3 6 5 0. 9 0 4 7. 3 4 4 7. 1 9 4 3. 1 0 4 5. 2 4 5 5. 4 3 4 9. 0 0 4 1. 1 5 3 8. 8 2 3 7. 8 3 2 9. 3 4 2 3. 8 5 2 5. 4 7

B 2 0 0. 0 1 7. 0 7 3 9. 4 0 5 3. 1 9 5 6. 0 6 5 4. 9 8 5 9. 9 7 5 6. 6 3 4 9. 4 6 4 9. 0 0 4 8. 2 0 6 0. 4 4 4 8. 9 0 4 2. 3 4 3 7. 4 5 3 6. 1 8 3 9. 4 7 3 9. 9 0 4 3. 5 8 3 2. 2 8 2 4. 0 0 2 9. 5 5 3 3. 4 2 2 3. 1 4

B 2 1 3. 5 6 1 5. 8 8 3 5. 2 6 5 8. 9 3 5 9. 1 8 6 6. 1 3 6 6. 4 0 5 9. 2 8 6 5. 3 8 6 2. 2 2 6 2. 6 0 6 7. 0 3 6 1. 8 5 4 9. 9 9 5 3. 0 0 5 3. 7 9 5 4. 1 2 5 9. 5 1 6 4. 3 8 4 6. 4 0 4 3. 9 7 3 9. 8 4 4 1. 8 6 2 4. 8 3

B 2 2 1. 3 9 0. 0 0 1 8. 0 7 3 4. 3 8 3 0. 9 9 3 8. 8 5 4 3. 2 1 4 2. 4 6 3 7. 1 5 3 9. 8 6 4 0. 7 2 3 7. 8 1 3 6. 4 9 3 2. 7 4 4 3. 6 5 3 5. 7 8 3 7. 4 9 3 7. 2 9 3 0. 3 6 3 2. 8 7 2 8. 7 2 2 8. 6 6 2 4. 2 2 2 6. 6 1

B 2 3 1. 8 9 1 1. 6 4 4 9. 7 6 7 0. 8 4 6 8. 5 9 7 3. 2 4 6 0. 2 5 6 6. 6 1 6 1. 3 3 6 0. 2 9 6 1. 2 4 6 7. 8 3 6 1. 5 6 5 4. 2 6 5 3. 7 7 4 9. 8 2 4 8. 7 9 4 4. 3 4 4 0. 5 3 4 0. 5 0 3 8. 9 7 3 9. 3 7 3 2. 8 8 3 0. 7 2

B 2 4 0. 7 6 0. 0 0 0. 0 0 0. 0 0 9. 3 4 1 1. 8 9 1 6. 7 2 1 0. 9 3 1 2. 3 5 1 8. 5 5 3 9. 4 5 5 5. 6 4 5 4. 8 0 6 0. 5 4 5 1. 2 6 4 5. 5 5 2 9. 7 3 3 3. 8 5 3 6. 6 9 2 1. 4 2 2 6. 6 5 3 4. 2 5 2 4. 8 9 2 6. 3 7

B 2 5 0. 0 0 2 0. 2 5 5 0. 9 1 6 0. 7 9 5 5. 3 5 4 7. 8 9 5 6. 1 3 4 2. 2 6 5 5. 7 1 6 2. 6 9 4 2. 9 7 5 1. 2 8 4 0. 8 8 5 4. 7 2 4 5. 5 7 5 7. 5 7 4 1. 0 1 5 3. 4 3 4 4. 7 0 5 0. 8 5 3 4. 9 2 4 7. 3 0 3 1. 8 9 2 6. 7 8

B 2 6 0. 0 0 0. 0 0 1 1. 6 5 2 5. 1 6 3 5. 1 4 5 1. 1 1 5 4. 5 8 5 0. 0 3 4 9. 1 9 5 3. 5 0 4 8. 0 8 4 6. 8 7 4 6. 0 9 4 6. 2 2 4 7. 4 7 4 5. 8 6 4 0. 7 3 4 5. 9 3 4 9. 1 6 4 2. 2 3 4 1. 8 4 3 6. 9 1 3 5. 6 9 2 5. 8 7

B 2 7 0. 0 0 1. 2 2 2 6. 3 6 3 9. 1 5 4 2. 2 3 4 9. 8 4 4 4. 2 2 4 2. 6 0 4 6. 6 3 4 5. 4 2 5 1. 1 4 5 2. 3 4 4 2. 0 9 3 8. 8 6 4 5. 5 7 3 9. 8 4 4 6. 7 8 3 2. 3 9 4 0. 7 1 3 0. 7 6 3 0. 6 5 2 9. 6 1 2 4. 1 9 1 4. 6 3

B 2 8 0. 0 0 1 0. 7 8 4 0. 0 5 3 1. 9 5 4 4. 4 9 3 5. 9 7 1 0 5. 7 5 9 3. 1 0 5 7. 8 7 9 1. 6 3 5 8. 1 6 4 6. 4 4 6 9. 7 2 7 1. 2 6 8 0. 9 2 4 9. 7 1 1 2. 6 5 4 5. 5 5 2 5. 4 6 3 4. 3 2 4 0. 8 0 4 1. 9 3 3 2. 5 0 2 4. 1 7

B 2 9 0. 0 0 0. 4 6 0. 0 0 0. 0 0 3 6. 9 5 4 0. 4 3 4 1. 4 5 4 0. 6 1 4 7. 1 4 4 4. 6 4 4 4. 3 5 6 0. 1 7 5 7. 3 7 5 2. 3 5 4 9. 7 9 4 9. 8 7 4 5. 5 6 3 9. 9 1 4 4. 8 9 2 6. 1 8 3 7. 9 2 3 4. 8 0 0. 0 0 6. 8 2

B 3 0 3. 1 1 3. 6 3 2 5. 3 4 4 6. 1 0 4 2. 1 7 5 3. 4 0 3 6. 8 5 6 5. 5 4 5 4. 8 2 7 1. 6 8 5 5. 5 5 4 9. 8 9 4 9. 8 0 4 7. 1 1 4 6. 8 8 4 3. 7 0 4 1. 9 6 4 0. 5 3 3 7. 1 5 3 6. 3 3 3 5. 2 4 3 8. 9 8 4 1. 3 9 3 4. 8 6

B 3 1 0. 0 0 3. 8 0 3 3. 7 1 4 6. 7 3 5 2. 8 7 5 1. 7 4 6 2. 0 1 4 9. 5 3 5 3. 2 5 5 0. 3 3 4 6. 4 2 4 6. 5 9 4 8. 0 0 4 2. 2 4 5 6. 1 4 4 6. 4 1 5 5. 8 5 3 8. 6 9 4 0. 3 0 3 2. 6 9 3 0. 8 5 3 5. 3 0 3 8. 0 3 2 4. 0 1

B 3 2 0. 0 0 9. 4 7 4 4. 4 4 5 6. 1 8 4 7. 6 2 5 6. 2 3 5 7. 4 2 5 0. 0 4 4 4. 5 3 6 2. 1 7 3 8. 5 0 4 8. 7 1 4 7. 8 4 4 2. 9 3 3 5. 6 5 3 8. 0 0 4 2. 3 7 3 5. 7 8 3 9. 3 7 3 0. 9 1 3 2. 4 9 3 6. 4 7 2 4. 6 8 2 2. 3 3

B 3 3 0. 0 0 2 0. 2 2 6 2. 7 2 8 2. 1 8 7 9. 0 2 6 9. 1 5 6 9. 8 1 6 1. 8 0 6 1. 7 9 6 2. 3 1 6 4. 5 7 6 6. 3 9 6 6. 6 9 6 0. 3 2 6 1. 3 4 5 3. 1 1 5 4. 5 8 5 4. 4 0 5 2. 4 4 4 2. 4 3 4 5. 7 4 4 3. 6 0 2 8. 5 5 3 0. 8 8

B 3 4 1. 2 8 1 0. 9 9 3 0. 7 4 5 0. 4 2 6 3. 8 3 7 0. 2 4 5 8. 5 6 5 5. 8 7 5 7. 0 1 5 8. 0 8 5 9. 7 8 6 8. 7 8 5 7. 3 0 5 1. 3 5 4 7. 1 9 4 1. 2 6 4 7. 6 7 4 0. 3 9 3 6. 0 0 2 8. 0 7 3 8. 3 3 2 9. 4 3 2 4. 2 4 1 7. 3 4

B 3 5 0. 1 7 0. 0 0 0. 0 0 1 6. 0 4 2 0. 9 2 4 9. 0 1 5 2. 0 7 3 6. 7 0 4 1. 3 0 4 9. 0 7 2 8. 3 3 3 8. 2 5 4 4. 8 9 4 4. 8 5 3 9. 7 2 3 5. 7 0 5 1. 6 7 4 5. 2 9 3 7. 1 7 2 6. 7 6 3 5. 8 5 3 6. 7 3 2 4. 0 2 4 1. 0 1

B 3 6 1. 8 3 1 7. 6 6 6 0. 2 1 6 4. 8 7 7 0. 0 8 6 6. 7 7 4 5. 4 1 5 2. 8 5 6 3. 3 6 4 7. 0 7 5 7. 7 1 6 3. 1 2 5 4. 0 5 5 6. 1 1 5 0. 5 1 5 0. 4 7 4 0. 1 0 4 2. 3 9 4 6. 2 0 4 2. 1 7 3 2. 1 8 2 9. 8 1 3 5. 1 3 3 6. 5 8

B 3 7 0. 0 0 6. 0 8 3. 5 2 2 5. 6 4 4 0. 8 7 5 2. 8 2 6 0. 9 1 6 1. 6 7 6 2. 3 2 6 4. 4 1 5 7. 0 7 6 1. 6 7 5 1. 5 0 5 4. 8 6 5 7. 0 6 6 8. 3 0 5 4. 0 4 5 0. 0 3 4 6. 5 6 4 5. 7 4 4 3. 9 7 4 3. 7 0 3 7. 5 4 3 9. 9 0

B 3 9 0. 0 0 2 1. 1 1 5 8. 9 4 8 2. 4 1 8 6. 1 6 9 1. 7 4 8 6. 6 9 7 3. 8 0 7 3. 9 1 8 4. 8 9 8 4. 4 8 7 0. 6 6 9 4. 0 9 8 5. 5 9 7 7. 0 5 6 0. 6 0 5 2. 9 8 5 8. 7 9 6 2. 3 4 5 5. 8 2 4 5. 6 8 4 8. 1 0 3 3. 4 4 3 5. 1 5

B 4 0 0. 0 0 0. 0 0 1 6. 3 1 3 1. 4 3 4 3. 3 0 5 8. 7 6 6 5. 0 2 6 8. 5 2 7 4. 0 9 7 1. 2 2 7 0. 3 9 7 8. 0 8 7 5. 3 5 7 0. 3 9 7 2. 8 3 7 1. 9 5 6 5. 4 0 6 5. 5 8 6 5. 9 2 5 9. 6 3 5 8. 5 6 4 2. 8 0 3 7. 9 6 3 8. 5 8

B 4 1 0. 0 0 1 4. 7 7 3 9. 5 8 6 2. 9 1 5 7. 3 6 7 9. 0 8 4 9. 7 5 5 2. 6 9 5 7. 4 6 3 8. 3 4 5 4. 7 2 6 3. 7 3 4 7. 7 9 4 1. 7 6 3 6. 9 5 5 9. 5 0 4 0. 4 2 3 4. 9 8 6 3. 0 9 2 6. 0 6 4 0. 0 4 3 2. 2 8 2 5. 6 1 1 7. 7 0

B 4 2 0. 0 0 5. 1 3 2 0. 6 3 2 9. 2 6 2 0. 6 8 3 1. 7 3 3 3. 9 8 3 0. 7 0 3 3. 1 3 3 2. 3 2 3 1. 3 8 3 3. 2 6 2 6. 9 3 2 9. 6 2 2 9. 9 9 2 7. 7 0 2 7. 9 0 2 7. 1 4 3 1. 6 9 2 3. 3 9 2 0. 8 3 2 7. 0 9 2 4. 7 6 2 7. 5 3

B 4 3 0. 9 8 5. 7 7 4 1. 8 7 5 0. 8 9 5 0. 1 0 5 6. 8 1 4 6. 0 8 5 0. 0 9 4 7. 6 9 5 4. 8 0 5 0. 8 0 4 8. 4 0 4 1. 9 5 4 0. 3 1 4 6. 3 2 4 0. 5 3 3 7. 3 2 3 2. 3 1 3 6. 3 5 3 3. 9 3 2 9. 3 4 2 2. 8 9 2 1. 1 3 3 0. 4 2

B 4 4 0. 0 0 5. 7 7 3 7. 8 5 4 7. 5 9 4 1. 3 9 3 7. 7 5 4 1. 2 9 3 7. 3 4 3 8. 7 6 3 9. 5 1 3 6. 0 7 4 1. 8 7 4 3. 0 3 3 9. 2 5 3 6. 8 3 3 0. 1 0 3 9. 5 1 3 3. 4 9 3 4. 8 3 2 7. 9 6 2 8. 4 5 2 8. 6 8 1 6. 0 7 2 7. 5 4

0. 6 0 6. 4 7 2 8. 6 6 4 3. 0 9 4 8. 4 0 5 3. 3 3 5 4. 6 2 5 3. 1 7 5 3. 5 5 5 4. 5 1 5 2. 4 3 5 7. 0 9 5 4. 4 7 5 2. 6 8 5 1. 6 9 4 9. 0 1 4 7. 5 9 4 4. 7 7 4 5. 1 8 3 8. 2 6 3 7. 4 7 3 5. 6 8 3 2. 1 0 2 7. 7 1

1. 2 6 6. 4 4 1 6. 3 9 1 8. 7 7 1 7. 5 4 1 7. 0 9 1 8. 0 5 1 7. 4 2 1 6. 7 3 1 7. 2 0 1 5. 7 1 1 3. 9 7 1 4. 1 0 1 4. 1 2 1 4. 9 3 1 2. 9 7 1 4. 2 7 1 2. 3 4 1 3. 4 5 1 1. 3 1 1 0. 9 3 7. 9 2 1 0. 2 4 8. 0 6

2 1 1. 2 9 9 9. 6 2 5 7. 1 8 4 3. 5 7 3 6. 2 3 3 2. 0 5 3 3. 0 5 3 2. 7 6 3 1. 2 4 3 1. 5 6 2 9. 9 7 2 4. 4 8 2 5. 8 9 2 6. 8 1 2 8. 8 8 2 6. 4 7 2 9. 9 9 2 7. 5 7 2 9. 7 7 2 9. 5 6 2 9. 1 8 2 2. 1 8 3 1. 8 9 2 9. 0 9% C V
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T a bl e 6. S u bj e ct s wit h c o n c e ntr ati o n s ot h er t h a n 0. 0 0 n g/ m L at ti m e z er o. 

S u bj e ct F or m
Pr e- d o s e 

c o n c e ntr ati o n 
( n g/ m L)

C m a x ( n g/ m L)

% pr e - d o s e 
c o n c e ntr ati o n 
wit h r e s p e ct t o 

C m a x

2  A 0. 9 5 5 9. 0 8 1. 6 0
3  A 0. 0 4 6 1. 0 0 0. 0 7
4  A 0. 2 4 6 7. 1 2 0. 3 6
1 4 A 1. 2 5 6 9. 8 4 1. 7 9
1 5 A 0. 2 2 5 1. 9 5 0. 4 2
1 9 A 0. 0 9 7 3. 1 1 0. 1 3
2 6 A 3. 3 2 5 1. 6 5 6. 4 2
2 7 A 0. 6 5 4 8. 0 6 1. 3 6
2 9 A 0. 7 4 6 5. 3 5 1. 1 4
3 0 A 1. 6 6 6 8. 8 8 2. 4 1
3 2 A 3. 1 8 6 1. 0 4 5. 2 1
3 3 A 3. 2 7 8 6. 9 3 3. 7 6
3 6 A 3. 4 9 7 4. 8 2 4. 6 6
3 9 A 2. 7 1 1 0 0. 3 8 2. 7 0
4 0 A 9. 7 2 9 0. 5 5 1 0. 7 4
4 4 A 1. 0 0 5 1. 8 7 1. 9 3
1  B 0. 3 6 8 4. 9 7 0. 4 2
6  B 0. 2 4 4 8. 6 4 0. 5 0
7  B 0. 5 3 6 9. 4 3 0. 7 6
9  B 2. 1 8 1 0 4. 5 7 2. 0 3
1 1 B 0. 3 9 7 2. 2 7 0. 5 4
1 4 B 0. 2 0 6 8. 1 2 0. 2 9
1 6 B 6. 4 9 5 5. 0 3 1 1. 8 0
1 9 B 0. 3 0 5 6. 0 2 0. 5 3
2 0 B 0. 0 1 6 0. 4 4 0. 0 2
2 1 B 3. 5 6 6 7. 0 3 5. 3 1
2 2 B 1. 3 9 4 3. 6 5 3. 1 9
2 3 B 1. 8 9 7 3. 2 4 2. 5 8
2 4 B 0. 7 6 6 0. 5 4 1. 2 6
3 0 B 3. 1 1 7 1. 6 8 4. 3 4
3 4 B 1. 2 8 7 0. 2 4 1. 8 2
3 5 B 0. 1 7 5 2. 0 7 0. 3 3
3 6 B 1. 8 3 7 0. 0 8 2. 6 1
4 3 B 0. 9 8 5 6. 8 1 1. 7 3

A s p er d at a s h o w n i n t a bl e 6, s u bj e ct s 2 6, 3 2, a n d 4 0 wit h t h e r ef er e n c e f or m ul ati o n ( A), a n d 
s u bj e ct s 1 6 a n d 2 1 wit h t h e t e st f or m ul ati o n( B) h a d pr e -d o s e c o n c e ntr ati o n s hi g h er t h a n 5 % 
of t h e Cm a x c orr e s p o n di n g v al u e. T h u s, a s p er a n n e x C. 5, p art a) of t h e M e xi c a n Offi ci al 
St a n d ar d, N O M- 1 7 7 -S S A 1 -2 0 1 3, t h e d at a of t h e s e s u bj e ct s m u st b e r e m o v e d fr om t h e 
st ati sti c al a n al y si s. T h er ef or e, fr o m n o w o n, all r e s ult s s h o w n d o n ot i n cl u d e s u bj e ct s 1 6, 2 1, 
2 6, 3 2, a n d 4 0.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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3. 3. C o n c e ntr ati o n v s. I n di vi d u al a n d A v er a g e Ti m e ( arit h m eti c a n d l o g arit h mi c 
s c al e)

T h e n o n -a dj u st e d pl a s m a c o n c e ntr ati o n ti m e pr ofil e s of l e v ot h yr o xi n e f or t e st ( B) a n d 
r ef er e n c e ( A) pr o d u ct s ar e s h o w n fr o m fi g ur e s 1 t o 3 8 i n t h e arit h m eti c s c al e, fr o m 3 9 t o 7 6 i n 
t h e l o g arit h mi c s c al e a n d i n fi g ur e s 7 7 a n d 7 8 t h o s e c orr e s p o n di n g t o t h e a v er a g e pl ot s i n t h e 
arit h m eti c a n d l o g arit h mi c s c al e, r e s p e cti v el y. 

Fi g ur e 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1' s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g, a n d r ef er e n c e -dr u g.

Fi g ur e 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3' s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g, a n d r ef er e n c e -dr u g.

Fi g ur e 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.  

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 5’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 6' s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g, a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 7’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 8’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 9’ s ti m e pl ot, o n a n arit h m eti c s c al e, p o st -

d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 1 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 0’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0

S T A TI S TI C A L D O C U M E N T P a g e
1 5 of 6 8

D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

Fi g ur e 1 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 1' s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g, a n d r ef er e n c e -dr u g.

Fi g ur e 1 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 2’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 1 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 3’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 1 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 4’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 1 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 5’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 1 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 7’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 1 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 8’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

  
Fi g ur e 1 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 9’ s ti m e pl ot, o n a n arit h m eti c s c al e, 

p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 1 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 0’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 2 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 2’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 2 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 3’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 2 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 4’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st -d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 2 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 5’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 2 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 7’ s ti m e pl ot, o n a n arit h m et i c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 2 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 8’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 2 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 9’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 2 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 0’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 2 8. L e v ot h yr o xi n e c o n c e nt r ati o n v s. s u bj e ct 3 1’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 2 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 3’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 3 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 4’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 5’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e-dr u g.

Fi g ur e 3 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 6’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 7’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st -d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 3 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 9’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 1’ s ti m e pl ot, o n a n a rit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 3 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 2’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 3’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 3 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 4’ s ti m e pl ot, o n a n arit h m eti c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 3 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 4 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g u r e 4 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 4 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e-dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 4 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 5’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

  
Fi g ur e 4 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 6’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -

d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 4 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 7’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

   
Fi g ur e 4 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 8’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -

d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.
D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 4 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 9’ s ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 4 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 0’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 4 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 1’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 5 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 2’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 3’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st- dr u g a n d r ef ere n c e -dr u g.

Fi g ur e 5 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 4’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 5’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st -d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

  
Fi g ur e 5 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 7’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 

p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 8’ s ti m e pl ot, o n a l o g a rit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

  
Fi g ur e 5 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 1 9’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 

p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.
D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 0’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 5 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 2’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 5 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 3’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 4’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 6 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 5’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 7’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e- dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 6 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 8’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 2 9’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 6 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 0’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 1’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 6 7. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 3’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 6 8. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 4’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 6 9. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 5’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 7 0. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 6’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7 1. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 7’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 7 2. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 3 9’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7 3. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 1’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 7 4. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 2’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7 5. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 3’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

Fi g ur e 7 6. L e v ot h yr o xi n e c o n c e ntr ati o n v s. s u bj e ct 4 4’ s ti m e pl ot, o n a l o g arit h mi c s c al e, 
p o st - d o s e of t h e t e st-dr u g a n d r ef er e n c e -dr u g.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7 7. L e v ot h yr o xi n e a v er a g e c o n c e ntr ati o n v s. ti m e pl ot, o n a l o g arit h mi c s c al e, p o st-
d o s e of t h e t e st -dr u g a n d r ef er e n c e - dr u g ( st a n d ar d d e vi ati o n b ar s).

  Fi g ur e 7 8. L e v ot h yr o xi n e a v er a g e c o n c e ntr ati o n v s. ti m e pl ot, o n a l o g arit h mi c s c al e, p o st -
d o s e of t h e t e st -dr u g a n d r ef er e n c e -dr u g ( st a n d ar d d e vi at i o n b ar s).

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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3. 4. D e s cri pti v e St ati sti c s of Bi ol o gi c al Fl ui d C o n c e ntr ati o n D at a a s a F u n cti o n of 
Ti m e a n d F or m ul ati o n

T a bl e 7 s h o w s t h e a v er a g e v al u e s of t h e l e v ot h yr o xi n e c o n c e ntr ati o n s, a s w ell a s t h eir 
d e s cri pti v e st ati sti c s o bt ai n e d fr o m t h e a s s e s s e d pr o d u c t s.

T a bl e 7. D e s cri pti v e st ati sti c s of t h e l e v ot h yr o xi n e c o n c e ntr ati o n i n bi ol o gi c al fl ui d , a dj u st e d 
d at a. ( N = 3 8).

Arit h m eti c  

m e a n
M e di a n

Mi ni m u m 

v a l ue

M a xi m u m 

v a l ue

St a n d a r d 

D e vi a ti on
% C V

Ari t hm e ti c 

m e a n
M e d i a n

Mi ni m u m 

v a l u e

M a xi m u m 

v a l u e

St a n d a r d 

D e vi a ti on
% C V

0. 0 0 0. 4 3 0. 0 0 0. 0 0 3. 4 9 0. 9 1 2 1 1. 4 6 0. 4 1 0. 0 0 0. 0 0 3. 1 1 0. 7 5 1 8 2. 2 1

0. 5 0 3. 5 8 3. 1 4 0. 0 0 1 2. 6 8 3. 1 4 8 7. 7 2 6. 5 9 4. 6 5 0. 0 0 2 2. 4 9 6. 4 6 9 8. 0 9

1. 0 0 2 3. 8 6 2 2. 5 3 0. 0 0 8 1. 9 5 1 6. 3 9 6 8. 6 9 2 9. 1 3 3 0. 1 9 0. 0 0 6 2. 7 2 1 6. 7 8 5 7. 5 8

1. 5 0 3 9. 5 9 4 1. 3 8 0. 0 0 9 0. 2 7 1 7. 9 5 4 5. 3 3 4 3. 3 5 4 6. 4 2 0. 0 0 8 2. 4 1 1 9. 3 3 4 4. 5 9

2. 0 0 4 6. 4 8 4 9. 1 9 1 2. 8 7 8 5. 9 8 1 6. 6 3 3 5. 7 8 4 8. 4 5 5 1. 4 9 9. 2 1 8 6. 1 6 1 8. 4 2 3 8. 0 2

2. 5 0 5 1. 8 4 5 3. 2 7 1 8. 8 7 1 0 0. 3 8 1 6. 9 2 3 2. 6 3 5 3. 0 5 5 2. 7 9 1 1. 8 9 9 1. 7 4 1 8. 0 0 3 3. 9 4

3. 0 0 5 4. 4 8 5 4. 5 3 2 2. 8 5 1 2 1. 1 6 1 9. 0 8 3 5. 0 2 5 4. 2 3 5 3. 8 3 1 5. 1 3 1 0 5. 7 5 1 8. 9 8 3 5. 0 0

3. 2 5 5 5. 8 8 5 6. 6 5 2 4. 0 2 8 2. 1 4 1 3. 1 4 2 3. 5 2 5 3. 0 3 5 2. 7 7 1 0. 9 3 9 7. 2 5 1 8. 2 8 3 4. 4 7

3. 5 0 5 6. 2 2 5 4. 5 4 3 4. 9 4 8 3. 0 3 1 3. 0 0 2 3. 1 2 5 3. 3 7 5 5. 4 4 1 2. 3 5 9 7. 4 5 1 7. 2 0 3 2. 2 2

3. 7 5 5 5. 6 4 5 6. 3 0 3 2. 3 4 8 2. 1 9 1 2. 3 8 2 2. 2 4 5 4. 0 8 5 1. 8 3 1 8. 5 5 9 8. 5 9 1 7. 8 6 3 3. 0 3

4. 0 0 5 4. 9 8 5 2. 9 3 3 0. 0 5 9 6. 3 9 1 3. 7 7 2 5. 0 4 5 2. 4 1 5 2. 5 1 2 3. 3 6 1 0 1. 7 4 1 6. 1 4 3 0. 8 0

4. 2 5 6 0. 1 0 5 9. 4 0 3 2. 8 9 9 8. 3 3 1 3. 3 5 2 2. 2 1 5 6. 9 8 5 4. 8 2 3 3. 2 6 1 0 4. 5 7 1 4. 1 6 2 4. 8 5

4. 5 0 5 6. 0 9 5 3. 0 3 4 0. 8 3 8 9. 2 8 1 2. 9 7 2 3. 1 3 5 4. 3 4 5 0. 1 3 2 6. 9 3 9 4. 0 9 1 4. 4 0 2 6. 5 1

4. 7 5 5 2. 8 4 5 2. 5 0 2 7. 9 2 9 0. 4 2 1 4. 4 2 2 7. 2 9 5 2. 9 9 5 1. 8 7 2 9. 6 2 9 6. 2 2 1 4. 5 2 2 7. 4 0

5. 0 0 5 2. 1 7 5 0. 7 6 2 6. 9 4 8 6. 8 1 1 4. 2 7 2 7. 3 5 5 1. 9 4 4 8. 7 3 2 9. 9 9 9 7. 7 1 1 5. 1 5 2 9. 1 7

5. 5 0 5 1. 0 4 4 9. 6 5 2 3. 0 2 8 5. 7 0 1 4. 2 6 2 7. 9 3 4 8. 7 6 4 8. 1 0 2 4. 5 9 9 5. 0 0 1 3. 1 2 2 6. 9 1

6. 0 0 4 8. 4 9 4 5. 4 9 3 0. 4 5 7 9. 6 3 1 1. 8 1 2 4. 3 6 4 7. 5 6 4 6. 9 6 1 2. 6 5 9 6. 7 2 1 4. 7 0 3 0. 9 0

6. 5 0 4 5. 9 9 4 3. 8 2 2 7. 9 6 7 7. 2 7 1 1. 8 1 2 5. 6 9 4 4. 1 2 4 1. 4 6 2 0. 7 7 8 0. 8 1 1 2. 3 5 2 7. 9 9

8. 0 0 4 6. 9 0 4 8. 0 7 2 4. 9 6 6 8. 7 9 1 1. 0 9 2 3. 6 4 4 4. 3 7 4 1. 5 4 6. 4 4 7 6. 8 2 1 3. 4 3 3 0. 2 7

1 0. 0 0 4 0. 0 4 3 9. 4 0 1 7. 7 5 6 8. 8 9 1 0. 6 9 2 6. 7 0 3 7. 6 7 3 7. 1 0 1 2. 7 8 6 3. 2 4 1 1. 3 3 3 0. 0 9

1 2. 0 0 3 7. 6 7 3 6. 3 7 1 8. 8 3 6 4. 9 1 1 1. 1 9 2 9. 7 0 3 6. 9 5 3 7. 2 3 1 3. 7 2 7 4. 3 6 1 0. 9 3 2 9. 5 8

2 4. 0 0 3 6. 3 1 3 7. 6 2 1 5. 5 2 5 7. 9 9 9. 6 4 2 6. 5 4 3 5. 1 3 3 4. 4 9 1 9. 7 7 5 2. 4 0 8. 2 0 2 3. 3 4

3 6. 0 0 3 2. 4 2 2 9. 6 3 1 0. 9 7 5 8. 1 8 1 0. 8 6 3 3. 5 0 3 1. 9 1 3 2. 6 9 0. 0 0 5 6. 2 5 1 0. 6 3 3 3. 3 2

4 8. 0 0 2 9. 4 9 2 9. 1 6 1 4. 5 6 5 5. 6 1 9. 2 0 3 1. 2 0 2 7. 8 7 2 7. 4 4 6. 8 2 4 1. 1 2 8. 2 6 2 9. 6 3

Ti m e

E u tir ox ® a p pr o v e d  for m u l atio n E u tir ox ® t est f or m ul a ti on

D o c u m e nt N o.

O bj e ct N o.
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P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0

S T A TI S TI C A L D O C U M E N T P a g e
5 0 of 6 8

D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

3. 5. P h ar m a c o ki n eti c P ar a m et er s 
3. 5. 1. I n di vi d u al D at a a n d D e s cri pti v e St ati sti c s of t h e P h ar m a c o ki n eti c 

P ar a m et er s

T h e p h ar m a c o ki n eti c a n al y si s w a s c arri e d o ut b y m e a n s of t h e n o n -c o m p art m e nt al a n al y si s, 
u si n g P h o e ni x ® Wi n N o nli n ® V er si o n 8. 2 a n d r e al ti m e s, f oll o wi n g t h e a d mi ni str ati o n of 
l e v ot h yr o xi n e 6 0 0 µ g ( 3 t a bl et s of 2 0 0 µ g). T a bl e 8 s h o w s l e v ot h yr o xi n e i n di vi d u al v al u e s a n d 
d e s cri pti v e st ati sti c s u s e d f or d et er mi ni n g bi o e q ui v al e n c e st ati sti c s. T h e u n c orr e ct e d 
p h ar m a c o ki n eti c p ar a m et er s ar e pr e s e nt e d i n t a bl e A 2. 4

T a bl e 8. I n di vi d u al d at a a n d d e s cri pti v e st ati sti c s f or t h e l e v ot h yr o xi n e p h ar m a c o ki n eti c 
p ar a m et er s f or a dj u st e d d at a ( Cm a x i n n g/ m L, A U C0-t i n n g* h/ m L a n d A U C0- ∞ i n n g* h/ m L).

N A: N ot a p pli c a bl e

A B A B A B A B

1 2 1 B A 9 8. 3 3 8 4. 9 7 0. 8 6 - 0. 1 5 2 6 8 9. 2 1 1 9 6 2. 3 3 0. 7 3 - 0. 32 7 6 2 9. 8 3 3 1 8 5. 8 7 0. 4 2 - 0. 8 7

2 2 1 B A 5 9. 0 8 5 9. 2 6 1. 0 0 0. 0 0 1 8 3 7. 6 8 1 3 7 0. 2 1 0. 7 5 - 0. 29 1 1 3 9 9. 2 5 2 3 5 4. 7 1 0. 2 1 - 1. 5 8

3 2 1 B A 6 1. 0 0 5 6. 4 1 0. 9 2 - 0. 0 8 1 2 2 6. 0 5 1 0 8 9. 9 8 0. 8 9 - 0. 12 3 7 7 9. 6 7 3 7 7 9. 0 6 1. 0 0 0. 0 0

4 1 2 A B 6 7. 1 2 6 3. 9 5 0. 9 5 - 0. 0 5 1 5 9 0. 6 6 1 5 6 6. 0 1 0. 9 8 - 0. 02 3 3 7 6. 2 5 2 8 0 5. 9 9 0. 8 3 - 0. 1 9

5 1 2 A B 5 3. 0 6 5 9. 0 2 1. 1 1 0. 1 1 1 2 7 8. 8 8 1 3 1 3. 9 9 1. 0 3 0. 0 3 2 7 7 9. 5 6 4 9 3 1. 1 1 1. 7 7 0. 5 7

6 2 1 B A 6 4. 4 9 4 8. 6 4 0. 7 5 - 0. 2 8 1 8 0 8. 0 1 1 1 5 8. 5 8 0. 6 4 - 0. 45 4 7 1 1. 8 2 3 0 4 8. 4 0 0. 6 5 - 0. 4 4

7 1 2 A B 6 4. 4 7 6 9. 4 3 1. 0 8 0. 0 7 1 6 1 3. 0 7 1 9 2 2. 9 3 1. 1 9 0. 1 8 4 0 4 9. 6 3 7 7 8 8. 4 1 1. 9 2 0. 6 5

8 1 2 A B 6 4. 7 2 6 6. 1 8 1. 0 2 0. 0 2 1 6 3 1. 2 7 1 8 6 8. 7 6 1. 1 5 0. 1 4 2 8 5 6. 9 5 4 4 7 1. 1 2 1. 5 6 0. 4 5

9 1 2 A B 8 4. 7 1 1 0 4. 5 7 1. 2 3 0. 2 1 2 0 3 9. 4 0 2 6 0 7. 8 6 1. 2 8 0. 2 5 4 6 8 7. 5 9 4 3 1 4. 7 9 0. 9 2 - 0. 0 8

1 0 1 2 A B 8 1. 7 7 9 7. 2 5 1. 1 9 0. 1 7 1 9 9 6. 5 3 2 6 4 6. 9 1 1. 3 3 0. 2 8 3 7 0 3. 4 3 6 7 1 8. 9 2 1. 8 1 0. 6 0

1 1 1 2 A B 6 8. 8 6 7 2. 2 7 1. 0 5 0. 0 5 1 8 1 9. 0 5 2 2 7 5. 3 8 1. 2 5 0. 2 2 3 5 5 0. 3 7 4 9 5 9. 6 4 1. 4 0 0. 3 3

1 2 2 1 B A 6 9. 8 2 6 9. 1 5 0. 9 9 - 0. 0 1 1 8 9 1. 5 4 1 9 7 4. 4 2 1. 0 4 0. 0 4 4 5 3 2. 1 8 3 1 1 7. 8 9 0. 6 9 - 0. 3 7

1 3 1 2 A B 6 2. 0 6 5 1. 7 0 0. 8 3 - 0. 1 8 2 0 0 1. 9 9 1 5 3 4. 4 2 0. 7 7 - 0. 27 6 0 8 6. 1 9 7 3 5 1. 7 1 1. 2 1 0. 1 9

1 4 2 1 B A 6 9. 8 4 6 8. 1 2 0. 9 8 - 0. 0 3 1 9 1 7. 5 7 2 2 6 9. 1 5 1. 1 8 0. 1 7 4 3 6 3. 4 5 5 3 6 2. 4 2 1. 2 3 0. 2 1

1 5 2 1 B A 5 1. 9 5 5 4. 4 8 1. 0 5 0. 0 5 1 2 0 0. 2 4 1 6 9 9. 4 2 1. 4 2 0. 3 5 2 7 3 2. 8 1 7 1 4 6. 6 0 2. 6 2 0. 9 6

1 7 2 1 B A 6 6. 1 4 6 8. 3 3 1. 0 3 0. 0 3 1 5 6 8. 8 8 1 6 2 6. 3 6 1. 0 4 0. 0 4 1 9 5 8. 8 2 2 0 4 1. 2 1 1. 0 4 0. 0 4

1 8 1 2 A B 6 7. 7 1 6 8. 1 1 1. 0 1 0. 0 1 1 8 4 3. 9 9 1 9 3 4. 6 9 1. 0 5 0. 0 5 4 2 3 2. 4 2 5 8 4 7. 5 5 1. 3 8 0. 3 2

1 9 2 1 B A 7 3. 1 1 5 6. 0 2 0. 7 7 - 0. 2 7 2 0 0 3. 5 6 1 5 0 0. 5 7 0. 7 5 - 0. 29 4 1 0 8. 7 3 3 3 8 2. 1 3 0. 8 2 - 0. 1 9

2 0 1 2 A B 7 4. 6 1 6 0. 4 4 0. 8 1 - 0. 2 1 2 3 3 5. 6 9 1 5 0 6. 8 4 0. 6 5 - 0. 44 5 6 5 0. 8 8 3 6 0 2. 0 9 0. 6 4 - 0. 4 5

2 2 2 1 B A 5 0. 8 1 4 3. 6 5 0. 8 6 - 0. 1 5 1 0 9 4. 5 2 1 3 4 7. 8 0 1. 2 3 0. 2 1 2 1 1 5. 1 9 4 5 9 1. 1 7 2. 1 7 0. 7 7

2 3 2 1 B A 5 0. 1 6 7 3. 2 4 1. 4 6 0. 3 8 1 2 8 8. 8 9 1 8 5 6. 7 3 1. 4 4 0. 3 7 2 3 8 9. 9 6 6 2 1 2. 3 2 2. 6 0 0. 9 6

2 4 1 2 A B 7 5. 6 2 6 0. 5 4 0. 8 0 - 0. 2 2 1 5 8 6. 0 3 1 3 2 7. 5 5 0. 8 4 - 0. 18 2 4 5 2. 7 2 3 7 4 7. 0 7 1. 5 3 0. 4 2

2 5 2 1 B A 5 9. 6 8 6 2. 6 9 1. 0 5 0. 0 5 1 3 7 1. 4 6 1 8 7 2. 5 8 1. 3 7 0. 3 1 3 6 0 1. 7 5 3 0 0 2. 5 5 0. 8 3 - 0. 1 8

2 7 1 2 A B 4 8. 0 6 5 2. 3 4 1. 0 9 0. 0 9 1 3 9 3. 9 6 1 3 4 2. 5 0 0. 9 6 - 0. 04 3 1 0 6. 5 1 1 8 4 0. 8 1 0. 5 9 - 0. 5 2

2 8 1 2 A B 1 2 1. 1 6 1 0 5. 7 5 0. 8 7 - 0. 1 4 2 3 6 5. 8 4 1 7 7 7. 4 7 0. 7 5 - 0. 29 6 9 6 9. 9 4 2 8 3 1. 0 5 0. 4 1 - 0. 9 0

2 9 1 2 A B 6 5. 3 5 6 0. 1 7 0. 9 2 - 0. 0 8 1 6 1 4. 4 9 1 1 0 0. 3 4 0. 6 8 - 0. 38 2 3 4 6. 4 5 1 2 6 1. 2 2 0. 5 4 - 0. 6 2

3 0 2 1 B A 6 8. 8 8 7 1. 6 8 1. 0 4 0. 0 4 2 0 4 7. 9 0 1 8 5 5. 8 0 0. 9 1 - 0. 10 7 6 9 8. 3 7 7 9 7 1. 3 3 1. 0 4 0. 0 3

3 1 2 1 B A 4 9. 5 4 6 2. 0 1 1. 2 5 0. 2 2 9 8 4. 4 1 1 6 8 1. 3 0 1. 7 1 0. 5 4 1 6 8 2. 6 8 3 4 6 4. 6 8 2. 0 6 0. 7 2

3 3 2 1 B A 8 6. 9 3 8 2. 1 8 0. 9 5 - 0. 0 6 2 7 7 7. 7 6 1 9 6 5. 9 9 0. 7 1 - 0. 35 9 4 0 4. 1 4 4 0 8 3. 8 5 0. 4 3 - 0. 8 3

3 4 1 2 A B 6 0. 9 2 7 0. 2 4 1. 1 5 0. 1 4 1 4 2 3. 8 6 1 4 6 9. 2 5 1. 0 3 0. 0 3 3 3 5 7. 0 6 2 2 7 8. 3 3 0. 6 8 - 0. 3 9

3 5 1 2 A B 5 9. 4 6 5 2. 0 7 0. 8 8 - 0. 1 3 1 8 2 8. 6 0 1 5 7 5. 3 8 0. 8 6 - 0. 15 5 2 6 0. 6 0 8 9 2 8. 3 2 1. 7 0 0. 5 3

3 6 1 2 A B 7 4. 8 2 7 0. 0 8 0. 9 4 - 0. 0 7 1 4 6 8. 9 3 1 7 5 0. 4 3 1. 1 9 0. 1 8 2 9 9 6. 0 7 4 8 7 2. 3 2 1. 6 3 0. 4 9

3 7 1 2 A B 6 0. 3 0 6 8. 3 0 1. 1 3 0. 1 2 1 8 0 1. 4 6 2 0 1 7. 0 1 1. 1 2 0. 1 1 4 8 6 2. 3 7 9 6 4 2. 4 5 1. 9 8 0. 6 8

3 9 1 2 A B 1 0 0. 3 8 9 4. 0 9 0. 9 4 - 0. 0 6 2 7 4 6. 2 6 2 2 1 2. 7 7 0. 8 1 - 0. 22 6 1 4 1. 9 4 4 8 0 1. 4 3 0. 7 8 - 0. 2 5

4 1 1 2 A B 7 2. 7 8 7 9. 0 8 1. 0 9 0. 0 8 1 7 9 5. 0 4 1 5 6 4. 4 8 0. 8 7 - 0. 14 4 5 2 8. 2 2 2 3 5 7. 1 5 0. 5 2 - 0. 6 5

4 2 2 1 B A 4 4. 5 1 3 3. 9 8 0. 7 6 - 0. 2 7 1 2 5 0. 4 7 1 2 2 1. 6 0 0. 9 8 - 0. 02 4 8 2 1. 7 3 8 5 2 7. 5 6 1. 7 7 0. 5 7

4 3 2 1 B A 5 1. 1 3 5 6. 8 1 1. 1 1 0. 1 1 1 5 2 9. 0 5 1 3 3 7. 8 5 0. 8 7 - 0. 13 3 2 9 7. 6 2 3 2 4 6. 4 5 0. 9 8 - 0. 0 2

4 4 2 1 B A 5 1. 8 7 4 7. 5 9 0. 9 2 - 0. 0 9 1 4 0 6. 4 6 1 2 6 2. 1 9 0. 9 0 - 0. 11 8 0 0 9. 0 3 3 1 8 3. 8 8 0. 4 0 - 0. 9 2

3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0 3 8. 0 0

6 5. 6 6 6 4. 6 9 0. 9 9 N A 1 6 8 7. 1 4 1 6 5 1. 8 2 0. 9 8 N A 4 0 8 3. 2 5 4 0 8 8. 4 3 1. 0 0 N A

6 7. 2 4 6 6. 4 4 1. 0 0 - 0. 0 1 1 7 3 8. 6 5 1 6 9 3. 8 9 1. 0 1 - 0. 02 4 5 0 6. 1 1 4 5 5 4. 0 4 1. 1 8 0. 0 0

1 5. 7 7 1 5. 7 7 0. 1 5 0. 1 5 4 3 8. 9 3 3 8 9. 5 0 0. 2 5 0. 2 5 2 1 5 1. 0 1 2 1 4 5. 5 2 0. 6 4 0. 6 1

2 3. 4 5 2 3. 7 3 1 5. 1 3 - 1 0 0 6.6 1 2 5. 2 5 2 2. 9 9 2 5. 0 3 - 11 6 1. 7 3 4 7. 7 4 4 7. 1 1 5 4. 4 6 4 7 8 0 2. 1 8

4 4. 5 1 3 3. 9 8 0. 7 5 - 0. 2 8 9 8 4. 4 1 1 0 8 9. 9 8 0. 6 4 - 0. 45 1 6 8 2. 6 8 1 2 6 1. 2 2 0. 2 1 - 1. 5 8

6 5. 0 4 6 5. 0 7 1. 0 0 0. 0 0 1 7 1 3. 1 6 1 6 5 3. 8 3 0. 9 8 - 0. 02 4 0 7 9. 1 8 3 9 3 1. 4 5 1. 0 2 0. 0 2

1 2 1. 1 6 1 0 5. 7 5 1. 4 6 0. 3 8 2 7 7 7. 7 6 2 6 4 6. 9 1 1. 7 1 0. 5 4 1 1 3 9 9. 2 5 9 6 4 2. 4 5 2. 6 2 0. 9 6

M e di a n

M a xi m u m V a l u e

N

G e o m etri c M e a n

Arit h m eti c M e a n

St a n d a r d D e vi ati on

% C V

Mi ni m u m V al u e

L n( B/ A)
V ol u nt e er

P e ri o d

S e q u e n c e

C m a x A U C 0-t A U C 0- 

F or m F o r m
B / A L n( B/ A)

F o r m
B / A L n( B/ A)

F or m
B / A

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e 9 s h o w s t h e a v er a g e r e s ult s f or t h e l e v ot h yr o xi n e p h ar m a c o ki n eti c p ar a m et er s. T h er e, it 
c a n b e s e e n tm a x v al u e s of 3. 4 1 h a n d 3. 5 1 h, a n d C m a x v al u e s of 6 7. 2 4 n g/ m L, a n d 6 6. 4 4 n g/ m L
f or t h e r ef er e n c e a n d t e st dr u g s, r e s p e cti v el y. B a s e d o n t h e s e r e s ult s, it c a n b e i nf err e d t h at 
t h er e ar e n o diff er e n c e s i n t h e e xt e nt a n d r at e w hi c h l e v ot h yr o xi n e n e e d s f or r e a c hi n g t h e 
cir c ul ati o n.  

O n t h e ot h er h a n d, a v er a g e A U C 0-t w a s 1 7 3 8. 6 5 µ g* h/ m L a n d 1 6 9 3. 8 9 n g* h/ m L f or t h e 
r ef er e n c e a n d t e st dr u g s, r e s p e cti v el y. A U C 0- ∞ i s o nl y s h o w n f or i nf or m ati v e p ur p o s e s, si n c e 
t h eir v al u e s r e s ult i n a gr e at er e xtr a p ol ati o n t h a n 2 0 %. V al u e s w er e 4 5 0 6. 1 1 n g* h/ m L a n d 
4 5 5 4. 0 4 n g* h/ m L f or t h e r ef er e n c e a n d t e st dr u g s, r e s p e cti v el y. B a s e d o n t h e s e v al u e s, it c a n 
b e s e e n t h at t h e dr u g' s bi o a v ail a bilit y f or b ot h f or m ul ati o n s d o e s n ot s h o w diff er e n c e s.

T a bl e 9. L e v ot h yr o xi n e P h ar m a c o ki n eti c P ar a m et er s R e s ult s , a dj u st e d d at a.

N A: N ot a p pli c a bl e

T a bl e 1 0 s h o w s t h e b o x a n d w hi s k er s pl ot s f or t h e p ar a m et er s u s e d f or a s s e s si n g t h e 
l e v ot h yr o xi n e a b s or pti o n r at e a n d bi o a v ail a bilit y. 

N
Arit h m e ti c 

M e a n

St a n d a r d 

D e vi a ti on
% C V N

Arit h m eti c  

M e a n

St a n d a r d 

D e vi a ti on
% C V

E xtr a p ol at e d  AU C ( %) 3 8. 0 0 5 6. 7 0 1 2. 8 3 2 2. 6 2 3 8. 0 0 5 5. 8 7 1 8. 0 7 3 2. 3 5

A U C 0-   (n g * h/ m L ) 3 8. 0 0 4 5 0 6. 1 1 2 1 5 1. 0 1 4 7. 7 4 3 8. 0 0 4 5 5 4. 0 4 2 1 4 5. 5 2 4 7. 1 1

A U C 0- t ( ng * h/ m L ) 3 8. 0 0 1 7 3 8. 6 5 4 3 8. 9 3 2 5. 2 5 3 8. 0 0 1 6 9 3. 8 9 3 8 9. 5 0 2 2. 9 9

Cl / F (m L / h) 3 8. 0 0 1 6 1. 1 5 6 9. 7 4 4 3. 2 8 3 8. 0 0 1 6 4. 2 2 8 3. 8 2 5 1. 0 4

C m a x ( ng/ m L ) 3 8. 0 0 6 7. 2 4 1 5. 7 7 2 3. 4 5 3 8. 0 0 6 6. 4 4 1 5. 7 7 2 3. 7 3

t 1/ 2 ( h) 3 8. 0 0 6 1. 6 0 3 2. 4 4 5 2. 6 7 3 8. 0 0 6 5. 1 6 3 7. 0 4 5 6. 8 5

K el ( 1/ h) 3 8. 0 0 0. 0 1 0. 0 1 4 6. 7 6 3 8. 0 0 0. 0 1 0. 0 1 5 7. 1 3

T M R ( h) 3 8. 0 0 9 2. 2 7 4 5. 9 9 4 9. 8 5 3 8. 0 0 9 7. 3 2 5 4. 7 0 5 6. 2 1

T l a g ( h) 3 8. 0 0 0. 1 1 0. 2 1 1 9 6. 2 5 3 8. 0 0 0. 0 0 0. 0 0 N A

T m a x ( h) 3 8. 0 0 3. 4 1 0. 9 9 2 9. 0 7 3 8. 0 0 3. 5 1 1. 1 7 3 3. 4 6

V d/ F ( L ) 3 8. 0 0 1 2 1 1 8. 2 9 3 2 0 2. 2 8 2 6. 4 3 3 8. 0 0 1 2 1 8 2. 0 1 2 7 2 0. 2 2 2 2. 3 3

V a ri abl e

F o r m

E u tir ox ® a p pr o v e d  for m ul a ti on ( A) E u tir ox ® t est f or m ul at i on ( B)

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e 1 0. B o x a n d W h i s k er s Pl ot f or t h e L e v ot h yr o xi n e P h ar m a c o ki n eti c P ar a m et er s

a) b)

c) d)

a) tm a x p ar a m et er pl ot, b) C m a x p ar a m et er pl ot
C) A U C 0-t p ar a m et er pl ot; a n d d) A U C 0- ∞ p ar a m et er pl ot

F or m  A a n d f or m B c orr e s p o n d t o t h e r ef er e n c e a n d t e st f or m ul ati o n s, r e s p e cti v el y.

Gr a p hi c all y, it i s c o nfir m e d t h at t h er e ar e n o diff er e n c e s i n t h e a b s or pti o n r at e or i n t h e 
bi o a v ail a bilit y b et w e e n b ot h f or m ul ati o n s si n c e t h o s e r e pr e s e nt ati o n s ar e v er y si mil ar t o e a c h 
ot h er. 

F or m = A           F or m = B

A
U
C

0-
t
(
h*

ng
/

mL
)

A
U
C

i
nf
(
h*

ng
/

mL
)

F or m = A           F or m = B F or m = A           F or m = B

F or m = A           F or m = B

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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4. V ari a n c e A n al y si s ( A N O V A )

T h e a n al y si s of v ari a n c e w a s m a d e c o n si d eri n g all d at a o bt ai n e d i n t h e l e v ot h yr o xi n e 
p h ar m a c o ki n eti c a n al y si s, u n d er t h e s a m e st ati sti c al c o n si d er ati o n s a n d t h e s a m e g e n er al 
li n e ar m o d el pr e vi o u sl y d e s cri b e d f or e sti m ati n g t h e F st ati sti c al v al u e, b a s e d o n t h e v ari a n c e 
r e s ult s of t h e fi x e d a n d r a n d o m f a ct or s or eff e ct s i n e a c h of t h e p h ar m a c o ki n eti c p ar a m et er s 
r e q u e st e d f or est a bli s hi n g t h e bi o e q ui v al e n c e.  Re s ult s of t h e a n al y si s of v ari a n c e f or th e 
a s s e s s e d p ar a m et er s C m a x , A U C0-t , a n d A U C0- ∞ f or l e v ot h yr o xi n e ar e s h o w n i n T a bl e 1 1.

T a bl e 1 1. A N O V A t a bl e f or t h e a n al y si s of t h e l e v ot h yr o xi n e l o g arit h m i c all y-tr a n sf or m e d 
p h ar m a c o ki n eti c p ar a m et er s , f or a dj u st e d d at a ( L n).

R e g ar di n g t h e a n al y si s of v ari a n c e f or t h e l o g arit h mi c all y-tr a n sf or m e d p h ar m a c o ki n eti c d at a, 
n o st ati sti c al si g nifi c a n c e w a s s e e n i n all s o ur c e s of v ari ati o n s u s e d f or t h e p ar a m et er s w hi c h 
d et er mi n e t h e bi o e q ui v al e n c e ( Cm a x a n d A U C 0-t ). T h er ef or e, t h e 9 0 % c o nfi d e n c e i nt er v al w a s 
c al c ul at e d. 

A s s e s s e d  

V ari a b l e
S o ur c e of  V ariat i o n

D e gr e e s of 

Fr e e d o m
S q u a r e S u m S q u a r e d M e a n s F V al u e P V al u e Crit eri o n  (P > 0. 0 5)

L n( C m a x ) S e q u e n c e 1 0. 0 8 0. 0 8 0. 8 4 0. 3 6 P a s s

L n( C m a x ) S e q u e n c e * V ol u nt e er 3 6 3. 2 8 0. 0 9 N ot  a p pli ca b l e

L n( C m a x ) F o r m 1 0. 0 0 0. 0 0 0. 3 6 0. 5 5 P a s s

L n( C m a x ) P e rio d 1 1. 9 2 x 1 0 - 7 1. 9 2 x 1 0 - 7 1. 6 9 x 1 0 - 5 1. 0 0 P a s s

L n( C m a x ) Er r or 3 6 0. 4 1 0. 0 1 N ot  a p pli ca b l e

L n( A U C 0-t ) S e q u e n c e 1 0. 0 1 0. 0 1 0. 1 5 0. 7 0 P a s s

L n( A U C 0-t ) S e q u e n c e * V ol u nt e er 3 6 3. 0 5 0. 0 8 N ot  a p pli ca b l e

L n( A U C 0-t ) F o r m 1 0. 0 1 0. 0 1 0. 2 9 0. 5 9 P a s s

L n( A U C 0-t ) P e rio d 1 0. 0 7 0. 0 7 2. 4 5 0. 1 3 P a s s

L n( A U C 0-t ) Er r or 3 6 1. 0 5 0. 0 3 N ot  a p pli ca b l e

L n( A U C 0-  ) S e q u e n c e 1 0. 0 3 0. 0 3 0. 1 1 0. 7 4 P a s s

L n( A U C 0-  ) S e q u e n c e * V ol u nt e er 3 6 8. 9 0 0. 2 5 N ot  a p pli ca b l e

L n( A U C 0-  ) F o r m 1 3. 0 6 x 1 0 - 5 3. 0 6 x 1 0 - 5 0. 0 0 0. 9 9 P a s s

L n( A U C 0-  ) P e rio d 1 0. 5 0 0. 5 0 2. 8 5 0. 1 0 P a s s

L n( A U C 0-  ) Er r or 3 6 6. 3 0 0. 1 8 N ot  a p pli ca b l e

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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5. St u d y V ari a bilit y

C o effi ci e nt s of v ari ati o n o bt ai n e d i n t hi s st u d y f or l e v ot h yr o xi n e b y m e a n s of t h e cr o s s o v er 
2 x 2 d e si g n ar e s h o w n i n T a bl e 1 2.

T a bl e 1 2. I nt er - a n d I ntr a -s u bj e ct C o effi ci e nt s of V ari ati o n O bt ai n e d f or L e v ot h yr o xi n e
a dj u st e d d at a

P h ar m a c o ki n eti c P ar a m et er
I nt er-s u bj e ct 

C V
I ntr a-s u bj e ct 

C V
C m a x 2 0. 1 8 1 0. 6 6

A U C 0-t 1 6. 7 9 1 7. 1 7

A U C 0-  1 9. 1 6 4 3. 7 4

6. P h ar m a c o ki n eti c P ar a m et er s O utli er s I d e ntifi c ati o n

O utli er s a n al y si s w a s m a d e u si n g t h e i ntr a-s u bj e ct st u d e nti z e d r e si d u al s d et er mi n ati o n a s p er 
t h e M e xi c a n Offi ci al St a n d ar d, N O M -1 7 7 -S S A 1 -2 0 1 3, w hi c h s p e cifi e s t h at t h e p o s si bl e o utli er s 
ar e t h o s e e x c e e di n g t h e ± 2 st u d e nti z e d -r e si d u al s crit eri o n. T a bl e 1 3 s h o w s t h e v al u e s 
e x c e e di n g t hi s li mit, m e a n w hil e fi g ur e s 7 9, 8 0, a n d 8 1 s h o w t h e st u d e nti z e d r e si d u al pl ot s v s. 
t h e l o g arit h m f or t h e l e v ot h yr o xi n e a s s e s s e d p h ar m a c o ki n eti c p ar a m et er.

T a bl e 1 3. S u bj e ct s e x c e e di n g t h e ± 2 l e v ot h yr o xi n e st u d e nti z e d r e si d u al s crit eri o n.

P h ar m a c o ki n eti c 
P ar a m et er

S u bj e ct
St u d e nti z e d R e si d u al 

V al u e

L n C m a x 2 3 ± 2. 6 5

L n A U C 0-t 3 1 ± 2. 0 9

L n A U C 0- ∞ 2 ± 2. 4 3

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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Fi g ur e 7 9. St u d e nti z e d R e si d u al s Pl ot f or t h e L e v ot h yr o xi n e I ntr a- s u bj e ct P h ar m a c o ki n eti c 
P ar a m et er L n C m a x .

  Fi g ur e 8 0. St u d e nti z e d R e si d u al s Pl ot f or t h e L e v ot h yr o xi n e I ntr a -s u bj e ct P h ar m a c o ki n eti c 
P ar a m et er A U C 0-t .

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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  Fi g ur e 8 1. St u d e nti z e d R e si d u al s Pl ot f or t h e L e v ot h yr o xi n e I ntr a -s u bj e ct P h ar m a c o ki n eti c 
P ar a m et er A U C 0- ∞ .

A s s e e n i n T a bl e 1 3 a n d t h e fi g ur e s s h o w n a b o v e, s u bj e ct s 2, 2 3, a n d 3 1 w er e f o u n d a s o utli er s 
i n t hi s st u d y si n c e t h e y e x c e e d e d t h e ± 2 st u d e nti z e d r e si d u al s.

A s st at e d i n t h e c urr e nt n ati o n al st a n d ar d s, a st ati sti c al a n al y si s w a s m a d e r e m o vi n g s u bj e ct s 
2, 2 3, a n d 3 1. A s t h e r e s ult s of t h e c o nfi d e n c e i nt er v al s d o n ot c h a n g e, t h e y ar e n ot c o n si d er e d 
i nfl u e n ci n g-o utli er s. 

A s p er t h e c urr e nt n ati o n al st a n d ar d s, t h e Cli ni c al a n d t h e A n al yti c al U nit s j oi ntl y wit h Q u alit y 
A s s ur a n c e c o n d u ct e d t h e a p pr o pri at e r e s e ar c h.  Th e r e s ult s of t hi s r e s e ar c h s h o w e d t h at t h er e 
w er e n o e v e nt s t h at r e n d er q u e sti o n a bl e t h e r e s ult s o bt ai n e d. T h er ef or e, t h er e i s n o s ci e ntifi c 
r e a s o n t o j u stif y t h e r e m o v al of s u bj e ct s 2, 2 3, a n d 3 1 fr o m t h e a n al y si s. T h er ef or e, r e s ult s 
s h o w n i n t hi s r e p ort i n cl u d e all s u bj e ct s w h o w er e a s s e s s e d.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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7. Bi o e q ui v al e n c e St ati sti c s

T a bl e 1 4 s h o w s t h e r e s ult s of t h e bi o e q ui v al e n c e st ati sti c s f or t h e l e v ot h yr o xi n e 
l o g arit h mi c all y-tr a n sf or m e d p h ar m a c o ki n eti c d at a.

T a bl e 1 4 . St ati sti c s of t h e L e v ot h yr o xi n e Bi o e q ui v al e n c e D et er mi n ati o n f or a dj u st e d v al u e .

P ar a m et er
9 0 % C o nfi d e n c e 

I nt er v al

S c h uir m a n n' s 
d o u bl e d -si d e t P o w er 

A c c e pt a n c e 
Crit eri o n

M e et s 
t h e 

Crit eri o n
P < 8 0 % P 

> 1 2 5 %

L n C m a x 9 4. 5 5 1 0 2. 6 8 0. 0 0 0. 0 0 1 0 0. 0 0 ( 8 0-1 2 5) Y E S
L n A U C 0-t 9 1. 3 4 1 0 4. 2 6 0. 0 0 0. 0 0 9 9. 9 8 ( 8 0-1 2 5) Y E S

A s e st a bli s h e d i n t h e M e xi c a n Offi ci al St a n d ar d, N O M- 1 7 7 -S S A 1 -2 0 1 3, t h e p ar a m et er s t o 
e st a bli s h t h e c o n cl u si o n a b o ut t h e p o s si bl e bi o e q ui v al e n c e of t h e pr o d u ct s ar e C m a x a s a r at e 
of a b s or pti o n i n di c at or a n d t h e A U C a s t h e a m o u nt a b s or b e d i n di c at or.

T h e c o nfi d e n c e i nt er v al f or p ar a m et er s C m a x a n d A U C 0-t f or e st a bli s hi n g bi o e q ui v al e n c e ar e 
wit hi n t h e e st a bli s h e d a c c e pt a n c e crit eri a ( 8 0 % t o 1 2 5 %). T h er ef or e, it i s s h o w n t h at t h er e 
ar e n o st ati sti c all y si g nifi c a nt diff er e n c e s i n t h e a b s or pti o n r at e or i n t h e dr u g' s bi o a v ail a bilit y.  
E v e n t h o u g h t h e A U C 0-  i s al s o wit hi n t h e bi o e q ui v al e n c e li mit s, bi o e q ui v al e n c e i s e st a bli s h e d 
o nl y wit h t h e r e s ult s of C m a x a n d A U C 0-t .

8. St ati sti c al Pl a n D e vi ati o n

N o n e.

9. Di s c u s si o n a n d C o n cl u si o n

T h e 9 0 % c o nfi d e n c e i nt er v al s f or C m a x a n d A U C 0-t ar e c o nt ai n e d i n t h e a c c e pt a n c e r e gi o n f or 
bi o e q ui v al e n c e, t h u s s h o wi n g t h at t h e t e st f or m ul ati o n h a s a n a b s or pti o n r at e a n d 
bi o a v ail a bilit y t h at i s e q ui v al e nt t o t h e o n e of t h e r ef er e n c e f or m ul ati o n .

A s p er t h e r e s ult s o bt ai n e d, it i s c o n cl u d e d t h at t h e t e st dr u g “ E utir o x® , n e w f or m ul ati o n” i s 
bi o e q ui v al e nt t o t h e r ef er e n c e dr u g “ E utir o x ® , t h e a p pr o v e d f or m ul ati o n”.

1 0. A n n e x e s

A n n e x 1. Q u alit y A s s ur a n c e R e p ort

A n n e x 2 . St ati sti c al i nf or m ati o n o n u n a dj u st e d d at a p er b a s eli n e l e v el s.

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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A n n e x 3 . St ati sti c al i nf or m ati o n wit h all s u bj e ct s, i n cl u di n g a gr e at er t h a n 5 % pr e d o s e 
c o n c e ntr ati o n.

T a bl e A 2. 1 T a bl e of i n di vi d u al c o n c e ntr ati o n s c orr e s p o n di n g t o u n a dj u st e d l e v ot h yr o xi n e 
(r ef er e n c e dr u g [ A]). N = 43 s u bj e ct s.

- 0. 5 0 - 0. 2 5 0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

A 1 5 1. 3 2 6 4. 1 6 5 3. 2 6 4 7. 3 4 7 4. 3 2 8 2. 0 0 8 9. 8 7 1 1 5. 6 0 1 2 9. 3 1 1 3 3. 4 3 1 3 9. 2 7 1 3 0. 2 2 1 5 2. 6 3 1 5 4. 5 8 1 4 5. 5 3 1 4 6. 6 6 1 4 3. 0 6 1 3 5. 6 0 1 2 6. 3 3 1 2 9. 0 1 1 2 3. 0 3 1 1 5. 0 1 1 2 0. 7 4 1 1 4. 2 4 1 0 6. 5 2 1 0 2. 6 9

A 2 8 1. 5 2 8 1. 7 5 8 3. 0 5 8 5. 2 1 1 0 1. 3 5 1 1 5. 8 1 1 2 4. 8 6 1 2 7. 7 1 1 2 8. 4 2 1 3 6. 5 5 1 3 4. 4 7 1 3 3. 3 9 1 3 1. 3 5 1 3 7. 2 6 1 3 5. 7 3 1 3 1. 6 6 1 4 1. 1 8 1 2 7. 6 1 1 2 6. 7 2 1 2 6. 7 3 1 2 8. 0 1 1 2 6. 2 4 1 2 0. 1 2 1 1 6. 7 0 1 2 0. 2 4 1 2 1. 7 3

A 3 6 7. 2 4 5 9. 7 8 6 3. 5 7 6 8. 9 3 1 0 8. 9 8 1 1 8. 6 2 1 2 4. 5 3 1 0 8. 7 2 1 0 3. 6 1 1 1 6. 2 7 9 9. 7 5 9 5. 8 7 1 0 4. 5 0 1 0 7. 2 7 1 0 5. 8 9 9 8. 6 4 9 4. 8 8 9 6. 4 5 9 6. 4 0 1 0 3. 7 6 9 2. 7 9 8 6. 6 3 9 0. 5 7 8 6. 1 6 8 6. 4 2 8 3. 2 9

A 4 7 7. 8 2 7 7. 8 8 7 8. 2 1 8 0. 1 9 9 3. 7 1 1 1 7. 3 4 1 3 3. 4 8 1 3 4. 4 8 1 3 7. 2 5 1 3 0. 3 6 1 2 9. 6 7 1 4 5. 0 8 1 2 7. 8 2 1 4 0. 3 8 1 3 7. 0 9 1 2 5. 2 5 1 2 6. 6 2 1 2 9. 1 6 1 1 9. 0 1 1 2 3. 5 2 1 2 5. 3 7 1 1 5. 8 0 1 1 6. 9 5 1 0 8. 1 1 1 0 7. 0 3 1 0 1. 0 7

A 5 8 1. 3 3 7 5. 3 4 7 6. 8 3 7 9. 1 4 1 0 0. 5 1 1 1 0. 3 5 1 1 4. 5 2 1 1 5. 4 7 1 3 0. 8 9 1 2 3. 3 4 1 3 0. 0 0 1 2 4. 9 5 1 2 9. 6 1 1 2 9. 5 1 1 3 0. 0 3 1 2 6. 2 9 1 2 4. 2 7 1 2 6. 2 2 1 1 9. 1 1 1 1 2. 7 0 1 1 1. 8 2 1 1 0. 5 1 1 0 4. 1 1 1 0 2. 9 3 9 7. 2 5 1 0 5. 8 4

A 6 5 4. 4 6 5 7. 3 3 5 4. 7 2 5 7. 6 3 5 9. 6 6 7 7. 0 5 1 0 5. 4 1 1 1 9. 9 9 1 1 8. 5 6 1 1 2. 9 5 1 1 3. 3 4 1 1 4. 3 6 1 0 5. 4 8 1 1 3. 1 6 1 0 6. 9 0 1 1 1. 4 0 1 0 8. 7 8 1 0 8. 7 5 1 0 8. 3 9 1 1 0. 9 5 1 0 9. 4 1 9 9. 5 6 9 8. 2 7 9 2. 3 0 8 8. 2 1 8 4. 4 7

A 7 6 7. 6 7 5 7. 0 2 5 3. 8 3 6 2. 5 5 7 6. 0 1 8 7. 5 5 8 9. 5 0 9 3. 9 5 1 1 7. 1 9 1 0 7. 7 4 1 1 3. 8 9 1 2 3. 9 8 1 1 5. 7 2 1 2 2. 9 8 1 0 8. 9 5 1 1 2. 9 5 1 0 0. 8 0 9 9. 7 9 1 0 2. 8 2 1 0 1. 2 7 1 1 2. 6 6 9 2. 7 0 8 7. 2 2 9 7. 9 4 8 8. 3 5 8 9. 9 9

A 8 7 6. 7 2 6 8. 8 1 6 7. 6 1 7 4. 0 8 1 0 2. 1 0 1 1 5. 1 1 1 2 9. 3 9 1 3 5. 7 7 1 2 8. 1 3 1 3 4. 3 8 1 2 0. 7 9 1 2 9. 3 9 1 3 1. 4 5 1 3 1. 2 7 1 2 8. 8 3 1 2 6. 2 5 1 3 2. 7 4 1 2 5. 7 9 1 3 2. 4 4 1 1 8. 2 9 1 2 2. 1 5 1 1 6. 1 5 1 1 0. 5 6 1 0 3. 4 5 9 5. 9 3 9 4. 3 7

A 9 9 0. 0 7 8 5. 6 2 7 1. 3 8 8 9. 5 0 9 3. 8 9 9 7. 9 8 9 5. 2 2 1 0 1. 6 2 1 0 9. 0 1 1 3 0. 2 4 1 3 6. 3 6 1 4 7. 1 1 1 4 2. 3 4 1 5 9. 7 0 1 5 9. 2 1 1 6 7. 0 6 1 6 2. 7 9 1 5 3. 7 0 1 5 3. 9 4 1 4 4. 6 5 1 4 2. 7 5 1 3 1. 9 1 1 2 1. 6 8 1 2 8. 5 9 1 1 9. 9 4 1 2 1. 1 5

A 1 0 8 1. 3 7 7 8. 1 2 7 5. 3 2 7 2. 7 0 8 0. 1 3 1 1 4. 6 1 1 3 0. 4 6 1 3 6. 5 7 1 4 1. 0 5 1 4 9. 6 4 1 4 8. 3 1 1 3 5. 0 2 1 5 3. 1 1 1 5 7. 3 5 1 5 3. 8 4 1 6 0. 0 4 1 3 9. 4 5 1 5 3. 0 9 1 4 1. 9 8 1 3 6. 6 9 1 4 1. 0 7 1 3 3. 9 2 1 2 7. 2 6 1 1 9. 6 3 1 0 9. 9 1 1 0 9. 0 9

A 1 1 8 7. 1 3 7 4. 2 0 7 7. 0 5 7 5. 7 3 9 4. 2 1 1 0 7. 0 0 1 4 8. 3 2 1 1 9. 9 5 1 3 1. 8 4 1 3 4. 9 7 1 3 0. 9 7 1 3 5. 3 1 1 4 0. 8 8 1 4 0. 2 2 1 4 4. 4 4 1 3 9. 1 2 1 3 8. 1 2 1 3 8. 0 5 1 3 1. 2 5 1 2 1. 2 2 1 1 9. 0 1 1 1 5. 9 8 1 1 0. 0 6 1 1 9. 6 4 1 2 2. 8 1 1 0 5. 0 8

A 1 2 7 2. 6 9 7 1. 5 2 7 1. 1 1 7 7. 9 6 9 8. 1 6 1 2 2. 0 7 1 2 6. 5 1 1 3 4. 7 8 1 4 1. 6 0 1 3 3. 1 8 1 3 5. 0 4 1 3 6. 9 7 1 3 1. 7 9 1 3 7. 5 3 1 2 8. 6 0 1 2 3. 0 3 1 2 4. 7 2 1 2 7. 3 0 1 2 6. 1 3 1 1 9. 6 1 1 2 8. 8 7 1 1 6. 8 4 1 1 4. 4 7 1 1 2. 0 3 1 0 4. 3 0 1 0 1. 2 6

A 1 3 6 9. 1 7 6 4. 0 0 5 3. 7 0 6 9. 4 2 9 1. 5 3 1 2 2. 0 1 1 0 8. 7 8 1 2 4. 3 5 1 2 3. 0 6 1 2 3. 1 3 1 2 0. 5 0 1 1 3. 1 4 1 0 3. 0 4 1 2 3. 0 8 1 1 6. 0 4 1 1 6. 6 6 1 1 2. 6 2 1 1 7. 5 7 1 1 4. 9 3 1 0 3. 8 8 1 1 0. 3 3 1 0 9. 3 3 9 8. 1 9 1 0 4. 7 2 1 0 6. 0 1 9 6. 8 5

A 1 4 6 6. 4 0 6 4. 4 6 6 7. 3 0 6 9. 3 9 9 0. 0 5 1 0 9. 4 5 1 1 5. 0 5 1 2 7. 4 3 1 2 0. 9 5 1 2 9. 6 5 1 2 3. 3 7 1 2 5. 5 0 1 2 8. 2 1 1 2 9. 2 1 1 2 2. 9 3 1 3 5. 9 0 1 2 7. 8 6 1 2 1. 0 5 1 2 4. 7 1 1 2 1. 8 3 1 2 4. 9 9 9 5. 9 3 1 1 4. 9 7 1 0 6. 9 0 9 8. 0 5 9 7. 6 9

A 1 5 9 0. 1 3 8 8. 1 4 8 9. 4 6 8 3. 9 9 9 4. 6 8 8 5. 7 1 1 0 2. 5 3 1 1 4. 3 4 1 1 2. 0 9 1 2 0. 0 3 1 3 2. 4 7 1 3 0. 5 1 1 2 6. 0 0 1 3 0. 0 7 1 3 3. 3 8 1 2 9. 7 5 1 4 1. 1 9 1 3 2. 0 4 1 2 8. 4 4 1 2 3. 4 4 1 2 0. 7 2 1 3 1. 0 3 1 2 6. 0 7 1 1 2. 2 9 1 0 5. 0 0 1 1 4. 7 3

A 1 6 8 3. 9 4 8 4. 3 7 7 5. 4 5 8 9. 2 5 1 0 7. 9 4 1 1 4. 3 7 1 1 6. 4 8 1 3 6. 9 2 1 3 8. 1 3 1 4 7. 3 2 1 4 8. 3 3 1 4 2. 3 6 1 3 7. 3 2 1 3 0. 9 0 1 3 1. 1 6 1 4 0. 1 1 1 3 0. 1 8 1 4 1. 6 7 1 3 6. 2 6 1 3 4. 2 6 1 1 8. 8 5 1 2 2. 1 2 1 1 7. 6 1 1 1 1. 3 5 1 0 1. 4 4 1 1 1. 1 4

A 1 7 9 0. 7 2 7 8. 6 1 8 2. 1 8 8 8. 6 2 9 5. 3 1 9 8. 4 3 1 0 8. 8 0 1 2 5. 9 5 1 4 9. 9 8 1 4 4. 2 5 1 3 8. 5 4 1 3 4. 7 4 1 4 3. 1 4 1 4 6. 0 0 1 2 9. 9 0 1 3 6. 1 4 1 4 2. 7 7 1 3 4. 0 5 1 3 3. 0 4 1 3 8. 5 5 1 3 8. 2 1 1 2 7. 7 3 1 2 4. 9 4 1 2 0. 2 9 1 0 7. 7 2 9 8. 5 6

A 1 8 5 5. 8 8 5 6. 6 0 5 5. 9 8 5 8. 2 8 9 0. 1 4 1 0 0. 6 0 1 0 8. 2 8 1 1 4. 3 0 1 1 9. 9 6 1 1 7. 6 6 1 1 7. 0 9 1 2 3. 8 6 1 1 9. 2 2 1 1 7. 9 7 1 1 4. 8 5 1 1 2. 3 6 1 1 1. 3 3 1 1 4. 2 9 1 1 3. 0 6 1 0 4. 0 1 1 0 4. 9 9 9 8. 5 3 1 0 1. 7 2 9 5. 3 0 8 5. 8 4 8 6. 1 1

A 1 9 6 1. 4 9 5 7. 9 1 5 9. 8 3 6 4. 0 8 1 0 3. 3 2 1 1 1. 6 8 1 0 9. 1 1 1 1 9. 2 6 1 1 9. 9 4 1 1 7. 9 0 1 2 4. 7 2 1 2 0. 3 2 1 0 9. 4 5 1 3 2. 8 5 1 1 4. 7 4 1 1 2. 4 4 1 1 0. 9 2 1 1 4. 8 4 1 0 2. 5 4 1 0 5. 6 1 1 0 9. 2 6 9 9. 1 0 9 8. 9 8 1 0 9. 8 4 9 4. 7 4 9 3. 7 4

A 2 0 7 5. 4 7 7 6. 8 6 7 3. 9 9 8 1. 7 6 1 1 0. 2 8 1 4 4. 0 0 1 4 6. 5 4 1 4 1. 9 1 1 5 0. 0 0 1 4 3. 2 3 1 5 0. 0 5 1 4 3. 5 3 1 4 3. 5 6 1 4 3. 4 1 1 3 9. 6 8 1 3 9. 0 0 1 4 3. 0 4 1 4 2. 5 2 1 3 4. 9 0 1 3 2. 3 4 1 3 6. 4 0 1 2 4. 7 4 1 1 9. 8 9 1 2 4. 3 7 1 2 4. 8 6 1 1 3. 2 6

A 2 1 6 5. 0 9 6 1. 0 9 6 2. 8 8 6 6. 0 1 9 0. 1 5 1 1 9. 3 7 1 1 6. 4 8 1 2 4. 0 2 1 3 1. 6 3 1 2 7. 9 8 1 2 5. 3 4 1 2 5. 8 9 1 3 1. 9 6 1 2 8. 3 2 1 2 9. 0 1 1 2 3. 9 1 1 2 1. 2 9 1 2 0. 4 8 1 0 6. 0 6 1 1 2. 0 1 1 1 7. 8 9 1 0 1. 8 3 9 8. 6 4 1 0 3. 3 0 9 7. 9 4 9 5. 5 5

A 2 2 7 3. 6 3 6 8. 1 7 6 7. 2 4 6 5. 1 9 7 5. 1 6 7 9. 8 8 8 3. 1 1 8 8. 5 5 9 4. 5 1 9 3. 7 0 1 0 4. 6 3 1 0 5. 3 1 9 9. 7 3 1 0 2. 5 7 1 2 0. 4 9 9 7. 6 1 9 6. 6 2 1 0 0. 0 1 1 0 0. 7 6 1 0 0. 3 9 9 4. 6 4 1 0 1. 3 6 9 4. 4 7 9 3. 8 5 9 2. 8 0 8 4. 2 4

A 2 3 8 6. 5 9 8 2. 8 2 8 1. 9 5 8 5. 8 2 1 2 0. 7 6 1 3 1. 7 6 1 3 0. 0 9 1 3 3. 0 2 1 3 1. 7 1 1 3 2. 0 3 1 2 8. 5 8 1 3 3. 9 4 1 2 9. 4 8 1 3 2. 6 7 1 2 8. 8 3 1 2 1. 1 4 1 2 8. 1 1 1 2 4. 5 0 1 2 1. 6 1 1 1 8. 1 7 1 2 0. 0 6 1 1 2. 5 8 1 0 5. 5 2 1 0 9. 0 4 1 1 0. 6 6 1 0 2. 7 9

A 2 4 8 1. 2 3 7 9. 7 6 7 3. 2 5 7 7. 6 1 1 0 1. 3 2 1 2 3. 2 6 1 3 1. 9 8 1 5 3. 7 0 1 4 4. 8 2 1 4 1. 5 3 1 4 9. 4 4 1 4 7. 9 5 1 4 3. 2 3 1 4 5. 0 2 1 3 3. 1 9 1 3 1. 5 1 1 2 7. 3 3 1 3 3. 3 4 1 2 4. 7 7 1 1 9. 4 0 1 1 9. 7 0 1 1 2. 7 0 1 1 3. 3 6 1 1 8. 0 7 1 0 0. 4 2 9 7. 1 0

A 2 5 7 0. 5 0 6 9. 3 2 6 6. 6 4 6 0. 1 8 1 0 1. 0 3 1 2 2. 7 8 1 1 6. 7 6 1 2 2. 7 0 9 7. 8 2 1 1 2. 1 9 1 0 6. 2 1 1 0 6. 2 7 1 1 0. 2 7 1 2 8. 5 0 1 1 0. 2 0 1 1 4. 6 3 1 0 4. 5 6 1 1 1. 5 1 1 1 2. 6 9 1 0 8. 8 5 1 0 7. 5 8 9 8. 6 4 9 5. 6 3 9 3. 5 5 9 5. 7 7 9 5. 4 0

A 2 6 8 6. 6 8 8 4. 4 3 9 0. 5 3 9 1. 6 2 9 7. 5 2 1 1 4. 2 5 1 2 5. 0 7 1 3 6. 6 8 1 2 8. 0 3 1 3 3. 7 3 1 2 3. 8 3 1 2 9. 8 9 1 2 1. 6 8 1 2 6. 9 0 1 2 2. 8 9 1 1 8. 1 3 1 2 3. 5 0 1 3 0. 3 6 1 2 2. 3 3 1 2 9. 2 3 1 3 8. 8 6 1 2 4. 6 2 1 2 0. 9 3 1 2 3. 6 6 1 2 1. 5 6 1 1 2. 6 7

A 2 7 8 0. 5 8 7 8. 2 6 8 0. 4 0 7 9. 2 5 9 7. 0 6 1 1 4. 2 5 1 2 1. 5 9 1 2 2. 6 9 1 2 7. 8 1 1 2 6. 6 4 1 2 4. 6 6 1 2 6. 3 5 1 2 2. 2 6 1 2 7. 0 8 1 2 0. 5 7 1 1 3. 1 4 1 1 6. 2 3 1 2 1. 8 6 1 2 1. 9 9 1 1 9. 5 3 1 1 7. 4 7 1 1 5. 8 3 1 1 0. 3 3 1 0 9. 5 8 1 0 3. 5 3 1 0 3. 4 5

A 2 8 5 5. 2 3 5 3. 7 2 3 8. 9 4 5 5. 0 6 6 4. 8 8 9 7. 0 2 1 1 1. 2 4 1 1 8. 0 4 1 7 0. 4 6 1 1 4. 5 9 1 2 9. 3 2 1 2 1. 2 7 1 1 7. 8 6 1 0 6. 8 1 1 1 3. 2 1 1 0 2. 1 1 1 2 6. 6 1 9 5. 4 2 1 0 3. 6 2 1 0 5. 3 2 1 0 1. 9 4 1 0 0. 9 4 1 0 1. 2 9 9 0. 7 4 1 0 5. 5 7 9 0. 4 7

A 2 9 7 8. 4 9 7 7. 8 6 7 9. 2 9 9 1. 2 3 9 0. 1 8 1 1 0. 4 4 1 3 5. 5 1 1 4 3. 9 0 1 1 7. 8 9 1 3 4. 4 1 1 3 2. 5 9 1 2 0. 2 2 1 3 3. 5 9 1 3 1. 7 3 1 2 8. 7 9 1 2 5. 3 4 1 2 0. 4 8 1 2 1. 3 9 1 1 5. 5 1 1 1 4. 6 2 1 2 7. 7 5 1 1 4. 7 6 1 1 0. 2 5 1 1 9. 7 3 1 0 6. 7 6 9 9. 3 6

A 3 0 5 8. 9 4 5 1. 9 7 5 7. 9 5 6 1. 1 0 8 0. 5 8 9 0. 2 0 8 5. 4 5 1 0 8. 6 9 8 8. 7 8 1 2 5. 1 7 1 1 1. 3 5 1 2 0. 0 1 1 0 9. 3 7 1 1 4. 3 8 1 1 4. 1 1 1 0 9. 0 3 1 0 7. 8 1 1 0 5. 3 8 9 9. 6 4 9 6. 5 0 1 0 4. 5 2 9 9. 0 3 9 8. 3 0 9 6. 5 7 1 0 5. 0 5 9 3. 9 6

A 3 1 7 7. 9 0 7 0. 9 1 7 3. 7 3 7 8. 7 5 8 3. 4 8 1 0 9. 1 3 1 0 9. 1 4 1 1 9. 3 0 1 1 3. 8 3 1 1 5. 1 7 1 1 3. 5 1 1 1 4. 1 7 1 1 2. 6 1 1 1 9. 2 0 1 2 3. 7 2 1 2 2. 2 8 1 1 0. 2 7 9 7. 2 0 1 0 4. 6 3 1 0 5. 8 9 1 0 7. 0 8 9 1. 9 3 9 3. 0 1 1 0 1. 4 9 8 5. 1 5 8 9. 1 9

A 3 2 7 1. 0 1 7 0. 4 8 7 5. 5 2 7 8. 9 2 1 2 2. 7 3 1 2 5. 8 0 1 3 3. 3 7 1 1 5. 9 0 1 1 1. 8 8 1 1 0. 4 1 1 1 2. 2 7 1 1 6. 9 5 1 0 8. 8 8 1 1 4. 3 7 1 0 9. 2 9 1 0 6. 8 8 1 0 8. 0 2 1 1 1. 7 2 1 0 5. 5 9 1 0 6. 8 5 1 0 7. 2 4 1 1 1. 2 9 9 7. 3 9 1 0 2. 5 9 1 0 3. 1 9 1 0 3. 1 8

A 3 3 7 0. 2 7 6 6. 6 0 7 3. 3 4 7 8. 6 4 1 0 7. 6 4 1 1 5. 3 3 1 2 7. 6 2 1 4 6. 4 2 1 4 1. 5 8 1 4 7. 9 6 1 5 2. 3 3 1 4 6. 9 7 1 4 9. 7 3 1 5 7. 0 0 1 5 5. 6 3 1 4 3. 6 7 1 5 1. 1 3 1 5 5. 6 3 1 3 5. 3 0 1 4 3. 3 3 1 3 4. 1 4 1 2 9. 4 8 1 3 4. 3 8 1 2 0. 8 0 1 2 8. 2 5 1 2 5. 6 8

A 3 4 9 6. 3 1 8 5. 9 1 8 7. 4 6 8 8. 1 6 9 9. 0 6 1 0 2. 4 2 1 1 2. 3 0 1 1 5. 5 0 1 3 0. 1 1 1 3 8. 8 0 1 5 0. 8 1 1 3 7. 5 1 1 3 8. 4 8 1 4 7. 3 9 1 3 3. 1 4 1 3 4. 4 2 1 2 8. 3 6 1 3 2. 2 9 1 2 6. 8 4 1 1 7. 8 5 1 3 0. 0 7 1 2 1. 7 1 1 2 0. 2 9 1 2 6. 2 6 1 1 2. 3 7 1 1 6. 3 3

A 3 5 8 0. 0 6 7 4. 3 2 7 5. 3 0 7 9. 7 4 1 1 5. 4 3 1 3 5. 7 3 1 3 6. 0 3 1 3 0. 9 5 1 3 0. 4 3 1 2 5. 3 7 1 2 2. 4 1 1 2 2. 4 3 1 2 2. 6 1 1 3 0. 7 5 1 2 0. 6 6 1 0 8. 0 4 1 1 9. 6 9 1 2 2. 2 3 1 1 8. 3 5 1 1 9. 5 8 1 2 3. 5 9 1 2 4. 6 2 1 1 0. 6 8 1 1 6. 1 4 1 1 3. 0 8 1 0 8. 2 7

A 3 6 8 9. 4 6 8 4. 7 2 9 2. 3 2 9 3. 7 0 1 3 9. 8 6 1 5 1. 0 2 1 4 5. 6 2 1 4 0. 8 6 1 5 4. 1 6 1 6 3. 6 5 1 5 0. 1 6 1 5 3. 6 7 1 4 5. 9 2 1 4 7. 9 5 1 4 1. 2 6 1 4 3. 0 0 1 4 0. 3 7 1 4 0. 4 8 1 3 5. 1 9 1 3 4. 3 6 1 2 9. 8 5 1 3 0. 8 6 1 2 4. 2 2 1 0 4. 3 5 1 1 8. 4 1 1 1 9. 1 7

A 3 7 7 9. 4 5 7 5. 6 6 7 6. 1 8 7 5. 7 5 1 1 3. 4 6 1 2 4. 3 2 1 3 7. 4 0 1 3 2. 1 5 1 3 1. 2 5 1 3 4. 8 8 1 3 6. 6 9 1 3 2. 6 3 1 2 9. 8 8 1 3 1. 7 0 1 2 9. 4 5 1 2 5. 0 4 1 2 6. 5 3 1 3 0. 1 5 1 3 0. 6 1 1 2 4. 5 4 1 2 5. 1 9 1 1 5. 8 7 1 1 9. 1 1 1 1 3. 3 1 1 1 0. 6 5 1 0 6. 4 6

A 3 9 7 6. 8 3 7 1. 8 7 7 8. 4 2 8 3. 6 9 1 5 7. 6 5 1 6 5. 9 8 1 6 1. 6 9 1 7 6. 0 9 1 6 2. 4 9 1 5 7. 8 4 1 5 4. 7 6 1 5 7. 8 9 1 5 8. 8 7 1 6 4. 7 6 1 6 2. 4 3 1 5 4. 4 3 1 4 9. 1 5 1 6 1. 4 1 1 5 5. 3 4 1 5 2. 9 8 1 4 4. 4 9 1 4 4. 6 0 1 4 0. 6 1 1 2 7. 6 9 1 2 3. 1 8 1 2 4. 8 2

A 4 0 7 5. 0 0 7 1. 1 1 8 7. 6 4 8 3. 7 7 9 7. 1 6 1 0 8. 8 4 1 1 6. 7 7 1 5 1. 0 8 1 5 4. 6 3 1 5 8. 8 6 1 5 9. 1 9 1 6 3. 1 0 1 6 2. 1 5 1 6 8. 4 7 1 6 5. 4 6 1 6 1. 3 8 1 6 4. 7 2 1 4 2. 8 7 1 6 4. 2 7 1 5 7. 7 8 1 5 7. 8 7 1 4 8. 4 4 1 4 4. 1 2 1 2 6. 0 8 1 2 7. 2 1 1 1 2. 3 5

A 4 1 7 5. 5 4 7 1. 4 4 7 1. 1 9 7 6. 0 6 1 0 9. 7 1 1 2 3. 9 6 1 2 9. 8 6 1 2 5. 3 9 1 3 6. 7 4 1 3 7. 0 7 1 3 8. 5 9 1 3 2. 1 5 1 3 3. 9 1 1 3 5. 2 9 1 4 5. 5 1 1 2 5. 7 1 1 1 8. 9 3 1 1 2. 7 8 1 2 5. 1 2 1 1 9. 1 5 1 2 1. 1 0 1 1 2. 1 7 1 0 5. 6 3 1 1 8. 7 6 1 0 0. 2 6 1 0 3. 4 1

A 4 2 6 1. 3 4 5 6. 4 7 5 7. 9 8 6 0. 7 5 6 5. 0 4 7 5. 8 3 8 2. 8 4 7 9. 5 1 8 1. 4 8 8 9. 2 4 9 7. 7 5 9 8. 6 3 9 8. 6 5 1 0 3. 1 1 1 0 1. 5 9 9 7. 3 0 9 3. 8 4 9 3. 8 4 9 1. 0 5 9 3. 4 2 9 2. 3 1 8 2. 4 8 8 1. 4 4 8 3. 6 8 8 5. 7 2 8 5. 7 5

A 4 3 7 5. 5 8 7 4. 4 6 7 3. 3 4 8 4. 2 0 7 1. 6 3 1 2 5. 5 9 1 2 1. 7 9 1 1 9. 3 7 1 2 3. 3 3 1 1 6. 0 4 1 1 8. 4 4 1 2 0. 2 6 1 2 0. 6 5 1 2 4. 4 3 1 1 7. 7 6 1 1 9. 5 2 1 1 8. 9 0 1 1 4. 1 2 1 1 4. 5 4 1 1 0. 4 5 1 1 9. 3 1 1 0 4. 8 9 1 0 6. 3 2 1 0 3. 5 4 1 0 9. 0 5 9 8. 0 7

A 4 4 6 3. 8 9 6 4. 0 5 6 5. 4 7 6 9. 3 6 8 6. 8 3 9 9. 8 8 1 1 0. 2 6 1 1 6. 3 4 1 1 3. 3 4 1 1 3. 3 9 1 1 0. 8 1 1 0 8. 7 4 1 0 7. 8 3 1 1 4. 9 3 1 0 9. 3 4 1 0 4. 6 9 1 0 5. 6 5 1 0 3. 1 6 1 0 4. 2 5 1 0 0. 3 9 9 4. 5 4 9 4. 7 8 9 4. 8 4 9 2. 3 2 9 1. 1 5 9 0. 7 5

7 4. 7 0 7 1. 3 5 7 1. 4 1 7 5. 3 6 9 6. 6 2 1 1 2. 0 6 1 1 8. 8 3 1 2 4. 8 8 1 2 7. 2 0 1 2 8. 7 6 1 2 8. 8 5 1 2 8. 5 5 1 2 7. 5 9 1 3 2. 2 8 1 2 8. 4 7 1 2 5. 4 3 1 2 4. 7 8 1 2 3. 7 6 1 2 1. 2 2 1 1 9. 1 4 1 1 9. 9 5 1 1 3. 1 4 1 1 0. 3 5 1 0 8. 8 8 1 0 5. 0 8 1 0 2. 1 1

1 0. 9 2 9. 8 2 1 1. 6 3 1 1. 2 7 1 8. 7 8 1 8. 8 8 1 7. 9 8 1 7. 3 5 1 8. 6 7 1 5. 9 0 1 5. 6 4 1 4. 9 8 1 6. 4 7 1 6. 2 1 1 5. 9 5 1 7. 2 4 1 7. 1 7 1 7. 1 6 1 6. 0 9 1 5. 0 3 1 4. 7 9 1 5. 1 0 1 4. 0 8 1 1. 9 5 1 2. 0 5 1 1. 4 5

1 4. 6 2 1 3. 7 6 1 6. 2 9 1 4. 9 6 1 9. 4 4 1 6. 8 4 1 5. 1 3 1 3. 9 0 1 4. 6 8 1 2. 3 5 1 2. 1 4 1 1. 6 5 1 2. 9 1 1 2. 2 5 1 2. 4 1 1 3. 7 4 1 3. 7 6 1 3. 8 6 1 3. 2 7 1 2. 6 2 1 2. 3 3 1 3. 3 4 1 2. 7 6 1 0. 9 8 1 1. 4 7 1 1. 2 2

F o r m V o l u nt e er
Ti m e

Arit h m eti c m e a n

St a n d ar d d e vi ati o n

C V %

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0

S T A TI S TI C A L D O C U M E N T P a g e
5 9 of 6 8

D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

T a bl e A 2. 2 T a bl e of i n di vi d u al c o n c e ntr ati o n s c orr e s p o n di n g t o u n a dj u st e d l e v ot h yr o xi n e   
(t e st dr u g [ B]). N = 43 s u bj e ct s.

- 0. 5 0 - 0. 2 5 0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

B 1 7 7. 3 2 7 6. 1 8 7 7. 2 9 7 9. 7 2 9 4. 8 4 1 0 8. 1 4 1 1 7. 4 0 1 2 3. 9 3 1 3 1. 7 8 1 4 6. 3 7 1 4 2. 8 3 1 6 1. 9 0 1 5 9. 5 7 1 5 2. 8 9 1 5 1. 9 9 1 5 1. 5 8 1 5 0. 3 3 1 3 5. 2 8 1 3 2. 1 4 1 2 6. 6 7 1 3 5. 7 3 1 2 7. 7 2 1 2 0. 0 4 1 1 6. 9 6 1 1 8. 7 0 9 8. 8 6

B 2 8 5. 6 5 8 9. 1 5 8 5. 0 2 9 0. 3 8 1 2 0. 9 2 1 3 6. 3 2 1 4 2. 1 2 1 3 9. 3 7 1 4 4. 1 4 1 3 5. 5 6 1 3 8. 7 7 1 3 3. 1 0 1 3 4. 5 3 1 3 9. 4 8 1 3 5. 7 4 1 3 3. 6 9 1 2 6. 7 6 1 2 8. 7 6 1 4 5. 8 6 1 2 2. 8 2 1 1 9. 9 3 1 1 3. 8 0 1 1 6. 8 0 1 1 5. 4 4 1 1 0. 3 7 1 0 5. 0 1

B 3 7 4. 5 0 6 9. 1 3 6 7. 0 7 7 4. 8 0 1 1 2. 4 0 1 2 6. 6 5 1 1 0. 2 1 1 1 4. 7 4 1 0 6. 2 0 1 0 4. 5 4 1 1 1. 3 0 1 0 9. 9 1 9 4. 6 3 1 0 4. 8 3 1 1 8. 3 3 1 0 6. 6 4 1 0 7. 2 0 9 4. 8 2 9 5. 6 7 9 1. 0 1 7 6. 6 8 8 3. 0 1 8 3. 9 6 9 0. 9 8 9 7. 8 0 9 5. 0 6

B 4 8 2. 4 9 8 7. 1 2 8 0. 6 8 8 8. 7 3 1 0 0. 0 6 1 2 2. 6 8 1 3 8. 1 4 1 3 9. 1 2 1 4 7. 3 9 1 4 4. 1 5 1 3 8. 6 0 1 3 7. 5 2 1 3 7. 3 2 1 3 5. 5 5 1 3 1. 3 9 1 2 5. 5 6 1 2 4. 8 9 1 2 6. 0 1 1 2 6. 6 9 1 2 3. 8 7 1 2 5. 3 5 1 2 1. 3 0 1 2 0. 9 8 1 1 3. 7 1 1 1 5. 3 2 1 0 2. 7 4

B 5 7 1. 8 0 7 4. 5 8 7 1. 8 7 7 6. 3 5 7 7. 9 0 8 2. 1 5 8 1. 9 6 8 6. 3 1 8 7. 8 8 9 3. 3 0 8 5. 3 2 9 9. 5 4 9 6. 1 1 1 1 0. 2 4 1 1 4. 6 6 1 3 1. 7 8 1 2 6. 5 5 1 2 0. 2 3 1 1 3. 1 6 1 1 5. 5 7 1 1 0. 7 0 1 0 3. 1 3 9 6. 5 0 1 0 2. 1 2 1 0 0. 3 7 9 7. 6 5

B 6 6 8. 7 2 6 0. 9 2 6 5. 1 8 6 4. 3 8 6 9. 7 2 8 0. 2 3 7 9. 4 8 8 1. 8 4 8 0. 9 5 9 0. 4 2 9 3. 2 8 9 8. 3 0 1 0 4. 8 6 1 1 3. 5 8 1 1 0. 4 7 1 0 5. 7 5 9 8. 5 1 1 0 3. 8 1 9 9. 0 2 9 8. 1 2 9 4. 2 2 9 2. 9 7 9 5. 2 0 9 0. 6 6 8 2. 8 2 8 8. 3 6

B 7 5 4. 8 6 6 1. 4 1 5 8. 9 3 6 7. 1 3 9 4. 4 6 1 0 0. 1 6 1 0 8. 0 5 1 1 3. 2 4 1 2 7. 8 3 1 1 3. 4 4 1 1 4. 2 5 1 0 0. 5 8 1 0 3. 6 5 1 0 5. 2 1 1 0 8. 8 6 1 0 3. 6 7 1 1 4. 1 1 1 1 0. 3 0 1 0 8. 8 1 1 0 8. 3 5 1 0 1. 4 6 1 0 3. 7 5 9 6. 6 6 9 9. 0 2 9 4. 7 2 9 8. 0 5

B 8 7 1. 3 7 6 6. 5 2 6 6. 6 5 9 0. 6 7 1 1 6. 6 7 1 2 9. 8 2 1 3 4. 3 6 1 2 5. 6 9 1 2 6. 8 5 1 2 8. 7 8 1 2 7. 4 8 1 2 1. 5 0 1 2 2. 1 3 1 2 8. 3 7 1 2 1. 0 7 1 2 2. 6 2 1 1 5. 8 6 1 2 2. 1 7 1 1 7. 9 8 1 1 2. 7 7 1 0 8. 2 4 1 0 6. 7 3 1 0 5. 8 0 9 9. 3 8 1 1 2. 8 1 9 9. 9 7

B 9 8 4. 5 3 8 4. 4 6 8 7. 6 8 8 3. 6 0 1 1 0. 9 6 1 2 9. 1 2 1 5 4. 5 9 1 7 2. 1 3 1 7 9. 1 0 1 7 3. 3 5 1 8 3. 0 0 1 8 4. 1 4 1 8 7. 2 9 1 9 0. 1 2 1 7 9. 6 1 1 8 1. 7 7 1 8 3. 2 7 1 8 0. 5 5 1 8 2. 2 7 1 6 6. 3 6 1 5 9. 0 4 1 4 8. 7 9 1 4 9. 1 2 1 2 7. 5 7 1 4 1. 8 1 1 2 1. 5 2

B 1 0 7 2. 6 3 7 1. 1 1 6 9. 7 9 7 2. 6 1 9 2. 1 1 1 1 9. 6 9 1 3 8. 9 8 1 4 4. 7 2 1 5 1. 0 6 1 6 8. 4 3 1 6 7. 1 8 1 5 1. 1 2 1 4 5. 5 1 1 5 3. 3 4 1 5 6. 4 6 1 5 5. 5 1 1 6 1. 0 3 1 4 1. 3 7 1 5 3. 7 7 1 4 8. 4 4 1 4 7. 9 9 1 2 9. 1 4 1 4 5. 5 3 1 2 3. 5 7 1 1 5. 9 8 1 1 2. 3 0

B 1 1 7 7. 3 0 7 0. 5 6 7 4. 5 2 7 8. 8 6 9 7. 5 5 1 3 3. 7 7 1 4 2. 0 0 1 4 5. 7 8 1 4 1. 8 5 1 4 6. 4 0 1 4 3. 3 3 1 3 6. 8 8 1 3 5. 8 4 1 3 7. 5 4 1 3 1. 9 2 1 3 7. 5 6 1 3 6. 2 4 1 3 0. 2 1 1 3 8. 5 1 1 3 6. 8 4 1 2 7. 7 7 1 2 5. 4 1 1 1 5. 7 9 1 2 4. 0 4 1 2 4. 4 2 1 0 6. 6 3

B 1 2 7 0. 9 4 6 8. 7 3 6 9. 7 7 7 1. 5 5 9 3. 9 0 1 1 0. 4 4 1 2 4. 3 7 1 3 2. 8 6 1 2 4. 1 1 1 2 8. 0 0 1 2 7. 3 0 1 2 7. 4 2 1 3 0. 7 2 1 3 8. 9 6 1 2 5. 7 6 1 2 6. 0 1 1 2 3. 4 1 1 1 8. 5 4 1 2 2. 1 7 1 1 3. 9 9 1 2 2. 9 2 1 0 7. 9 6 1 0 5. 3 5 1 1 8. 3 8 1 1 0. 3 2 9 7. 1 7

B 1 3 6 9. 0 5 6 7. 1 1 6 4. 8 7 7 1. 2 7 9 9. 9 0 1 1 6. 6 9 1 1 4. 4 4 1 1 8. 6 2 1 1 6. 5 2 1 0 9. 5 2 1 1 3. 2 1 1 0 3. 7 2 1 1 3. 0 4 1 1 8. 7 1 1 1 3. 6 3 1 1 1. 0 0 1 0 9. 9 0 1 1 0. 9 9 1 0 9. 7 7 9 7. 1 2 1 0 7. 7 8 9 8. 1 8 9 9. 4 1 8 6. 7 8 1 0 4. 9 0 1 0 1. 9 6

B 1 4 6 0. 8 4 5 6. 3 2 5 8. 8 7 6 4. 8 2 9 1. 8 3 1 1 1. 8 5 1 1 3. 6 8 1 2 2. 6 5 1 1 2. 0 5 1 1 5. 0 7 1 1 9. 3 1 1 2 0. 4 4 1 2 1. 5 3 1 2 1. 8 0 1 2 1. 8 7 1 2 0. 3 5 1 1 9. 7 6 1 2 6. 8 0 1 2 4. 5 1 1 1 8. 8 5 1 2 1. 4 4 1 1 4. 1 2 1 1 1. 1 3 9 8. 7 4 1 0 9. 6 2 9 4. 5 1

B 1 5 8 0. 3 5 8 4. 3 8 7 3. 3 0 8 1. 2 2 9 8. 8 2 1 1 2. 9 6 1 0 3. 6 2 1 2 0. 5 2 1 2 6. 2 4 1 2 9. 5 3 1 2 4. 0 2 1 2 4. 4 6 1 2 3. 3 6 1 3 3. 3 3 1 2 3. 6 7 1 3 3. 8 2 1 1 8. 9 3 1 1 7. 6 6 1 2 6. 4 9 1 1 8. 5 2 1 3 2. 9 5 1 1 8. 7 6 1 1 8. 0 7 1 1 1. 2 3 1 1 2. 4 0 1 1 6. 0 1

B 1 6 8 4. 9 9 7 7. 0 5 9 0. 7 6 8 6. 6 7 1 0 1. 8 8 1 1 7. 8 1 1 3 9. 3 0 1 2 9. 3 4 1 2 9. 0 4 1 2 7. 7 4 1 2 5. 5 8 1 2 3. 9 5 1 2 7. 4 3 1 3 3. 1 3 1 3 0. 3 1 1 2 6. 1 1 1 2 4. 1 9 1 2 9. 5 6 1 2 0. 5 1 1 2 6. 2 3 1 2 2. 2 7 1 1 8. 9 4 1 1 4. 1 4 1 2 7. 8 2 1 1 1. 9 6 1 0 5. 1 5

B 1 7 8 9. 0 7 7 8. 5 5 7 2. 0 6 8 2. 7 8 9 7. 1 4 1 0 8. 8 0 1 2 4. 4 0 1 3 0. 7 5 1 3 2. 0 0 1 2 2. 1 3 1 4 8. 2 2 1 4 6. 1 2 1 3 8. 8 6 1 4 7. 6 9 1 4 3. 7 7 1 3 1. 2 9 1 3 1. 2 9 1 3 1. 8 6 1 2 5. 3 0 1 1 8. 4 8 1 3 5. 7 5 1 2 2. 7 4 1 1 6. 8 1 1 1 4. 6 2 1 1 4. 8 4 9 1. 7 3

B 1 8 5 9. 7 3 5 6. 7 8 5 7. 4 0 6 5. 2 4 9 3. 5 8 1 0 5. 1 5 1 1 2. 7 9 1 2 3. 6 8 1 2 6. 0 8 1 2 0. 7 1 1 2 1. 3 0 1 1 9. 7 9 1 1 8. 2 9 1 2 3. 3 2 1 1 5. 6 2 1 1 2. 4 8 1 1 3. 7 9 1 1 1. 4 6 1 0 9. 3 8 1 0 9. 5 9 1 1 0. 9 8 1 0 9. 5 9 1 0 5. 2 1 9 5. 2 3 9 2. 6 9 8 8. 8 1

B 1 9 7 2. 6 1 6 5. 6 1 6 9. 5 6 7 1. 7 6 9 8. 9 0 1 1 1. 8 8 1 2 5. 2 7 1 1 0. 7 9 1 2 1. 7 3 1 1 5. 9 1 1 1 1. 3 0 1 0 8. 0 2 1 0 5. 6 1 1 2 0. 1 5 1 1 6. 6 0 1 1 6. 4 5 1 1 2. 3 5 1 1 4. 5 0 1 2 4. 6 9 1 1 8. 2 5 1 1 0. 4 1 1 0 8. 0 8 1 0 7. 0 8 9 8. 6 0 9 3. 1 0 9 4. 7 3

B 2 0 8 5. 4 2 8 4. 6 8 8 5. 0 7 9 2. 1 3 1 2 4. 4 5 1 3 8. 2 4 1 4 1. 1 1 1 4 0. 0 4 1 4 5. 0 2 1 4 1. 6 8 1 3 4. 5 1 1 3 4. 0 6 1 3 3. 2 6 1 4 5. 5 0 1 3 3. 9 5 1 2 7. 4 0 1 2 2. 5 1 1 2 1. 2 3 1 2 4. 5 3 1 2 4. 9 6 1 2 8. 6 4 1 1 7. 3 3 1 0 9. 0 6 1 1 4. 6 1 1 1 8. 4 8 1 0 8. 2 0

B 2 1 5 9. 6 5 5 7. 5 2 6 3. 9 2 7 6. 2 4 9 5. 6 2 1 1 9. 3 0 1 1 9. 5 5 1 2 6. 4 9 1 2 6. 7 7 1 1 9. 6 5 1 2 5. 7 4 1 2 2. 5 8 1 2 2. 9 6 1 2 7. 3 9 1 2 2. 2 2 1 1 0. 3 5 1 1 3. 3 6 1 1 4. 1 6 1 1 4. 4 8 1 1 9. 8 7 1 2 4. 7 5 1 0 6. 7 6 1 0 4. 3 3 1 0 0. 2 0 1 0 2. 2 2 8 5. 2 0

B 2 2 6 8. 8 4 6 2. 7 3 6 7. 8 7 6 5. 2 7 8 4. 5 5 1 0 0. 8 6 9 7. 4 7 1 0 5. 3 3 1 0 9. 6 9 1 0 8. 9 4 1 0 3. 6 4 1 0 6. 3 4 1 0 7. 2 0 1 0 4. 2 9 1 0 2. 9 7 9 9. 2 2 1 1 0. 1 3 1 0 2. 2 7 1 0 3. 9 7 1 0 3. 7 7 9 6. 8 4 9 9. 3 5 9 5. 2 1 9 5. 1 4 9 0. 7 0 9 3. 0 9

B 2 3 7 9. 8 6 7 3. 5 4 7 9. 5 3 8 9. 2 8 1 2 7. 4 0 1 4 8. 4 8 1 4 6. 2 3 1 5 0. 8 9 1 3 7. 9 0 1 4 4. 2 5 1 3 8. 9 7 1 3 7. 9 3 1 3 8. 8 8 1 4 5. 4 7 1 3 9. 2 0 1 3 1. 9 1 1 3 1. 4 2 1 2 7. 4 6 1 2 6. 4 4 1 2 1. 9 8 1 1 8. 1 8 1 1 8. 1 5 1 1 6. 6 2 1 1 7. 0 2 1 1 0. 5 3 1 0 8. 3 6

B 2 4 7 1. 8 9 6 6. 4 2 7 0. 3 0 6 6. 9 6 6 7. 5 4 6 9. 3 9 7 8. 8 7 8 1. 4 2 8 6. 2 6 8 0. 4 7 8 1. 8 9 8 8. 0 9 1 0 8. 9 9 1 2 5. 1 8 1 2 4. 3 3 1 3 0. 0 7 1 2 0. 7 9 1 1 5. 0 8 9 9. 2 7 1 0 3. 3 9 1 0 6. 2 2 9 0. 9 5 9 6. 1 8 1 0 3. 7 9 9 4. 4 2 9 5. 9 0

B 2 5 6 7. 9 5 7 0. 4 8 6 8. 2 7 8 9. 1 5 1 1 9. 8 1 1 2 9. 6 9 1 2 4. 2 5 1 1 6. 8 0 1 2 5. 0 3 1 1 1. 1 6 1 2 4. 6 1 1 3 1. 5 9 1 1 1. 8 8 1 2 0. 1 8 1 0 9. 7 8 1 2 3. 6 2 1 1 4. 4 7 1 2 6. 4 7 1 0 9. 9 1 1 2 2. 3 3 1 1 3. 6 0 1 1 9. 7 5 1 0 3. 8 2 1 1 6. 2 0 1 0 0. 7 9 9 5. 6 8

B 2 6 8 5. 2 1 8 3. 5 1 8 3. 2 8 8 2. 6 5 9 5. 6 5 1 0 9. 1 6 1 1 9. 1 4 1 3 5. 1 1 1 3 8. 5 8 1 3 4. 0 3 1 3 3. 2 0 1 3 7. 5 0 1 3 2. 0 8 1 3 0. 8 8 1 3 0. 0 9 1 3 0. 2 2 1 3 1. 4 8 1 2 9. 8 6 1 2 4. 7 3 1 2 9. 9 3 1 3 3. 1 6 1 2 6. 2 3 1 2 5. 8 4 1 2 0. 9 1 1 1 9. 6 9 1 0 9. 8 7

B 2 7 8 1. 9 3 7 9. 6 1 7 9. 5 2 8 1. 5 8 1 0 6. 7 1 1 1 9. 5 1 1 2 2. 5 9 1 3 0. 1 9 1 2 4. 5 8 1 2 2. 9 5 1 2 6. 9 9 1 2 5. 7 7 1 3 1. 4 9 1 3 2. 6 9 1 2 2. 4 5 1 1 9. 2 1 1 2 5. 9 2 1 2 0. 2 0 1 2 7. 1 4 1 1 2. 7 5 1 2 1. 0 6 1 1 1. 1 1 1 1 1. 0 1 1 0 9. 9 7 1 0 4. 5 4 9 4. 9 9

B 2 8 6 6. 9 7 6 1. 6 6 5 9. 6 8 7 3. 5 5 1 0 2. 8 2 9 4. 7 2 1 0 7. 2 6 9 8. 7 4 1 6 8. 5 2 1 5 5. 8 7 1 2 0. 6 4 1 5 4. 4 0 1 2 0. 9 3 1 0 9. 2 1 1 3 2. 4 9 1 3 4. 0 3 1 4 3. 6 9 1 1 2. 4 8 7 5. 4 2 1 0 8. 3 2 8 8. 2 3 9 7. 0 9 1 0 3. 5 7 1 0 4. 7 0 9 5. 2 7 8 6. 9 4

B 2 9 9 7. 3 4 8 7. 8 4 8 7. 2 9 9 1. 2 9 8 2. 7 2 7 6. 7 0 1 2 7. 7 7 1 3 1. 2 6 1 3 2. 2 7 1 3 1. 4 4 1 3 7. 9 6 1 3 5. 4 6 1 3 5. 1 7 1 5 0. 9 9 1 4 8. 1 9 1 4 3. 1 8 1 4 0. 6 1 1 4 0. 6 9 1 3 6. 3 9 1 3 0. 7 4 1 3 5. 7 1 1 1 7. 0 0 1 2 8. 7 5 1 2 5. 6 3 8 6. 2 5 9 7. 6 4

B 3 0 4 8. 2 7 6 2. 5 4 6 0. 0 7 6 0. 5 9 8 2. 3 0 1 0 3. 0 6 9 9. 1 3 1 1 0. 3 6 9 3. 8 1 1 2 2. 5 0 1 1 1. 7 8 1 2 8. 6 3 1 1 2. 5 0 1 0 6. 8 5 1 0 6. 7 6 1 0 4. 0 7 1 0 3. 8 4 1 0 0. 6 6 9 8. 9 2 9 7. 4 9 9 4. 1 1 9 3. 2 9 9 2. 2 0 9 5. 9 4 9 8. 3 4 9 1. 8 1

B 3 1 5 9. 7 6 5 8. 6 8 5 7. 6 8 6 2. 5 1 9 2. 4 2 1 0 5. 4 4 1 1 1. 5 8 1 1 0. 4 4 1 2 0. 7 2 1 0 8. 2 4 1 1 1. 9 5 1 0 9. 0 4 1 0 5. 1 2 1 0 5. 3 0 1 0 6. 7 1 1 0 0. 9 4 1 1 4. 8 5 1 0 5. 1 1 1 1 4. 5 6 9 7. 4 0 9 9. 0 1 9 1. 3 9 8 9. 5 5 9 4. 0 1 9 6. 7 4 8 2. 7 1

B 3 2 7 4. 5 7 7 2. 7 7 7 3. 0 0 8 2. 9 2 1 1 7. 8 8 1 2 9. 6 3 1 2 1. 0 7 1 2 9. 6 8 1 3 0. 8 7 1 2 3. 4 9 1 1 7. 9 8 1 3 5. 6 2 1 1 1. 9 4 1 2 2. 1 6 1 2 1. 2 8 1 1 6. 3 7 1 0 9. 1 0 1 1 1. 4 4 1 1 5. 8 1 1 0 9. 2 3 1 1 2. 8 2 1 0 4. 3 6 1 0 5. 9 4 1 0 9. 9 2 9 8. 1 2 9 5. 7 8

B 3 3 8 5. 8 2 7 4. 6 2 7 6. 1 1 9 9. 0 7 1 4 1. 5 6 1 6 1. 0 2 1 5 7. 8 7 1 4 7. 9 9 1 4 8. 6 6 1 4 0. 6 5 1 4 0. 6 4 1 4 1. 1 6 1 4 3. 4 2 1 4 5. 2 4 1 4 5. 5 4 1 3 9. 1 6 1 4 0. 1 9 1 3 1. 9 5 1 3 3. 4 3 1 3 3. 2 5 1 3 1. 2 9 1 2 1. 2 7 1 2 4. 5 9 1 2 2. 4 5 1 0 7. 3 9 1 0 9. 7 3

B 3 4 8 5. 6 0 8 5. 7 1 8 7. 5 7 9 7. 2 9 1 1 7. 0 4 1 3 6. 7 1 1 5 0. 1 3 1 5 6. 5 4 1 4 4. 8 5 1 4 2. 1 6 1 4 3. 3 1 1 4 4. 3 8 1 4 6. 0 8 1 5 5. 0 8 1 4 3. 5 9 1 3 7. 6 4 1 3 3. 4 9 1 2 7. 5 6 1 3 3. 9 7 1 2 6. 6 9 1 2 2. 2 9 1 1 4. 3 7 1 2 4. 6 2 1 1 5. 7 2 1 1 0. 5 4 1 0 3. 6 4

B 3 5 7 9. 9 2 7 5. 2 4 7 7. 8 3 7 5. 5 8 7 5. 7 5 9 3. 7 0 9 8. 5 8 1 2 6. 6 8 1 2 9. 7 4 1 1 4. 3 7 1 1 8. 9 6 1 2 6. 7 4 1 0 6. 0 0 1 1 5. 9 1 1 2 2. 5 5 1 2 2. 5 1 1 1 7. 3 9 1 1 3. 3 6 1 2 9. 3 3 1 2 2. 9 5 1 1 4. 8 4 1 0 4. 4 2 1 1 3. 5 1 1 1 4. 4 0 1 0 1. 6 9 1 1 8. 6 7

B 3 6 8 0. 9 0 7 9. 6 5 8 3. 0 2 9 8. 8 5 1 4 1. 4 0 1 4 6. 0 6 1 5 1. 2 7 1 4 7. 9 6 1 2 6. 6 0 1 3 4. 0 4 1 4 4. 5 5 1 2 8. 2 6 1 3 8. 9 0 1 4 4. 3 1 1 3 5. 2 4 1 3 7. 3 1 1 3 1. 7 0 1 3 1. 6 6 1 2 1. 3 0 1 2 3. 5 9 1 2 7. 3 9 1 2 3. 3 6 1 1 3. 3 8 1 1 1. 0 0 1 1 6. 3 2 1 1 7. 7 7

B 3 7 7 5. 8 4 7 2. 1 7 7 0. 0 6 7 8. 7 7 7 6. 2 1 9 8. 3 3 1 1 3. 5 6 1 2 5. 5 1 1 3 3. 6 0 1 3 4. 3 7 1 3 5. 0 1 1 3 7. 1 0 1 2 9. 7 6 1 3 4. 3 6 1 2 4. 1 9 1 2 7. 5 5 1 2 9. 7 5 1 4 0. 9 9 1 2 6. 7 3 1 2 2. 7 2 1 1 9. 2 5 1 1 8. 4 3 1 1 6. 6 6 1 1 6. 3 9 1 1 0. 2 3 1 1 2. 5 9

B 3 9 7 9. 2 4 7 3. 2 0 7 5. 1 9 9 6. 9 9 1 3 4. 8 2 1 5 8. 2 8 1 6 2. 0 4 1 6 7. 6 1 1 6 2. 5 6 1 4 9. 6 7 1 4 9. 7 9 1 6 0. 7 7 1 6 0. 3 5 1 4 6. 5 3 1 6 9. 9 6 1 6 1. 4 6 1 5 2. 9 2 1 3 6. 4 8 1 2 8. 8 5 1 3 4. 6 7 1 3 8. 2 1 1 3 1. 6 9 1 2 1. 5 5 1 2 3. 9 7 1 0 9. 3 2 1 1 1. 0 2

B 4 0 8 8. 7 5 7 8. 7 1 7 8. 8 8 8 0. 6 1 9 8. 4 2 1 1 3. 5 5 1 2 5. 4 2 1 4 0. 8 7 1 4 7. 1 3 1 5 0. 6 3 1 5 6. 2 0 1 5 3. 3 4 1 5 2. 5 0 1 6 0. 1 9 1 5 7. 4 7 1 5 2. 5 0 1 5 4. 9 4 1 5 4. 0 6 1 4 7. 5 2 1 4 7. 6 9 1 4 8. 0 3 1 4 1. 7 4 1 4 0. 6 7 1 2 4. 9 2 1 2 0. 0 7 1 2 0. 6 9

B 4 1 8 8. 9 0 8 0. 5 3 8 2. 4 4 9 8. 7 3 1 2 3. 5 3 1 4 6. 8 6 1 4 1. 3 1 1 6 3. 0 4 1 3 3. 7 0 1 3 6. 6 4 1 4 1. 4 1 1 2 2. 3 0 1 3 8. 6 7 1 4 7. 6 8 1 3 1. 7 5 1 2 5. 7 2 1 2 0. 9 1 1 4 3. 4 6 1 2 4. 3 7 1 1 8. 9 4 1 4 7. 0 4 1 1 0. 0 1 1 2 3. 9 9 1 1 6. 2 4 1 0 9. 5 7 1 0 1. 6 5

B 4 2 5 8. 1 3 5 3. 7 8 5 3. 5 8 6 0. 2 9 7 5. 7 9 8 4. 4 3 7 5. 8 4 8 6. 8 9 8 9. 1 5 8 5. 8 6 8 8. 3 0 8 7. 4 9 8 6. 5 4 8 8. 4 3 8 2. 1 0 8 4. 7 8 8 5. 1 5 8 2. 8 7 8 3. 0 6 8 2. 3 0 8 6. 8 6 7 8. 5 6 7 5. 9 9 8 2. 2 6 7 9. 9 2 8 2. 6 9

B 4 3 7 5. 5 7 7 4. 7 1 7 6. 6 1 8 1. 4 0 1 1 7. 5 0 1 2 6. 5 2 1 2 5. 7 3 1 3 2. 4 4 1 2 1. 7 1 1 2 5. 7 2 1 2 3. 3 1 1 3 0. 4 3 1 2 6. 4 3 1 2 4. 0 3 1 1 7. 5 8 1 1 5. 9 4 1 2 1. 9 5 1 1 6. 1 6 1 1 2. 9 5 1 0 7. 9 4 1 1 1. 9 8 1 0 9. 5 6 1 0 4. 9 7 9 8. 5 2 9 6. 7 6 1 0 6. 0 5

B 4 4 6 0. 8 9 5 8. 9 4 5 9. 1 9 6 5. 4 4 9 7. 5 2 1 0 7. 2 6 1 0 1. 0 6 9 7. 4 2 1 0 0. 9 7 9 7. 0 1 9 8. 4 3 9 9. 1 8 9 5. 7 4 1 0 1. 5 4 1 0 2. 7 0 9 8. 9 2 9 6. 5 0 8 9. 7 7 9 9. 1 8 9 3. 1 6 9 4. 5 0 8 7. 6 3 8 8. 1 2 8 8. 3 5 7 5. 7 4 8 7. 2 1

7 4. 7 9 7 1. 9 7 7 2. 4 9 7 9. 2 9 1 0 1. 4 7 1 1 5. 8 4 1 2 1. 4 9 1 2 6. 4 1 1 2 7. 7 1 1 2 6. 2 6 1 2 6. 6 4 1 2 7. 5 9 1 2 5. 5 1 1 3 0. 1 8 1 2 7. 5 5 1 2 5. 7 6 1 2 4. 7 8 1 2 2. 1 0 1 2 0. 6 7 1 1 7. 8 6 1 1 8. 2 7 1 1 1. 3 5 1 1 0. 5 5 1 0 8. 7 7 1 0 5. 0 8 1 0 0. 7 9

1 0. 7 6 9. 7 0 9. 6 9 1 1. 3 2 1 8. 4 2 2 1. 2 8 2 1. 6 2 2 1. 6 8 2 1. 1 9 2 0. 6 0 2 0. 7 8 2 0. 4 5 2 0. 1 9 1 9. 6 6 1 8. 6 8 1 8. 4 9 1 8. 1 3 1 7. 3 8 1 8. 6 8 1 6. 1 7 1 8. 0 7 1 4. 9 0 1 5. 4 3 1 2. 5 0 1 2. 7 7 1 0. 3 3

1 4. 3 9 1 3. 4 8 1 3. 3 7 1 4. 2 8 1 8. 1 6 1 8. 3 7 1 7. 8 0 1 7. 1 5 1 6. 5 9 1 6. 3 1 1 6. 4 1 1 6. 0 3 1 6. 0 8 1 5. 1 0 1 4. 6 4 1 4. 7 1 1 4. 5 3 1 4. 2 3 1 5. 4 8 1 3. 7 2 1 5. 2 8 1 3. 3 8 1 3. 9 6 1 1. 4 9 1 2. 1 5 1 0. 2 5C V %
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T a bl e A 2. 3. D e s cri pti v e st ati sti c s of t h e v al u e s of t h e l e v ot h yr o xi n e u n a dj u st e d c o n c e ntr ati o n 
i n a bi ol o gi c al fl ui d ( N = 43 ).

Arit h m eti c 

M e a n
M e di a n

Mi ni m u m 

V al u e

M a xi m u m 

V al u e

St a n d ar d 

D e vi ati o n
% C V

Arit h m eti c 

M e a n
M e di a n

Mi ni m u m 

V al u e

M a xi m u m 

V al u e

St a n d ar d 

D e vi ati o n
% C V

- 0. 5 0 7 4. 7 0 7 5. 5 8 5 1. 3 2 9 6. 3 1 1 0. 9 2 1 4. 6 2 7 4. 7 9 7 5. 5 7 4 8. 2 7 9 7. 3 4 1 0. 7 6 1 4. 3 9

- 0. 2 5 7 1. 3 5 7 1. 5 2 5 1. 9 7 8 8. 1 4 9. 8 2 1 3. 7 6 7 1. 9 7 7 2. 7 7 5 3. 7 8 8 9. 1 5 9. 7 0 1 3. 4 8

0. 0 0 7 1. 4 1 7 3. 3 4 3 8. 9 4 9 2. 3 2 1 1. 6 3 1 6. 2 9 7 2. 4 9 7 2. 0 6 5 3. 5 8 9 0. 7 6 9. 6 9 1 3. 3 7

0. 5 0 7 5. 3 6 7 7. 9 6 4 7. 3 4 9 3. 7 0 1 1. 2 7 1 4. 9 6 7 9. 2 9 7 9. 7 2 6 0. 2 9 9 9. 0 7 1 1. 3 2 1 4. 2 8

1. 0 0 9 6. 6 2 9 7. 0 6 5 9. 6 6 1 5 7. 6 5 1 8. 7 8 1 9. 4 4 1 0 1. 4 7 9 8. 4 2 6 7. 5 4 1 4 1. 5 6 1 8. 4 2 1 8. 1 6

1. 5 0 1 1 2. 0 6 1 1 4. 2 5 7 5. 8 3 1 6 5. 9 8 1 8. 8 8 1 6. 8 4 1 1 5. 8 4 1 1 3. 5 5 6 9. 3 9 1 6 1. 0 2 2 1. 2 8 1 8. 3 7

2. 0 0 1 1 8. 8 3 1 1 6. 7 7 8 2. 8 4 1 6 1. 6 9 1 7. 9 8 1 5. 1 3 1 2 1. 4 9 1 2 2. 5 9 7 5. 8 4 1 6 2. 0 4 2 1. 6 2 1 7. 8 0

2. 5 0 1 2 4. 8 8 1 2 4. 0 2 7 9. 5 1 1 7 6. 0 9 1 7. 3 5 1 3. 9 0 1 2 6. 4 1 1 2 6. 6 8 8 1. 4 2 1 7 2. 1 3 2 1. 6 8 1 7. 1 5

3. 0 0 1 2 7. 2 0 1 2 8. 4 2 8 1. 4 8 1 7 0. 4 6 1 8. 6 7 1 4. 6 8 1 2 7. 7 1 1 2 7. 8 3 8 0. 9 5 1 7 9. 1 0 2 1. 1 9 1 6. 5 9

3. 2 5 1 2 8. 7 6 1 3 0. 2 4 8 9. 2 4 1 6 3. 6 5 1 5. 9 0 1 2. 3 5 1 2 6. 2 6 1 2 7. 7 4 8 0. 4 7 1 7 3. 3 5 2 0. 6 0 1 6. 3 1

3. 5 0 1 2 8. 8 5 1 2 9. 3 2 9 7. 7 5 1 5 9. 1 9 1 5. 6 4 1 2. 1 4 1 2 6. 6 4 1 2 5. 7 4 8 1. 8 9 1 8 3. 0 0 2 0. 7 8 1 6. 4 1

3. 7 5 1 2 8. 5 5 1 2 9. 3 9 9 5. 8 7 1 6 3. 1 0 1 4. 9 8 1 1. 6 5 1 2 7. 5 9 1 2 8. 2 6 8 7. 4 9 1 8 4. 1 4 2 0. 4 5 1 6. 0 3

4. 0 0 1 2 7. 5 9 1 2 9. 4 8 9 8. 6 5 1 6 2. 1 5 1 6. 4 7 1 2. 9 1 1 2 5. 5 1 1 2 6. 4 3 8 6. 5 4 1 8 7. 2 9 2 0. 1 9 1 6. 0 8

4. 2 5 1 3 2. 2 8 1 3 0. 9 0 1 0 2. 5 7 1 6 8. 4 7 1 6. 2 1 1 2. 2 5 1 3 0. 1 8 1 3 0. 8 8 8 8. 4 3 1 9 0. 1 2 1 9. 6 6 1 5. 1 0

4. 5 0 1 2 8. 4 7 1 2 8. 8 3 1 0 1. 5 9 1 6 5. 4 6 1 5. 9 5 1 2. 4 1 1 2 7. 5 5 1 2 4. 1 9 8 2. 1 0 1 7 9. 6 1 1 8. 6 8 1 4. 6 4

4. 7 5 1 2 5. 4 3 1 2 5. 0 4 9 7. 3 0 1 6 7. 0 6 1 7. 2 4 1 3. 7 4 1 2 5. 7 6 1 2 6. 0 1 8 4. 7 8 1 8 1. 7 7 1 8. 4 9 1 4. 7 1

5. 0 0 1 2 4. 7 8 1 2 4. 7 2 9 3. 8 4 1 6 4. 7 2 1 7. 1 7 1 3. 7 6 1 2 4. 7 8 1 2 2. 5 1 8 5. 1 5 1 8 3. 2 7 1 8. 1 3 1 4. 5 3

5. 5 0 1 2 3. 7 6 1 2 4. 5 0 9 3. 8 4 1 6 1. 4 1 1 7. 1 6 1 3. 8 6 1 2 2. 1 0 1 2 1. 2 3 8 2. 8 7 1 8 0. 5 5 1 7. 3 8 1 4. 2 3

6. 0 0 1 2 1. 2 2 1 2 1. 9 9 9 1. 0 5 1 6 4. 2 7 1 6. 0 9 1 3. 2 7 1 2 0. 6 7 1 2 4. 3 7 7 5. 4 2 1 8 2. 2 7 1 8. 6 8 1 5. 4 8

6. 5 0 1 1 9. 1 4 1 1 9. 1 5 9 3. 4 2 1 5 7. 7 8 1 5. 0 3 1 2. 6 2 1 1 7. 8 6 1 1 8. 8 5 8 2. 3 0 1 6 6. 3 6 1 6. 1 7 1 3. 7 2

8. 0 0 1 1 9. 9 5 1 2 0. 0 6 9 2. 3 1 1 5 7. 8 7 1 4. 7 9 1 2. 3 3 1 1 8. 2 7 1 1 9. 9 3 7 6. 6 8 1 5 9. 0 4 1 8. 0 7 1 5. 2 8

1 0. 0 0 1 1 3. 1 4 1 1 4. 7 6 8 2. 4 8 1 4 8. 4 4 1 5. 1 0 1 3. 3 4 1 1 1. 3 5 1 1 1. 1 1 7 8. 5 6 1 4 8. 7 9 1 4. 9 0 1 3. 3 8

1 2. 0 0 1 1 0. 3 5 1 1 0. 3 3 8 1. 4 4 1 4 4. 1 2 1 4. 0 8 1 2. 7 6 1 1 0. 5 5 1 1 1. 0 1 7 5. 9 9 1 4 9. 1 2 1 5. 4 3 1 3. 9 6

2 4. 0 0 1 0 8. 8 8 1 0 9. 5 8 8 3. 6 8 1 2 8. 5 9 1 1. 9 5 1 0. 9 8 1 0 8. 7 7 1 1 1. 2 3 8 2. 2 6 1 2 7. 8 2 1 2. 5 0 1 1. 4 9

3 6. 0 0 1 0 5. 0 8 1 0 5. 0 5 8 5. 1 5 1 2 8. 2 5 1 2. 0 5 1 1. 4 7 1 0 5. 0 8 1 0 7. 3 9 7 5. 7 4 1 4 1. 8 1 1 2. 7 7 1 2. 1 5

4 8. 0 0 1 0 2. 1 1 1 0 1. 2 6 8 3. 2 9 1 2 5. 6 8 1 1. 4 5 1 1. 2 2 1 0 0. 7 9 9 8. 8 6 8 2. 6 9 1 2 1. 5 2 1 0. 3 3 1 0. 2 5

Ti m e

E utir o x ® a p pr o v e d f or m ul ati o n ( A) E utir o x ® t est f or m ul ati o n ( B)

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0

S T A TI S TI C A L D O C U M E N T P a g e
6 1 of 6 8

D H E
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T a bl e A 2. 4. I n di vi d u al d at a a n d d e s cri pti v e st ati sti c s f or t h e l e v ot h yr o xi n e p h ar m a c o ki n eti c 
p ar a m et er s ( C m a x i n n g/ m L, A U C0-t i n n g* h/ m L, a n d A U C0- ∞ i n n g* h/ m L). U n a dj u st e d d at a.

N A: N ot a p pli c a bl e

A B A B A B A B

1 2 1 B A 1 5 4. 5 8 1 6 1. 9 0 1. 0 5 0. 0 5 5 3 8 5. 0 0 5 6 6 4. 6 9 1. 0 5 0. 0 5 2 7 5 5 5. 6 7 2 2 6 0 3. 7 1 0. 8 2 - 0. 2 0

2 2 1 B A 1 4 1. 1 8 1 4 5. 8 6 1. 0 3 0. 0 3 5 7 7 9. 1 4 5 5 2 9. 3 0 0. 9 6 - 0. 0 4 9 3 3 7 7. 8 6 3 2 1 5 4. 9 3 0. 3 4 - 1. 0 7

3 2 1 B A 1 2 4. 5 3 1 2 6. 6 5 1. 0 2 0. 0 2 4 2 7 7. 0 6 4 4 6 2. 9 8 1. 0 4 0. 0 4 4 4 5 5 2. 0 9 3 6 7 8 8. 2 9 0. 8 3 - 0. 1 9

4 1 2 A B 1 4 5. 0 8 1 4 7. 3 9 1. 0 2 0. 0 2 5 3 3 6. 1 0 5 5 7 6. 0 5 1. 0 4 0. 0 4 3 3 1 2 7. 3 6 3 0 2 6 6. 1 7 0. 9 1 - 0. 0 9

5 1 2 A B 1 3 0. 8 9 1 3 1. 7 8 1. 0 1 0. 0 1 5 0 1 5. 9 2 4 8 0 6. 6 7 0. 9 6 - 0. 0 4 2 3 7 3 2. 8 7 5 7 1 3 5. 1 1 2. 4 1 0. 8 8

6 2 1 B A 1 1 9. 9 9 1 1 3. 5 8 0. 9 5 - 0. 05 4 4 7 3. 2 0 4 2 7 8. 3 0 0. 9 6 - 0. 0 4 2 7 3 2 8. 4 9 2 8 8 1 3. 2 0 1. 0 5 0. 0 5

7 1 2 A B 1 2 3. 9 8 1 2 7. 8 3 1. 0 3 0. 0 3 4 4 7 0. 8 8 4 7 2 6. 6 6 1. 0 6 0. 0 6 2 2 4 3 5. 0 7 3 8 5 3 1. 6 1 1. 7 2 0. 5 4

8 1 2 A B 1 3 5. 7 7 1 3 4. 3 6 0. 9 9 - 0. 01 5 0 4 3. 4 5 5 1 4 4. 6 3 1. 0 2 0. 0 2 2 5 6 2 1. 5 0 2 6 2 2 0. 4 5 1. 0 2 0. 0 2

9 1 2 A B 1 6 7. 0 6 1 9 0. 1 2 1. 1 4 0. 1 3 5 9 9 1. 5 3 6 7 2 5. 2 2 1. 1 2 0. 1 2 2 7 2 9 3. 3 6 2 0 6 0 6. 8 6 0. 7 6 - 0. 2 8

1 0 1 2 A B 1 6 0. 0 4 1 6 8. 4 3 1. 0 5 0. 0 5 5 7 5 2. 8 2 6 0 6 8. 6 0 1. 0 5 0. 0 5 2 2 6 3 9. 8 4 3 4 2 3 1. 8 6 1. 5 1 0. 4 1

1 1 1 2 A B 1 4 8. 3 2 1 4 6. 4 0 0. 9 9 - 0. 01 5 6 3 7. 7 5 5 8 3 8. 7 1 1. 0 4 0. 0 4 2 6 4 4 1. 0 8 2 9 3 0 9. 7 2 1. 1 1 0. 1 0

1 2 2 1 B A 1 4 1. 6 0 1 3 8. 9 6 0. 9 8 - 0. 02 5 3 3 8. 2 6 5 3 3 0. 4 6 1. 0 0 0. 0 0 3 2 2 4 9. 0 2 1 7 1 3 9. 1 5 0. 5 3 - 0. 6 3

1 3 1 2 A B 1 2 4. 3 5 1 1 8. 7 1 0. 9 5 - 0. 05 4 9 9 1. 5 1 4 7 5 5. 5 0 0. 9 5 - 0. 0 5 3 2 3 6 6. 0 8 5 4 4 9 8. 8 4 1. 6 8 0. 5 2

1 4 2 1 B A 1 3 5. 9 0 1 2 6. 8 0 0. 9 3 - 0. 07 5 0 9 2. 5 1 5 0 9 0. 7 7 1. 0 0 0. 0 0 2 5 4 7 4. 0 1 2 3 1 6 0. 8 7 0. 9 1 - 0. 1 0

1 5 2 1 B A 1 4 1. 1 9 1 3 3. 8 2 0. 9 5 - 0. 05 5 4 8 6. 6 6 5 5 0 7. 9 9 1. 0 0 0. 0 0 3 4 4 3 0. 6 0 5 6 5 8 6. 8 5 1. 6 4 0. 5 0

1 6 2 1 B A 1 4 8. 3 3 1 3 9. 3 0 0. 9 4 - 0. 06 5 4 1 3. 9 1 5 6 3 6. 3 7 1. 0 4 0. 0 4 2 2 9 7 2. 9 7 1 8 5 6 3. 5 7 0. 8 1 - 0. 2 1

1 7 1 2 A B 1 4 9. 9 8 1 4 8. 2 2 0. 9 9 - 0. 01 5 6 0 0. 9 8 5 4 7 9. 2 4 0. 9 8 - 0. 0 2 1 7 4 7 7. 0 8 1 9 4 2 0. 1 1 1. 1 1 0. 1 1

1 8 2 1 B A 1 2 3. 8 6 1 2 6. 0 8 1. 0 2 0. 0 2 4 5 4 1. 6 2 4 7 1 8. 9 5 1. 0 4 0. 0 4 2 1 6 7 1. 9 4 3 5 2 4 5. 7 5 1. 6 3 0. 4 9

1 9 1 2 A B 1 3 2. 8 5 1 2 5. 2 7 0. 9 4 - 0. 06 4 8 7 4. 7 3 4 8 2 7. 4 3 0. 9 9 - 0. 0 1 1 9 0 7 1. 9 7 2 7 2 1 1. 7 6 1. 4 3 0. 3 6

2 0 2 1 B A 1 5 0. 0 5 1 4 5. 5 0 0. 9 7 - 0. 03 5 9 5 8. 6 6 5 5 9 3. 1 7 0. 9 4 - 0. 0 6 3 0 2 8 8. 6 2 4 0 8 8 6. 7 9 1. 3 5 0. 3 0

2 1 2 1 B A 1 3 1. 9 6 1 2 7. 3 9 0. 9 7 - 0. 04 4 9 0 4. 7 9 4 9 2 0. 1 7 1. 0 0 0. 0 0 3 4 3 1 0. 0 3 1 8 2 7 2. 5 1 0. 5 3 - 0. 6 3

2 2 1 2 A B 1 2 0. 4 9 1 1 0. 1 3 0. 9 1 - 0. 09 4 4 3 9. 9 9 4 5 3 9. 0 5 1. 0 2 0. 0 2 2 8 9 5 4. 2 1 4 0 8 0 6. 9 8 1. 4 1 0. 3 4

2 3 2 1 B A 1 3 3. 9 4 1 5 0. 8 9 1. 1 3 0. 1 2 5 3 1 2. 7 1 5 5 8 4. 7 0 1. 0 5 0. 0 5 2 7 7 1 0. 8 2 5 4 5 6 6. 6 8 1. 9 7 0. 6 8

2 4 1 2 A B 1 5 3. 7 0 1 3 0. 0 7 0. 8 5 - 0. 17 5 3 4 0. 4 5 4 6 6 6. 1 5 0. 8 7 - 0. 1 3 2 4 4 5 2. 6 4 3 3 8 0 2. 7 4 1. 3 8 0. 3 2

2 5 1 2 A B 1 2 8. 5 0 1 3 1. 5 9 1. 0 2 0. 0 2 4 6 7 0. 8 7 5 1 8 5. 2 7 1. 1 1 0. 1 0 2 9 2 7 9. 9 2 1 7 0 0 5. 5 7 0. 5 8 - 0. 5 4

2 6 1 2 A B 1 3 8. 8 6 1 3 8. 5 8 1. 0 0 0. 0 0 5 8 3 0. 7 0 5 7 9 3. 9 5 0. 9 9 - 0. 0 1 3 4 8 6 1. 8 3 3 4 9 5 7. 3 9 1. 0 0 0. 0 0

2 7 2 1 B A 1 2 7. 8 1 1 3 2. 6 9 1. 0 4 0. 0 4 5 2 2 2. 8 6 5 2 0 4. 6 5 1. 0 0 0. 0 0 3 5 9 0 4. 8 9 2 0 7 7 7. 1 4 0. 5 8 - 0. 5 5

2 8 2 1 B A 1 7 0. 4 6 1 6 8. 5 2 0. 9 9 - 0. 01 4 7 3 3. 7 5 4 7 9 6. 0 2 1. 0 1 0. 0 1 2 4 0 9 8. 7 0 1 6 0 2 6. 5 5 0. 6 7 - 0. 4 1

2 9 2 1 B A 1 4 3. 9 0 1 5 0. 9 9 1. 0 5 0. 0 5 5 3 9 0. 9 1 5 3 7 9. 6 8 1. 0 0 0. 0 0 1 8 1 8 0. 4 8 1 4 9 9 7. 8 8 0. 8 2 - 0. 1 9

3 0 1 2 A B 1 2 5. 1 7 1 2 8. 6 3 1. 0 3 0. 0 3 4 7 5 1. 7 3 4 5 9 0. 7 1 0. 9 7 - 0. 0 3 3 5 7 5 8. 5 0 4 2 3 2 7. 7 7 1. 1 8 0. 1 7

3 1 1 2 A B 1 2 3. 7 2 1 2 0. 7 2 0. 9 8 - 0. 02 4 5 5 8. 2 2 4 5 0 3. 6 3 0. 9 9 - 0. 0 1 2 6 4 1 7. 0 8 2 0 4 8 8. 4 7 0. 7 8 - 0. 2 5

3 2 1 2 A B 1 3 3. 3 7 1 3 5. 6 2 1. 0 2 0. 0 2 4 9 7 9. 9 9 5 0 5 1. 0 5 1. 0 1 0. 0 1 5 2 8 1 5. 0 4 2 1 7 4 3. 5 5 0. 4 1 - 0. 8 9

3 3 1 2 A B 1 5 7. 0 0 1 6 1. 0 2 1. 0 3 0. 0 3 6 1 4 3. 2 9 5 7 5 4. 7 8 0. 9 4 - 0. 0 7 3 7 0 7 7. 7 5 2 8 1 3 8. 7 6 0. 7 6 - 0. 2 8

3 4 1 2 A B 1 5 0. 8 1 1 5 6. 5 4 1. 0 4 0. 0 4 5 7 4 2. 7 5 5 6 1 6. 2 0 0. 9 8 - 0. 0 2 4 6 5 1 2. 1 5 2 6 3 8 1. 8 6 0. 5 7 - 0. 5 7

3 5 1 2 A B 1 3 6. 0 3 1 2 9. 7 4 0. 9 5 - 0. 05 5 5 0 4. 4 5 5 3 0 5. 9 0 0. 9 6 - 0. 0 4 4 2 5 2 5. 8 3 7 5 0 9 9. 8 9 1. 7 7 0. 5 7

3 6 2 1 B A 1 6 3. 6 5 1 5 1. 2 7 0. 9 2 - 0. 08 5 7 4 5. 7 8 5 6 4 8. 4 8 0. 9 8 - 0. 0 2 2 5 9 5 8. 3 0 3 4 4 4 7. 8 9 1. 3 3 0. 2 8

3 7 2 1 B A 1 3 7. 4 0 1 4 0. 9 9 1. 0 3 0. 0 3 5 5 0 2. 4 6 5 5 0 6. 3 0 1. 0 0 0. 0 0 4 0 9 2 5. 0 2 6 3 3 5 0. 4 0 1. 5 5 0. 4 4

3 9 2 1 B A 1 7 6. 0 9 1 6 9. 9 6 0. 9 7 - 0. 04 6 3 8 2. 1 9 5 8 5 8. 4 8 0. 9 2 - 0. 0 9 2 5 2 9 1. 4 3 2 7 8 0 1. 2 4 1. 1 0 0. 0 9

4 0 2 1 B A 1 6 8. 4 7 1 6 0. 1 9 0. 9 5 - 0. 05 6 3 0 7. 5 3 6 1 7 0. 7 3 0. 9 8 - 0. 0 2 2 0 8 4 8. 4 2 2 5 5 5 0. 7 9 1. 2 3 0. 2 0

4 1 2 1 B A 1 4 5. 5 1 1 6 3. 0 4 1. 1 2 0. 1 1 5 2 9 2. 2 7 5 6 0 2. 8 0 1. 0 6 0. 0 6 3 2 3 1 4. 9 2 2 4 2 2 7. 9 6 0. 7 5 - 0. 2 9

4 2 1 2 A B 1 0 3. 1 1 8 9. 1 5 0. 8 6 - 0. 15 4 0 6 3. 3 0 3 8 6 9. 6 2 0. 9 5 - 0. 0 5 3 5 9 9 9. 6 2 6 8 1 4 7. 4 0 1. 8 9 0. 6 4

4 3 2 1 B A 1 2 5. 5 9 1 3 2. 4 4 1. 0 5 0. 0 5 5 1 0 5. 1 7 4 9 6 9. 5 9 0. 9 7 - 0. 0 3 2 8 2 4 9. 6 4 2 6 4 5 9. 2 2 0. 9 4 - 0. 0 7

4 4 1 2 A B 1 1 6. 3 4 1 0 7. 2 6 0. 9 2 - 0. 08 4 5 0 1. 2 1 4 1 3 1. 8 9 0. 9 2 - 0. 0 9 7 9 2 7 0. 7 0 2 2 9 4 6. 9 9 0. 2 9 - 1. 2 4

4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0

1 3 8. 8 9 1 3 7. 8 5 0. 9 9 N A 5 2 0 0. 0 9 5 1 8 6. 0 0 1. 0 0 N A 3 0 4 4 0. 4 5 2 9 9 8 4. 9 9 0. 9 9 N A

1 3 9. 8 0 1 3 9. 1 7 0. 9 9 - 0. 01 5 2 2 9. 9 8 5 2 1 8. 8 7 1. 0 0 0. 0 0 3 2 5 0 7. 5 7 3 2 7 3 7. 2 4 1. 0 9 - 0. 0 2

1 6. 1 6 1 9. 2 4 0. 0 6 0. 0 6 5 6 2. 7 3 5 8 7. 4 2 0. 0 5 0. 0 5 1 4 3 6 4. 0 9 1 4 8 5 6. 6 8 0. 4 8 0. 4 8

1 1. 5 6 1 3. 8 3 6. 1 5 - 81 7. 6 3 1 0. 7 6 1 1. 2 6 4. 9 9 - 18 3 7. 7 3 4 4. 1 9 4 5. 3 8 4 4. 3 1 - 32 0 5. 2 4

1 0 3. 1 1 8 9. 1 5 0. 8 5 - 0. 17 4 0 6 3. 3 0 3 8 6 9. 6 2 0. 8 7 - 0. 1 3 1 7 4 7 7. 0 8 1 4 9 9 7. 8 8 0. 2 9 - 1. 2 4

1 3 7. 4 0 1 3 5. 6 2 0. 9 9 - 0. 01 5 3 1 2. 7 1 5 3 0 5. 9 0 1. 0 0 0. 0 0 2 8 2 4 9. 6 4 2 8 1 3 8. 7 6 1. 0 2 0. 0 2

1 7 6. 0 9 1 9 0. 1 2 1. 1 4 0. 1 3 6 3 8 2. 1 9 6 7 2 5. 2 2 1. 1 2 0. 1 2 9 3 3 7 7. 8 6 7 5 0 9 9. 8 9 2. 4 1 0. 8 8

L n ( B/ A)
V o l u nt e er

P eri o d

S e q u e n c e

C m a x A U C 0- t A U C 0- 

F o r m F o r m
B / A L n(B / A )

F o r m
B / A L n ( B/ A)

F or m
B / A

M e di a n

M a xi m u m v a l u e

N

G e o m etri c m e a n

Arit h m eti c m e a n

St a n d a r d d e vi ati o n

C V %

Mi n u m u n v a l u e

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e A 2. 5. L e v ot h yr o xi n e P h ar m a c o ki n eti c P ar a m et er s R e s ult s, u n a dj u st e d v al u e.

N A: N ot a p pli c a bl e

T a bl e A 2. 6. A N O V A t a bl e f or t h e a n al y si s of t h e u n a dj u st e d l e v ot h yr o xi n e l o g arit h mi c all y-
tr a n sf or m e d p h ar m a c o ki n eti c p ar a m et er s ( L n).

N
Arit h m e ti c 

M e a n

St a n d a r d 

D e vi a ti on
% C V N

Ari t h m eti c 

M e a n

St a n d a r d 

D e vi ati o n
% C V

E xt r ap o l at e d AU C ( %) 4 3 8 1. 9 0 5. 8 1 7. 1 0 4 3 8 1. 0 7 7. 6 6 9. 4 4

A U C 0-   (n g * h/ mL ) 4 3 3 2 5 0 7. 5 7 1 4 3 6 4. 0 9 4 4. 1 9 4 3 3 2 7 3 7. 2 4 1 4 8 5 6. 6 8 4 5. 3 8

A U C 0-t  (n g * h/ mL ) 4 3 5 2 2 9. 9 8 5 6 2. 7 3 1 0. 7 6 4 3 5 2 1 8. 8 7 5 8 7. 4 2 1 1. 2 6

Cl / F (mL / h) 4 3 2 0. 7 2 6. 0 6 2 9. 2 5 4 3 2 1. 6 3 8. 2 4 3 8. 1 0

C m a x ( n g/m L ) 4 3 1 3 9. 8 0 1 6. 1 6 1 1. 5 6 4 3 1 3 9. 1 7 1 9. 2 4 1 3. 8 3

t 1/ 2 (h) 4 3 1 8 6. 4 0 9 6. 2 6 5 1. 6 4 4 3 1 8 9. 1 0 1 0 2. 0 7 5 3. 9 8

K e l ( 1/ h) 4 3 0. 0 0 0. 0 0 3 6. 9 2 4 3 0. 0 0 0. 0 0 4 5. 8 3

M R T ( h) 4 3 2 7 0. 5 4 1 3 8. 3 7 5 1. 1 5 4 3 2 7 4. 3 3 1 4 7. 4 8 5 3. 7 6

T l a g (h) 4 3 0. 0 0 0. 0 0 N A 4 3 0. 0 0 0. 0 0 N A

T m a x (h) 4 3 3. 5 2 1. 1 9 3 3. 9 6 4 3 3. 5 0 1. 1 4 3 2. 5 8

V d/ F ( L ) 4 3 4. 8 8 0. 7 0 1 4. 3 2 4 3 4. 8 7 0. 6 6 1 3. 6 2

V a ri abl e

F o r m

E u tiro x ® a p pr o v e d  for m ul ati o n  (A) E u tir ox ®  t est for m ul ati o n  ( B)

A s s e s s e d 

V a ri a bl e
S o ur c e of  Vari ati o n

D e g r ee s  of 

Fr e e d o m
S q u a r e S u m S q u a r ed M e a n s F V al u e P V a l ue

Cri t eri on           

( P > 0. 0 5)

L n( C m a x ) S e q u e n c e 1 0. 0 7 0. 0 7 2. 1 5 0. 1 5 C u m pl e

L n( C m a x ) S e q u e n c e * V ol u nt e er 4 1 1. 2 5 0. 0 3 N o  a pli c a

L n( C m a x ) F o r m 1 1. 2 2 x 1 0 - 3 1. 2 2 x 1 0 - 3 0. 6 4 0. 4 3 C u m pl e

L n( C m a x ) P eri o d 1 1. 3 1 x 1 0 - 3 1. 3 1 x 1 0 - 3 0. 6 9 0. 4 1 C u m pl e

L n( C m a x ) E r r or 4 1 7. 8 6 x 1 0 - 2 1. 9 2 x 1 0 - 3 N o  a pli c a

L n( A U C 0-t ) S e q u e n c e 1 2. 6 9 x 1 0 - 2 2. 6 9 x 1 0 - 2 1. 1 4 0. 2 9 C u m pl e

L n( A U C 0-t ) S e q u e n c e * V ol u nt e er 4 1 0. 9 7 2. 3 6 x 1 0 - 2 N o  a pli c a

L n( A U C 0-t ) F o r m 1 1. 5 8 x 1 0 - 4 1. 5 8 x 1 0 - 4 0. 1 2 0. 7 3 C u m pl e

L n( A U C 0-t ) P eri o d 1 9. 6 4 x 1 0 - 5 9. 6 4 x 1 0 - 5 0. 0 8 0. 7 8 C u m pl e

L n( A U C 0-t ) E r r or 4 1 5. 2 1 x 1 0 - 2 1. 2 7 x 1 0 - 3 N o  a pli c a

L n( A U C 0-  ) S e q u e n c e 1 0. 1 6 0. 1 6 0. 9 2 0. 3 4 C u m pl e

L n( A U C 0-  ) S e q u e n c e * V ol u nt e er 4 1 7. 0 0 0. 1 7 N o  a pli c a

L n( A U C 0-  ) F o r m 1 4. 8 9 x 1 0 - 3 4. 8 9 x 1 0 - 3 0. 0 4 0. 8 4 C u m pl e

L n( A U C 0-  ) P eri o d 1 0. 0 6 0. 0 6 0. 5 5 0. 4 6 C u m pl e

L n( A U C 0-  ) E r r or 4 1 4. 8 4 0. 1 2 N o  a pli c a

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e A 2. 7 s h o w s t h e r e s ult s of t h e bi o e q ui v al e n c e st ati sti c s f or t h e l e v ot h yr o xi n e 
l o g arit h mi c all y-tr a n sf or m e d p h ar m a c o ki n eti c u n a dj u st e d d at a

T a bl e A 2. 7 St ati sti c s of t h e L e v ot h yr o xi n e Bi o e q ui v al e n c e D et er mi n ati o n.

P ar a m et er
9 0 % C o nfi d e n c e 

I nt er v al

S c h uir m a n n' s
d o u bl e d -si d e t P o w er 

( %)
A c c e pt a n c e 

Crit eri o n

M e et s 
t h e 

Crit eri o n
P < 8 0 % P 

> 1 2 5 %

L n C m a x 9 7. 7 0 1 0 0. 8 5 0. 0 0 0. 0 0 1 0 0. 0 0 ( 8 0-1 2 5) Y E S
L n A U C 0-t 9 8. 4 5 1 0 1. 0 3 0. 0 0 0. 0 0 9 9. 9 8 ( 8 0-1 2 5) Y E S

T a bl e A 3 . 1 T a bl e of i n di vi d u al c o n c e ntr ati o n s c orr e s p o n di n g t o a dj u st e d l e v ot h yr o xi n e , 
i n cl u di n g pr e d o s e gr e at er t h a n 5 % (r ef er e n c e dr u g [ A]). N = 43 s u bj e ct s.

0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

A 1 0. 0 0 0. 0 0 1 8. 0 8 2 5. 7 6 3 3. 6 2 5 9. 3 6 7 3. 0 7 7 7. 1 8 8 3. 0 3 7 3. 9 7 9 6. 3 9 9 8. 3 3 8 9. 2 8 9 0. 4 2 8 6. 8 1 7 9. 3 6 7 0. 0 8 7 2. 7 6 6 6. 7 8 5 8. 7 6 6 4. 4 9 5 7. 9 9 5 0. 2 7 4 6. 4 4

A 2 0. 9 5 3. 1 0 1 9. 2 5 3 3. 7 1 4 2. 7 6 4 5. 6 0 4 6. 3 2 5 4. 4 4 5 2. 3 7 5 1. 2 9 4 9. 2 4 5 5. 1 6 5 3. 6 2 4 9. 5 6 5 9. 0 8 4 5. 5 0 4 4. 6 1 4 4. 6 2 4 5. 9 1 4 4. 1 3 3 8. 0 1 3 4. 6 0 3 8. 1 4 3 9. 6 2

A 3 0. 0 4 5. 4 1 4 5. 4 5 5 5. 0 9 6 1. 0 0 4 5. 1 9 4 0. 0 8 5 2. 7 4 3 6. 2 2 3 2. 3 4 4 0. 9 8 4 3. 7 4 4 2. 3 7 3 5. 1 1 3 1. 3 5 3 2. 9 2 3 2. 8 7 4 0. 2 3 2 9. 2 6 2 3. 1 0 2 7. 0 4 2 2. 6 3 2 2. 8 9 1 9. 7 6

A 4 0. 2 4 2. 2 2 1 5. 7 4 3 9. 3 7 5 5. 5 2 5 6. 5 1 5 9. 2 9 5 2. 3 9 5 1. 7 0 6 7. 1 2 4 9. 8 6 6 2. 4 1 5 9. 1 2 4 7. 2 8 4 8. 6 5 5 1. 1 9 4 1. 0 4 4 5. 5 6 4 7. 4 0 3 7. 8 3 3 8. 9 8 3 0. 1 5 2 9. 0 6 2 3. 1 0

A 5 0. 0 0 1. 3 1 2 2. 6 8 3 2. 5 2 3 6. 6 9 3 7. 6 4 5 3. 0 6 4 5. 5 1 5 2. 1 7 4 7. 1 2 5 1. 7 8 5 1. 6 8 5 2. 2 0 4 8. 4 6 4 6. 4 4 4 8. 3 9 4 1. 2 8 3 4. 8 7 3 3. 9 9 3 2. 6 8 2 6. 2 8 2 5. 1 0 1 9. 4 2 2 8. 0 1

A 6 0. 0 0 2. 1 3 4. 1 6 2 1. 5 5 4 9. 9 1 6 4. 4 9 6 3. 0 6 5 7. 4 4 5 7. 8 4 5 8. 8 6 4 9. 9 8 5 7. 6 6 5 1. 3 9 5 5. 9 0 5 3. 2 8 5 3. 2 5 5 2. 8 9 5 5. 4 5 5 3. 9 1 4 4. 0 6 4 2. 7 7 3 6. 8 0 3 2. 7 1 2 8. 9 6

A 7 0. 0 0 3. 0 4 1 6. 5 0 2 8. 0 4 2 9. 9 9 3 4. 4 4 5 7. 6 8 4 8. 2 3 5 4. 3 9 6 4. 4 7 5 6. 2 1 6 3. 4 7 4 9. 4 4 5 3. 4 5 4 1. 2 9 4 0. 2 8 4 3. 3 1 4 1. 7 6 5 3. 1 6 3 3. 2 0 2 7. 7 1 3 8. 4 3 2 8. 8 4 3 0. 4 9

A 8 0. 0 0 3. 0 3 3 1. 0 5 4 4. 0 7 5 8. 3 4 6 4. 7 2 5 7. 0 8 6 3. 3 3 4 9. 7 4 5 8. 3 4 6 0. 4 0 6 0. 2 2 5 7. 7 9 5 5. 2 0 6 1. 6 9 5 4. 7 4 6 1. 3 9 4 7. 2 4 5 1. 1 0 4 5. 1 0 3 9. 5 1 3 2. 4 0 2 4. 8 9 2 3. 3 3

A 9 0. 0 0 7. 1 4 1 1. 5 3 1 5. 6 2 1 2. 8 7 1 9. 2 6 2 6. 6 5 4 7. 8 9 5 4. 0 1 6 4. 7 5 5 9. 9 9 7 7. 3 5 7 6. 8 6 8 4. 7 1 8 0. 4 3 7 1. 3 4 7 1. 5 8 6 2. 3 0 6 0. 4 0 4 9. 5 5 3 9. 3 2 4 6. 2 3 3 7. 5 8 3 8. 7 9

A 1 0 0. 0 0 0. 0 0 1. 8 6 3 6. 3 4 5 2. 2 0 5 8. 3 0 6 2. 7 8 7 1. 3 7 7 0. 0 4 5 6. 7 5 7 4. 8 4 7 9. 0 8 7 5. 5 8 8 1. 7 7 6 1. 1 9 7 4. 8 2 6 3. 7 2 5 8. 4 2 6 2. 8 1 5 5. 6 5 4 8. 9 9 4 1. 3 6 3 1. 6 4 3 0. 8 2

A 1 1 0. 0 0 0. 0 0 1 4. 7 5 2 7. 5 4 6 8. 8 6 4 0. 4 9 5 2. 3 8 5 5. 5 1 5 1. 5 1 5 5. 8 5 6 1. 4 2 6 0. 7 6 6 4. 9 8 5 9. 6 6 5 8. 6 6 5 8. 5 9 5 1. 7 9 4 1. 7 7 3 9. 5 5 3 6. 5 2 3 0. 6 0 4 0. 1 8 4 3. 3 5 2 5. 6 2

A 1 2 0. 0 0 6. 1 9 2 6. 3 8 5 0. 3 0 5 4. 7 3 6 3. 0 0 6 9. 8 2 6 1. 4 1 6 3. 2 7 6 5. 1 9 6 0. 0 2 6 5. 7 6 5 6. 8 3 5 1. 2 6 5 2. 9 5 5 5. 5 3 5 4. 3 6 4 7. 8 4 5 7. 1 0 4 5. 0 6 4 2. 7 0 4 0. 2 5 3 2. 5 2 2 9. 4 9

A 1 3 0. 0 0 7. 1 3 2 9. 2 4 5 9. 7 2 4 6. 4 9 6 2. 0 6 6 0. 7 7 6 0. 8 4 5 8. 2 1 5 0. 8 5 4 0. 7 5 6 0. 7 9 5 3. 7 5 5 4. 3 7 5 0. 3 3 5 5. 2 8 5 2. 6 4 4 1. 5 9 4 8. 0 4 4 7. 0 4 3 5. 9 0 4 2. 4 3 4 3. 7 2 3 4. 5 6

A 1 4 1. 2 5 3. 3 3 2 4. 0 0 4 3. 4 0 4 9. 0 0 6 1. 3 7 5 4. 9 0 6 3. 5 9 5 7. 3 2 5 9. 4 4 6 2. 1 6 6 3. 1 6 5 6. 8 7 6 9. 8 4 6 1. 8 1 5 5. 0 0 5 8. 6 5 5 5. 7 8 5 8. 9 3 2 9. 8 7 4 8. 9 2 4 0. 8 5 3 2. 0 0 3 1. 6 3

A 1 5 0. 2 2 0. 0 0 5. 4 3 0. 0 0 1 3. 2 9 2 5. 0 9 2 2. 8 5 3 0. 7 9 4 3. 2 3 4 1. 2 7 3 6. 7 6 4 0. 8 3 4 4. 1 4 4 0. 5 1 5 1. 9 5 4 2. 8 0 3 9. 2 0 3 4. 2 0 3 1. 4 8 4 1. 7 9 3 6. 8 3 2 3. 0 5 1 5. 7 6 2 5. 4 9

A 1 6 0. 0 0 8. 0 0 2 6. 6 9 3 3. 1 2 3 5. 2 3 5 5. 6 6 5 6. 8 8 6 6. 0 6 6 7. 0 7 6 1. 1 1 5 6. 0 7 4 9. 6 5 4 9. 9 1 5 8. 8 6 4 8. 9 3 6 0. 4 2 5 5. 0 1 5 3. 0 1 3 7. 5 9 4 0. 8 6 3 6. 3 6 3 0. 1 0 2 0. 1 9 2 9. 8 9

A 1 7 0. 0 0 4. 7 8 1 1. 4 7 1 4. 5 9 2 4. 9 6 4 2. 1 1 6 6. 1 4 6 0. 4 1 5 4. 7 0 5 0. 9 1 5 9. 3 0 6 2. 1 6 4 6. 0 6 5 2. 3 0 5 8. 9 3 5 0. 2 1 4 9. 2 0 5 4. 7 1 5 4. 3 7 4 3. 8 9 4 1. 1 0 3 6. 4 5 2 3. 8 9 1 4. 7 3

A 1 8 0. 0 0 2. 1 2 3 3. 9 9 4 4. 4 4 5 2. 1 2 5 8. 1 4 6 3. 8 1 6 1. 5 1 6 0. 9 4 6 7. 7 1 6 3. 0 7 6 1. 8 2 5 8. 7 0 5 6. 2 0 5 5. 1 7 5 8. 1 4 5 6. 9 1 4 7. 8 5 4 8. 8 4 4 2. 3 8 4 5. 5 7 3 9. 1 5 2 9. 6 8 2 9. 9 6

A 1 9 0. 0 9 4. 3 3 4 3. 5 8 5 1. 9 4 4 9. 3 7 5 9. 5 2 6 0. 2 0 5 8. 1 6 6 4. 9 8 6 0. 5 7 4 9. 7 1 7 3. 1 1 5 5. 0 0 5 2. 7 0 5 1. 1 8 5 5. 1 0 4 2. 8 0 4 5. 8 7 4 9. 5 2 3 9. 3 5 3 9. 2 4 5 0. 0 9 3 5. 0 0 3 4. 0 0

A 2 0 0. 0 0 6. 3 2 3 4. 8 4 6 8. 5 6 7 1. 1 0 6 6. 4 7 7 4. 5 6 6 7. 8 0 7 4. 6 1 6 8. 0 9 6 8. 1 2 6 7. 9 7 6 4. 2 4 6 3. 5 6 6 7. 6 0 6 7. 0 8 5 9. 4 6 5 6. 9 0 6 0. 9 7 4 9. 3 1 4 4. 4 5 4 8. 9 3 4 9. 4 2 3 7. 8 2

A 2 1 0. 0 0 2. 9 9 2 7. 1 3 5 6. 3 5 5 3. 4 6 6 1. 0 0 6 8. 6 1 6 4. 9 6 6 2. 3 2 6 2. 8 7 6 8. 9 4 6 5. 3 0 6 5. 9 9 6 0. 8 9 5 8. 2 7 5 7. 4 5 4 3. 0 4 4 8. 9 9 5 4. 8 7 3 8. 8 1 3 5. 6 2 4 0. 2 8 3 4. 9 2 3 2. 5 3

A 2 2 0. 0 0 0. 0 0 5. 4 7 1 0. 2 0 1 3. 4 3 1 8. 8 7 2 4. 8 3 2 4. 0 2 3 4. 9 4 3 5. 6 3 3 0. 0 5 3 2. 8 9 5 0. 8 1 2 7. 9 2 2 6. 9 4 3 0. 3 3 3 1. 0 8 3 0. 7 1 2 4. 9 6 3 1. 6 8 2 4. 7 9 2 4. 1 7 2 3. 1 2 1 4. 5 6

A 2 3 0. 0 0 2. 0 3 3 6. 9 7 4 7. 9 8 4 6. 3 0 4 9. 2 3 4 7. 9 3 4 8. 2 4 4 4. 8 0 5 0. 1 6 4 5. 7 0 4 8. 8 9 4 5. 0 5 3 7. 3 6 4 4. 3 3 4 0. 7 2 3 7. 8 2 3 4. 3 8 3 6. 2 7 2 8. 8 0 2 1. 7 3 2 5. 2 5 2 6. 8 7 1 9. 0 0

A 2 4 0. 0 0 0. 0 0 2 3. 2 4 4 5. 1 8 5 3. 9 0 7 5. 6 2 6 6. 7 4 6 3. 4 5 7 1. 3 6 6 9. 8 7 6 5. 1 5 6 6. 9 4 5 5. 1 1 5 3. 4 3 4 9. 2 5 5 5. 2 6 4 6. 6 9 4 1. 3 2 4 1. 6 2 3 4. 6 2 3 5. 2 8 3 9. 9 9 2 2. 3 4 1 9. 0 2

A 2 5 0. 0 0 0. 0 0 3 2. 2 1 5 3. 9 6 4 7. 9 4 5 3. 8 8 2 9. 0 0 4 3. 3 7 3 7. 3 9 3 7. 4 5 4 1. 4 5 5 9. 6 8 4 1. 3 8 4 5. 8 1 3 5. 7 4 4 2. 6 9 4 3. 8 7 4 0. 0 4 3 8. 7 6 2 9. 8 2 2 6. 8 1 2 4. 7 3 2 6. 9 5 2 6. 5 8

A 2 6 3. 3 2 4. 4 1 1 0. 3 0 2 7. 0 4 3 7. 8 6 4 9. 4 7 4 0. 8 2 4 6. 5 2 3 6. 6 1 4 2. 6 7 3 4. 4 7 3 9. 6 9 3 5. 6 8 3 0. 9 1 3 6. 2 9 4 3. 1 5 3 5. 1 2 4 2. 0 1 5 1. 6 5 3 7. 4 1 3 3. 7 2 3 6. 4 5 3 4. 3 4 2 5. 4 5

A 2 7 0. 6 5 0. 0 0 1 7. 3 1 3 4. 5 0 4 1. 8 4 4 2. 9 4 4 8. 0 6 4 6. 9 0 4 4. 9 1 4 6. 6 0 4 2. 5 1 4 7. 3 3 4 0. 8 3 3 3. 3 9 3 6. 4 8 4 2. 1 1 4 2. 2 4 3 9. 7 8 3 7. 7 2 3 6. 0 8 3 0. 5 8 2 9. 8 3 2 3. 7 8 2 3. 7 0

A 2 8 0. 0 0 5. 7 7 1 5. 5 8 4 7. 7 2 6 1. 9 4 6 8. 7 4 1 2 1. 1 6 6 5. 3 0 8 0. 0 2 7 1. 9 7 6 8. 5 7 5 7. 5 1 6 3. 9 1 5 2. 8 1 7 7. 3 1 4 6. 1 2 5 4. 3 3 5 6. 0 3 5 2. 6 5 5 1. 6 4 5 1. 9 9 4 1. 4 4 5 6. 2 7 4 1. 1 7

A 2 9 0. 7 4 1 2. 6 8 1 1. 6 3 3 1. 8 9 5 6. 9 6 6 5. 3 5 3 9. 3 4 5 5. 8 6 5 4. 0 4 4 1. 6 7 5 5. 0 5 5 3. 1 8 5 0. 2 4 4 6. 7 9 4 1. 9 3 4 2. 8 4 3 6. 9 6 3 6. 0 7 4 9. 2 0 3 6. 2 1 3 1. 7 0 4 1. 1 8 2 8. 2 1 2 0. 8 1

A 3 0 1. 6 6 4. 8 2 2 4. 2 9 3 3. 9 1 2 9. 1 6 5 2. 4 0 3 2. 5 0 6 8. 8 8 5 5. 0 6 6 3. 7 2 5 3. 0 8 5 8. 0 9 5 7. 8 3 5 2. 7 4 5 1. 5 2 4 9. 0 9 4 3. 3 6 4 0. 2 2 4 8. 2 3 4 2. 7 4 4 2. 0 1 4 0. 2 8 4 8. 7 6 3 7. 6 7

A 3 1 0. 0 0 4. 5 7 9. 3 0 3 4. 9 5 3 4. 9 6 4 5. 1 2 3 9. 6 5 4 0. 9 9 3 9. 3 3 3 9. 9 9 3 8. 4 3 4 5. 0 2 4 9. 5 4 4 8. 1 0 3 6. 0 9 2 3. 0 2 3 0. 4 5 3 1. 7 1 3 2. 9 0 1 7. 7 5 1 8. 8 3 2 7. 3 1 1 0. 9 7 1 5. 0 1

A 3 2 3. 1 8 6. 5 9 5 0. 4 0 5 3. 4 7 6 1. 0 4 4 3. 5 7 3 9. 5 5 3 8. 0 7 3 9. 9 4 4 4. 6 1 3 6. 5 4 4 2. 0 4 3 6. 9 5 3 4. 5 4 3 5. 6 8 3 9. 3 9 3 3. 2 6 3 4. 5 2 3 4. 9 0 3 8. 9 5 2 5. 0 6 3 0. 2 6 3 0. 8 6 3 0. 8 4

A 3 3 3. 2 7 8. 5 7 3 7. 5 6 4 5. 2 6 5 7. 5 5 7 6. 3 5 7 1. 5 1 7 7. 8 9 8 2. 2 5 7 6. 9 0 7 9. 6 6 8 6. 9 3 8 5. 5 6 7 3. 6 0 8 1. 0 6 8 5. 5 6 6 5. 2 3 7 3. 2 6 6 4. 0 6 5 9. 4 1 6 4. 3 1 5 0. 7 2 5 8. 1 8 5 5. 6 1

A 3 4 0. 0 0 0. 0 0 9. 1 7 1 2. 5 3 2 2. 4 1 2 5. 6 1 4 0. 2 2 4 8. 9 1 6 0. 9 2 4 7. 6 2 4 8. 5 9 5 7. 5 0 4 3. 2 4 4 4. 5 3 3 8. 4 7 4 2. 3 9 3 6. 9 5 2 7. 9 6 4 0. 1 8 3 1. 8 1 3 0. 3 9 3 6. 3 6 2 2. 4 7 2 6. 4 4

A 3 5 0. 0 0 3. 1 8 3 8. 8 7 5 9. 1 7 5 9. 4 6 5 4. 3 9 5 3. 8 7 4 8. 8 1 4 5. 8 5 4 5. 8 7 4 6. 0 5 5 4. 1 9 4 4. 1 0 3 1. 4 8 4 3. 1 3 4 5. 6 6 4 1. 7 9 4 3. 0 2 4 7. 0 3 4 8. 0 6 3 4. 1 1 3 9. 5 8 3 6. 5 2 3 1. 7 1

A 3 6 3. 4 9 4. 8 7 5 1. 0 3 6 2. 1 9 5 6. 7 9 5 2. 0 3 6 5. 3 3 7 4. 8 2 6 1. 3 3 6 4. 8 4 5 7. 0 9 5 9. 1 2 5 2. 4 3 5 4. 1 7 5 1. 5 4 5 1. 6 5 4 6. 3 6 4 5. 5 3 4 1. 0 2 4 2. 0 3 3 5. 3 9 1 5. 5 2 2 9. 5 8 3 0. 3 4

A 3 7 0. 0 0 0. 0 0 3 6. 3 7 4 7. 2 2 6 0. 3 0 5 5. 0 5 5 4. 1 5 5 7. 7 8 5 9. 6 0 5 5. 5 4 5 2. 7 8 5 4. 6 0 5 2. 3 5 4 7. 9 5 4 9. 4 4 5 3. 0 6 5 3. 5 2 4 7. 4 5 4 8. 1 0 3 8. 7 7 4 2. 0 2 3 6. 2 1 3 3. 5 6 2 9. 3 6

A 3 9 2. 7 1 7. 9 8 8 1. 9 5 9 0. 2 7 8 5. 9 8 1 0 0. 3 8 8 6. 7 8 8 2. 1 4 7 9. 0 5 8 2. 1 9 8 3. 1 6 8 9. 0 5 8 6. 7 3 7 8. 7 3 7 3. 4 5 8 5. 7 0 7 9. 6 3 7 7. 2 7 6 8. 7 9 6 8. 8 9 6 4. 9 1 5 1. 9 8 4 7. 4 7 4 9. 1 1

A 4 0 9. 7 2 5. 8 5 1 9. 2 4 3 0. 9 2 3 8. 8 5 7 3. 1 6 7 6. 7 1 8 0. 9 5 8 1. 2 7 8 5. 1 8 8 4. 2 3 9 0. 5 5 8 7. 5 4 8 3. 4 6 8 6. 8 0 6 4. 9 5 8 6. 3 5 7 9. 8 6 7 9. 9 5 7 0. 5 2 6 6. 2 0 4 8. 1 6 4 9. 2 9 3 4. 4 3

A 4 1 0. 0 0 3. 3 3 3 6. 9 9 5 1. 2 3 5 7. 1 4 5 2. 6 6 6 4. 0 1 6 4. 3 5 6 5. 8 6 5 9. 4 2 6 1. 1 8 6 2. 5 7 7 2. 7 8 5 2. 9 9 4 6. 2 0 4 0. 0 5 5 2. 4 0 4 6. 4 2 4 8. 3 7 3 9. 4 5 3 2. 9 0 4 6. 0 4 2 7. 5 3 3 0. 6 9

A 4 2 0. 0 0 2. 1 6 6. 4 4 1 7. 2 4 2 4. 2 5 2 0. 9 1 2 2. 8 8 3 0. 6 4 3 9. 1 5 4 0. 0 3 4 0. 0 6 4 4. 5 1 4 2. 9 9 3 8. 7 1 3 5. 2 4 3 5. 2 4 3 2. 4 6 3 4. 8 3 3 3. 7 2 2 3. 8 9 2 2. 8 5 2 5. 0 8 2 7. 1 2 2 7. 1 5

A 4 3 0. 0 0 9. 7 5 0. 0 0 5 1. 1 3 4 7. 3 3 4 4. 9 1 4 8. 8 7 4 1. 5 8 4 3. 9 8 4 5. 8 0 4 6. 1 9 4 9. 9 7 4 3. 3 0 4 5. 0 6 4 4. 4 4 3 9. 6 7 4 0. 0 8 3 5. 9 9 4 4. 8 6 3 0. 4 3 3 1. 8 6 2 9. 0 9 3 4. 5 9 2 3. 6 1

A 4 4 1. 0 0 4. 8 9 2 2. 3 7 3 5. 4 1 4 5. 7 9 5 1. 8 7 4 8. 8 7 4 8. 9 2 4 6. 3 4 4 4. 2 7 4 3. 3 6 5 0. 4 7 4 4. 8 7 4 0. 2 2 4 1. 1 9 3 8. 6 9 3 9. 7 8 3 5. 9 2 3 0. 0 8 3 0. 3 1 3 0. 3 7 2 7. 8 5 2 6. 6 8 2 6. 2 8

0. 7 6 3. 8 1 2 4. 2 0 3 9. 6 6 4 6. 3 4 5 2. 3 9 5 4. 7 2 5 6. 2 8 5 6. 3 6 5 6. 0 7 5 5. 1 0 5 9. 7 9 5 5. 9 8 5 2. 9 5 5 2. 2 9 5 1. 2 7 4 8. 7 3 4 6. 6 5 4 7. 4 6 4 0. 6 6 3 7. 8 7 3 6. 3 9 3 2. 5 9 2 9. 6 2

1. 7 5 3. 0 8 1 6. 0 8 1 7. 3 6 1 6. 0 0 1 6. 3 3 1 8. 6 3 1 3. 4 6 1 3. 5 2 1 2. 8 2 1 4. 4 9 1 4. 1 4 1 3. 9 2 1 5. 0 8 1 4. 8 9 1 3. 8 3 1 2. 9 8 1 2. 4 4 1 1. 9 0 1 1. 0 7 1 1. 5 7 9. 3 4 1 0. 7 0 8. 7 0

2 3 1. 1 7 8 0. 7 1 6 6. 4 6 4 3. 7 8 3 4. 5 2 3 1. 1 7 3 4. 0 4 2 3. 9 1 2 3. 9 9 2 2. 8 7 2 6. 3 0 2 3. 6 5 2 4. 8 6 2 8. 4 8 2 8. 4 7 2 6. 9 8 2 6. 6 4 2 6. 6 6 2 5. 0 6 2 7. 2 4 3 0. 5 6 2 5. 6 8 3 2. 8 3 2 9. 3 9

F o r m V ol u nt e er
Ti m e

Arit h m eti c M e a n

St a n d ar d D e vi ati o n

% C V

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0

S T A TI S TI C A L D O C U M E N T P a g e
6 4 of 6 8

D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

T a bl e A 3 . 2 T a bl e of i n di vi d u al c o n c e ntr ati o n s c orr e s p o n di n g t o l e v ot h yr o xi n e, i n cl u di n g 
pr e d o s e gr e at er t h a n 5 % (r ef er e n c e dr u g). N = 43 s u bj e ct s.

0. 0 0 0. 5 0 1. 0 0 1. 5 0 2. 0 0 2. 5 0 3. 0 0 3. 2 5 3. 5 0 3. 7 5 4. 0 0 4. 2 5 4. 5 0 4. 7 5 5. 0 0 5. 5 0 6. 0 0 6. 5 0 8. 0 0 1 0. 0 0 1 2. 0 0 2 4. 0 0 3 6. 0 0 4 8. 0 0

B 1 0. 3 6 2. 7 9 1 7. 9 1 3 1. 2 0 4 0. 4 6 4 6. 9 9 5 4. 8 5 6 9. 4 3 6 5. 8 9 8 4. 9 7 8 2. 6 4 7 5. 9 6 7 5. 0 5 7 4. 6 5 7 3. 4 0 5 8. 3 4 5 5. 2 1 4 9. 7 4 5 8. 8 0 5 0. 7 9 4 3. 1 1 4 0. 0 3 4 1. 7 7 2 1. 9 3

B 2 0. 0 0 3. 7 7 3 4. 3 1 4 9. 7 1 5 5. 5 2 5 2. 7 6 5 7. 5 3 4 8. 9 5 5 2. 1 7 4 6. 5 0 4 7. 9 2 5 2. 8 7 4 9. 1 4 4 7. 0 8 4 0. 1 6 4 2. 1 6 5 9. 2 6 3 6. 2 1 3 3. 3 2 2 7. 1 9 3 0. 2 0 2 8. 8 3 2 3. 7 6 1 8. 4 1

B 3 0. 0 0 4. 5 6 4 2. 1 7 5 6. 4 1 3 9. 9 8 4 4. 5 0 3 5. 9 7 3 4. 3 1 4 1. 0 7 3 9. 6 7 2 4. 3 9 3 4. 5 9 4 8. 0 9 3 6. 4 0 3 6. 9 6 2 4. 5 9 2 5. 4 3 2 0. 7 7 6. 4 4 1 2. 7 8 1 3. 7 2 2 0. 7 4 2 7. 5 6 2 4. 8 2

B 4 0. 0 0 5. 2 9 1 6. 6 3 3 9. 2 5 5 4. 7 1 5 5. 6 9 6 3. 9 5 6 0. 7 2 5 5. 1 7 5 4. 0 9 5 3. 8 9 5 2. 1 1 4 7. 9 6 4 2. 1 3 4 1. 4 6 4 2. 5 8 4 3. 2 6 4 0. 4 4 4 1. 9 2 3 7. 8 7 3 7. 5 5 3 0. 2 8 3 1. 8 9 1 9. 3 1

B 5 0. 0 0 3. 6 0 5. 1 5 9. 4 0 9. 2 1 1 3. 5 6 1 5. 1 3 2 0. 5 5 1 2. 5 7 2 6. 7 9 2 3. 3 6 3 7. 4 9 4 1. 9 1 5 9. 0 2 5 3. 8 0 4 7. 4 8 4 0. 4 1 4 2. 8 2 3 7. 9 5 3 0. 3 8 2 3. 7 5 2 9. 3 7 2 7. 6 2 2 4. 9 0

B 6 0. 2 4 0. 0 0 4. 7 8 1 5. 2 9 1 4. 5 4 1 6. 9 0 1 6. 0 1 2 5. 4 8 2 8. 3 4 3 3. 3 5 3 9. 9 2 4 8. 6 4 4 5. 5 3 4 0. 8 1 3 3. 5 7 3 8. 8 7 3 4. 0 7 3 3. 1 8 2 9. 2 8 2 8. 0 3 3 0. 2 5 2 5. 7 2 1 7. 8 8 2 3. 4 1

B 7 0. 5 3 8. 7 3 3 6. 0 6 4 1. 7 6 4 9. 6 5 5 4. 8 4 6 9. 4 3 5 5. 0 4 5 5. 8 5 4 2. 1 8 4 5. 2 5 4 6. 8 2 5 0. 4 6 4 5. 2 7 5 5. 7 1 5 1. 9 0 5 0. 4 2 4 9. 9 5 4 3. 0 6 4 5. 3 5 3 8. 2 6 4 0. 6 2 3 6. 3 2 3 9. 6 5

B 8 0. 0 0 2 2. 4 9 4 8. 4 9 6 1. 6 4 6 6. 1 8 5 7. 5 1 5 8. 6 7 6 0. 6 0 5 9. 3 0 5 3. 3 3 5 3. 9 5 6 0. 1 9 5 2. 9 0 5 4. 4 5 4 7. 6 8 5 3. 9 9 4 9. 8 1 4 4. 6 0 4 0. 0 6 3 8. 5 5 3 7. 6 2 3 1. 2 0 4 4. 6 3 3 1. 7 9

B 9 2. 1 3 0. 0 0 2 5. 4 0 4 3. 5 6 6 9. 0 4 8 6. 5 7 9 3. 5 4 8 7. 8 0 9 7. 4 5 9 8. 5 9 1 0 1. 7 4 1 0 4. 5 7 9 4. 0 6 9 6. 2 2 9 7. 7 1 9 5. 0 0 9 6. 7 2 8 0. 8 1 7 3. 4 9 6 3. 2 4 6 3. 5 6 4 2. 0 1 5 6. 2 5 3 5. 9 6

B 1 0 0. 0 0 1. 4 3 2 0. 9 3 4 8. 5 1 6 7. 8 0 7 3. 5 4 7 9. 8 8 9 7. 2 5 9 6. 0 0 7 9. 9 4 7 4. 3 4 8 2. 1 7 8 5. 2 9 8 4. 3 4 8 9. 8 5 7 0. 2 0 8 2. 5 9 7 7. 2 7 7 6. 8 2 5 7. 9 6 7 4. 3 6 5 2. 4 0 4 4. 8 0 4 1. 1 2

B 1 1 0. 3 9 4. 7 3 2 3. 4 3 5 9. 6 4 6 7. 8 7 7 1. 6 6 6 7. 7 3 7 2. 2 7 6 9. 2 0 6 2. 7 5 6 1. 7 2 6 3. 4 1 5 7. 7 9 6 3. 4 3 6 2. 1 1 5 6. 0 8 6 4. 3 8 6 2. 7 1 5 3. 6 5 5 1. 2 8 4 1. 6 7 4 9. 9 1 5 0. 3 0 3 2. 5 1

B 1 2 0. 0 0 1. 7 3 2 4. 0 9 4 0. 6 2 5 4. 5 6 6 3. 0 4 5 4. 3 0 5 8. 1 9 5 7. 4 9 5 7. 6 1 6 0. 9 1 6 9. 1 5 5 5. 9 5 5 6. 1 9 5 3. 6 0 4 8. 7 2 5 2. 3 6 4 4. 1 8 5 3. 1 1 3 8. 1 5 3 5. 5 4 4 8. 5 7 4 0. 5 0 2 7. 3 5

B 1 3 0. 0 0 4. 2 6 3 2. 8 9 4 9. 6 8 4 7. 4 3 5 1. 6 1 4 9. 5 1 4 2. 5 1 4 6. 2 0 3 6. 7 1 4 6. 0 3 5 1. 7 0 4 6. 6 2 4 3. 9 9 4 2. 8 9 4 3. 9 8 4 2. 7 6 3 0. 1 1 4 0. 7 7 3 1. 1 7 3 2. 4 0 1 9. 7 7 3 7. 8 9 3 4. 9 5

B 1 4 0. 2 0 6. 1 4 3 3. 1 6 5 3. 1 7 5 5. 0 0 6 3. 9 7 5 3. 3 7 5 6. 3 9 6 0. 6 4 6 1. 7 7 6 2. 8 6 6 3. 1 2 6 3. 1 9 6 1. 6 8 6 1. 0 9 6 8. 1 2 6 5. 8 3 6 0. 1 7 6 2. 7 6 5 5. 4 4 5 2. 4 5 4 0. 0 6 5 0. 9 4 3 5. 8 3

B 1 5 0. 0 0 1. 8 7 1 9. 4 8 3 3. 6 2 2 4. 2 7 4 1. 1 8 4 6. 9 0 5 0. 1 9 4 4. 6 8 4 5. 1 2 4 4. 0 1 5 3. 9 9 4 4. 3 2 5 4. 4 8 3 9. 5 9 3 8. 3 1 4 7. 1 5 3 9. 1 7 5 3. 6 0 3 9. 4 2 3 8. 7 3 3 1. 8 8 3 3. 0 6 3 6. 6 7

B 1 6 6. 4 9 2. 4 1 1 7. 6 1 3 3. 5 4 5 5. 0 3 4 5. 0 7 4 4. 7 8 4 3. 4 7 4 1. 3 1 3 9. 6 8 4 3. 1 7 4 8. 8 6 4 6. 0 4 4 1. 8 5 3 9. 9 2 4 5. 2 9 3 6. 2 5 4 1. 9 6 3 8. 0 1 3 4. 6 7 2 9. 8 7 4 3. 5 5 2 7. 7 0 2 0. 8 8

B 1 7 0. 0 0 2. 8 9 1 7. 2 5 2 8. 9 1 4 4. 5 1 5 0. 8 5 5 2. 1 1 4 2. 2 3 6 8. 3 3 6 6. 2 3 5 8. 9 7 6 7. 8 0 6 3. 8 8 5 1. 4 0 5 1. 4 0 5 1. 9 7 4 5. 4 1 3 8. 5 9 5 5. 8 6 4 2. 8 5 3 6. 9 1 3 4. 7 2 3 4. 9 5 1 1. 8 4

B 1 8 0. 0 0 7. 2 7 3 5. 6 1 4 7. 1 8 5 4. 8 2 6 5. 7 1 6 8. 1 1 6 2. 7 4 6 3. 3 3 6 1. 8 2 6 0. 3 2 6 5. 3 5 5 7. 6 5 5 4. 5 1 5 5. 8 2 5 3. 4 9 5 1. 4 1 5 1. 6 2 5 3. 0 1 5 1. 6 2 4 7. 2 4 3 7. 2 6 3 4. 7 2 3 0. 8 4

B 1 9 0. 3 0 2. 5 0 2 9. 6 4 4 2. 6 2 5 6. 0 2 4 1. 5 3 5 2. 4 8 4 6. 6 6 4 2. 0 4 3 8. 7 7 3 6. 3 6 5 0. 9 0 4 7. 3 4 4 7. 1 9 4 3. 1 0 4 5. 2 4 5 5. 4 3 4 9. 0 0 4 1. 1 5 3 8. 8 2 3 7. 8 3 2 9. 3 4 2 3. 8 5 2 5. 4 7

B 2 0 0. 0 1 7. 0 7 3 9. 4 0 5 3. 1 9 5 6. 0 6 5 4. 9 8 5 9. 9 7 5 6. 6 3 4 9. 4 6 4 9. 0 0 4 8. 2 0 6 0. 4 4 4 8. 9 0 4 2. 3 4 3 7. 4 5 3 6. 1 8 3 9. 4 7 3 9. 9 0 4 3. 5 8 3 2. 2 8 2 4. 0 0 2 9. 5 5 3 3. 4 2 2 3. 1 4

B 2 1 3. 5 6 1 5. 8 8 3 5. 2 6 5 8. 9 3 5 9. 1 8 6 6. 1 3 6 6. 4 0 5 9. 2 8 6 5. 3 8 6 2. 2 2 6 2. 6 0 6 7. 0 3 6 1. 8 5 4 9. 9 9 5 3. 0 0 5 3. 7 9 5 4. 1 2 5 9. 5 1 6 4. 3 8 4 6. 4 0 4 3. 9 7 3 9. 8 4 4 1. 8 6 2 4. 8 3

B 2 2 1. 3 9 0. 0 0 1 8. 0 7 3 4. 3 8 3 0. 9 9 3 8. 8 5 4 3. 2 1 4 2. 4 6 3 7. 1 5 3 9. 8 6 4 0. 7 2 3 7. 8 1 3 6. 4 9 3 2. 7 4 4 3. 6 5 3 5. 7 8 3 7. 4 9 3 7. 2 9 3 0. 3 6 3 2. 8 7 2 8. 7 2 2 8. 6 6 2 4. 2 2 2 6. 6 1

B 2 3 1. 8 9 1 1. 6 4 4 9. 7 6 7 0. 8 4 6 8. 5 9 7 3. 2 4 6 0. 2 5 6 6. 6 1 6 1. 3 3 6 0. 2 9 6 1. 2 4 6 7. 8 3 6 1. 5 6 5 4. 2 6 5 3. 7 7 4 9. 8 2 4 8. 7 9 4 4. 3 4 4 0. 5 3 4 0. 5 0 3 8. 9 7 3 9. 3 7 3 2. 8 8 3 0. 7 2

B 2 4 0. 7 6 0. 0 0 0. 0 0 0. 0 0 9. 3 4 1 1. 8 9 1 6. 7 2 1 0. 9 3 1 2. 3 5 1 8. 5 5 3 9. 4 5 5 5. 6 4 5 4. 8 0 6 0. 5 4 5 1. 2 6 4 5. 5 5 2 9. 7 3 3 3. 8 5 3 6. 6 9 2 1. 4 2 2 6. 6 5 3 4. 2 5 2 4. 8 9 2 6. 3 7

B 2 5 0. 0 0 2 0. 2 5 5 0. 9 1 6 0. 7 9 5 5. 3 5 4 7. 8 9 5 6. 1 3 4 2. 2 6 5 5. 7 1 6 2. 6 9 4 2. 9 7 5 1. 2 8 4 0. 8 8 5 4. 7 2 4 5. 5 7 5 7. 5 7 4 1. 0 1 5 3. 4 3 4 4. 7 0 5 0. 8 5 3 4. 9 2 4 7. 3 0 3 1. 8 9 2 6. 7 8

B 2 6 0. 0 0 0. 0 0 1 1. 6 5 2 5. 1 6 3 5. 1 4 5 1. 1 1 5 4. 5 8 5 0. 0 3 4 9. 1 9 5 3. 5 0 4 8. 0 8 4 6. 8 7 4 6. 0 9 4 6. 2 2 4 7. 4 7 4 5. 8 6 4 0. 7 3 4 5. 9 3 4 9. 1 6 4 2. 2 3 4 1. 8 4 3 6. 9 1 3 5. 6 9 2 5. 8 7

B 2 7 0. 0 0 1. 2 2 2 6. 3 6 3 9. 1 5 4 2. 2 3 4 9. 8 4 4 4. 2 2 4 2. 6 0 4 6. 6 3 4 5. 4 2 5 1. 1 4 5 2. 3 4 4 2. 0 9 3 8. 8 6 4 5. 5 7 3 9. 8 4 4 6. 7 8 3 2. 3 9 4 0. 7 1 3 0. 7 6 3 0. 6 5 2 9. 6 1 2 4. 1 9 1 4. 6 3

B 2 8 0. 0 0 1 0. 7 8 4 0. 0 5 3 1. 9 5 4 4. 4 9 3 5. 9 7 1 0 5. 7 5 9 3. 1 0 5 7. 8 7 9 1. 6 3 5 8. 1 6 4 6. 4 4 6 9. 7 2 7 1. 2 6 8 0. 9 2 4 9. 7 1 1 2. 6 5 4 5. 5 5 2 5. 4 6 3 4. 3 2 4 0. 8 0 4 1. 9 3 3 2. 5 0 2 4. 1 7

B 2 9 0. 0 0 0. 4 6 0. 0 0 0. 0 0 3 6. 9 5 4 0. 4 3 4 1. 4 5 4 0. 6 1 4 7. 1 4 4 4. 6 4 4 4. 3 5 6 0. 1 7 5 7. 3 7 5 2. 3 5 4 9. 7 9 4 9. 8 7 4 5. 5 6 3 9. 9 1 4 4. 8 9 2 6. 1 8 3 7. 9 2 3 4. 8 0 0. 0 0 6. 8 2

B 3 0 3. 1 1 3. 6 3 2 5. 3 4 4 6. 1 0 4 2. 1 7 5 3. 4 0 3 6. 8 5 6 5. 5 4 5 4. 8 2 7 1. 6 8 5 5. 5 5 4 9. 8 9 4 9. 8 0 4 7. 1 1 4 6. 8 8 4 3. 7 0 4 1. 9 6 4 0. 5 3 3 7. 1 5 3 6. 3 3 3 5. 2 4 3 8. 9 8 4 1. 3 9 3 4. 8 6

B 3 1 0. 0 0 3. 8 0 3 3. 7 1 4 6. 7 3 5 2. 8 7 5 1. 7 4 6 2. 0 1 4 9. 5 3 5 3. 2 5 5 0. 3 3 4 6. 4 2 4 6. 5 9 4 8. 0 0 4 2. 2 4 5 6. 1 4 4 6. 4 1 5 5. 8 5 3 8. 6 9 4 0. 3 0 3 2. 6 9 3 0. 8 5 3 5. 3 0 3 8. 0 3 2 4. 0 1

B 3 2 0. 0 0 9. 4 7 4 4. 4 4 5 6. 1 8 4 7. 6 2 5 6. 2 3 5 7. 4 2 5 0. 0 4 4 4. 5 3 6 2. 1 7 3 8. 5 0 4 8. 7 1 4 7. 8 4 4 2. 9 3 3 5. 6 5 3 8. 0 0 4 2. 3 7 3 5. 7 8 3 9. 3 7 3 0. 9 1 3 2. 4 9 3 6. 4 7 2 4. 6 8 2 2. 3 3

B 3 3 0. 0 0 2 0. 2 2 6 2. 7 2 8 2. 1 8 7 9. 0 2 6 9. 1 5 6 9. 8 1 6 1. 8 0 6 1. 7 9 6 2. 3 1 6 4. 5 7 6 6. 3 9 6 6. 6 9 6 0. 3 2 6 1. 3 4 5 3. 1 1 5 4. 5 8 5 4. 4 0 5 2. 4 4 4 2. 4 3 4 5. 7 4 4 3. 6 0 2 8. 5 5 3 0. 8 8

B 3 4 1. 2 8 1 0. 9 9 3 0. 7 4 5 0. 4 2 6 3. 8 3 7 0. 2 4 5 8. 5 6 5 5. 8 7 5 7. 0 1 5 8. 0 8 5 9. 7 8 6 8. 7 8 5 7. 3 0 5 1. 3 5 4 7. 1 9 4 1. 2 6 4 7. 6 7 4 0. 3 9 3 6. 0 0 2 8. 0 7 3 8. 3 3 2 9. 4 3 2 4. 2 4 1 7. 3 4

B 3 5 0. 1 7 0. 0 0 0. 0 0 1 6. 0 4 2 0. 9 2 4 9. 0 1 5 2. 0 7 3 6. 7 0 4 1. 3 0 4 9. 0 7 2 8. 3 3 3 8. 2 5 4 4. 8 9 4 4. 8 5 3 9. 7 2 3 5. 7 0 5 1. 6 7 4 5. 2 9 3 7. 1 7 2 6. 7 6 3 5. 8 5 3 6. 7 3 2 4. 0 2 4 1. 0 1

B 3 6 1. 8 3 1 7. 6 6 6 0. 2 1 6 4. 8 7 7 0. 0 8 6 6. 7 7 4 5. 4 1 5 2. 8 5 6 3. 3 6 4 7. 0 7 5 7. 7 1 6 3. 1 2 5 4. 0 5 5 6. 1 1 5 0. 5 1 5 0. 4 7 4 0. 1 0 4 2. 3 9 4 6. 2 0 4 2. 1 7 3 2. 1 8 2 9. 8 1 3 5. 1 3 3 6. 5 8

B 3 7 0. 0 0 6. 0 8 3. 5 2 2 5. 6 4 4 0. 8 7 5 2. 8 2 6 0. 9 1 6 1. 6 7 6 2. 3 2 6 4. 4 1 5 7. 0 7 6 1. 6 7 5 1. 5 0 5 4. 8 6 5 7. 0 6 6 8. 3 0 5 4. 0 4 5 0. 0 3 4 6. 5 6 4 5. 7 4 4 3. 9 7 4 3. 7 0 3 7. 5 4 3 9. 9 0

B 3 9 0. 0 0 2 1. 1 1 5 8. 9 4 8 2. 4 1 8 6. 1 6 9 1. 7 4 8 6. 6 9 7 3. 8 0 7 3. 9 1 8 4. 8 9 8 4. 4 8 7 0. 6 6 9 4. 0 9 8 5. 5 9 7 7. 0 5 6 0. 6 0 5 2. 9 8 5 8. 7 9 6 2. 3 4 5 5. 8 2 4 5. 6 8 4 8. 1 0 3 3. 4 4 3 5. 1 5

B 4 0 0. 0 0 0. 0 0 1 6. 3 1 3 1. 4 3 4 3. 3 0 5 8. 7 6 6 5. 0 2 6 8. 5 2 7 4. 0 9 7 1. 2 2 7 0. 3 9 7 8. 0 8 7 5. 3 5 7 0. 3 9 7 2. 8 3 7 1. 9 5 6 5. 4 0 6 5. 5 8 6 5. 9 2 5 9. 6 3 5 8. 5 6 4 2. 8 0 3 7. 9 6 3 8. 5 8

B 4 1 0. 0 0 1 4. 7 7 3 9. 5 8 6 2. 9 1 5 7. 3 6 7 9. 0 8 4 9. 7 5 5 2. 6 9 5 7. 4 6 3 8. 3 4 5 4. 7 2 6 3. 7 3 4 7. 7 9 4 1. 7 6 3 6. 9 5 5 9. 5 0 4 0. 4 2 3 4. 9 8 6 3. 0 9 2 6. 0 6 4 0. 0 4 3 2. 2 8 2 5. 6 1 1 7. 7 0

B 4 2 0. 0 0 5. 1 3 2 0. 6 3 2 9. 2 6 2 0. 6 8 3 1. 7 3 3 3. 9 8 3 0. 7 0 3 3. 1 3 3 2. 3 2 3 1. 3 8 3 3. 2 6 2 6. 9 3 2 9. 6 2 2 9. 9 9 2 7. 7 0 2 7. 9 0 2 7. 1 4 3 1. 6 9 2 3. 3 9 2 0. 8 3 2 7. 0 9 2 4. 7 6 2 7. 5 3

B 4 3 0. 9 8 5. 7 7 4 1. 8 7 5 0. 8 9 5 0. 1 0 5 6. 8 1 4 6. 0 8 5 0. 0 9 4 7. 6 9 5 4. 8 0 5 0. 8 0 4 8. 4 0 4 1. 9 5 4 0. 3 1 4 6. 3 2 4 0. 5 3 3 7. 3 2 3 2. 3 1 3 6. 3 5 3 3. 9 3 2 9. 3 4 2 2. 8 9 2 1. 1 3 3 0. 4 2

B 4 4 0. 0 0 5. 7 7 3 7. 8 5 4 7. 5 9 4 1. 3 9 3 7. 7 5 4 1. 2 9 3 7. 3 4 3 8. 7 6 3 9. 5 1 3 6. 0 7 4 1. 8 7 4 3. 0 3 3 9. 2 5 3 6. 8 3 3 0. 1 0 3 9. 5 1 3 3. 4 9 3 4. 8 3 2 7. 9 6 2 8. 4 5 2 8. 6 8 1 6. 0 7 2 7. 5 4

0. 6 0 6. 4 7 2 8. 6 6 4 3. 0 9 4 8. 4 0 5 3. 3 3 5 4. 6 2 5 3. 1 7 5 3. 5 5 5 4. 5 1 5 2. 4 3 5 7. 0 9 5 4. 4 7 5 2. 6 8 5 1. 6 9 4 9. 0 1 4 7. 5 9 4 4. 7 7 4 5. 1 8 3 8. 2 6 3 7. 4 7 3 5. 6 8 3 2. 1 0 2 7. 7 1

1. 2 6 6. 4 4 1 6. 3 9 1 8. 7 7 1 7. 5 4 1 7. 0 9 1 8. 0 5 1 7. 4 2 1 6. 7 3 1 7. 2 0 1 5. 7 1 1 3. 9 7 1 4. 1 0 1 4. 1 2 1 4. 9 3 1 2. 9 7 1 4. 2 7 1 2. 3 4 1 3. 4 5 1 1. 3 1 1 0. 9 3 7. 9 2 1 0. 2 4 8. 0 6

2 1 1. 2 9 9 9. 6 2 5 7. 1 8 4 3. 5 7 3 6. 2 3 3 2. 0 5 3 3. 0 5 3 2. 7 6 3 1. 2 4 3 1. 5 6 2 9. 9 7 2 4. 4 8 2 5. 8 9 2 6. 8 1 2 8. 8 8 2 6. 4 7 2 9. 9 9 2 7. 5 7 2 9. 7 7 2 9. 5 6 2 9. 1 8 2 2. 1 8 3 1. 8 9 2 9. 0 9% C V

F o r m V ol u nt e er
Ti m e
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D H E
I A L O R F U L L R E P R O D U C TI O N I S P R O HI BI T E D WI T H O U T P RI O R A U T H O RI Z A TI O N 

T a bl e A 3. 3. D e s cri pti v e st ati sti c s of t h e v al u e s of t h e l e v ot h yr o xi n e c o n c e ntr ati o n i n a 
bi ol o gi c al fl ui d , i n cl u di n g pr e d o s e gr e at er t h a n 5 % ( N = 43 ).

Arit h m eti c 

M e a n
M e di a n 

Mi ni m u m 

v al u e

M a xi m u m 

v al u e

St a n d ar d 

D e vi ati o n
C V %

Arit h m eti c 

M e a n
M e di a n 

Mi ni m u m 

v al u e

M a xi m u m 

v al u e

St a n d ar d 

D e vi ati o n
C V %

0. 0 0 0. 7 6 0. 0 0 0. 0 0 9. 7 2 1. 7 5 2 3 1. 1 7 0. 6 0 0. 0 0 0. 0 0 6. 4 9 1. 2 6 2 1 1. 2 9

0. 5 0 3. 8 1 3. 3 3 0. 0 0 1 2. 6 8 3. 0 8 8 0. 7 1 6. 4 7 4. 5 6 0. 0 0 2 2. 4 9 6. 4 4 9 9. 6 2

1. 0 0 2 4. 2 0 2 2. 6 8 0. 0 0 8 1. 9 5 1 6. 0 8 6 6. 4 6 2 8. 6 6 2 9. 6 4 0. 0 0 6 2. 7 2 1 6. 3 9 5 7. 1 8

1. 5 0 3 9. 6 6 3 9. 3 7 0. 0 0 9 0. 2 7 1 7. 3 6 4 3. 7 8 4 3. 0 9 4 6. 1 0 0. 0 0 8 2. 4 1 1 8. 7 7 4 3. 5 7

2. 0 0 4 6. 3 4 4 9. 0 0 1 2. 8 7 8 5. 9 8 1 6. 0 0 3 4. 5 2 4 8. 4 0 5 0. 1 0 9. 2 1 8 6. 1 6 1 7. 5 4 3 6. 2 3

2. 5 0 5 2. 3 9 5 3. 8 8 1 8. 8 7 1 0 0. 3 8 1 6. 3 3 3 1. 1 7 5 3. 3 3 5 2. 8 2 1 1. 8 9 9 1. 7 4 1 7. 0 9 3 2. 0 5

3. 0 0 5 4. 7 2 5 4. 9 0 2 2. 8 5 1 2 1. 1 6 1 8. 6 3 3 4. 0 4 5 4. 6 2 5 4. 5 8 1 5. 1 3 1 0 5. 7 5 1 8. 0 5 3 3. 0 5

3. 2 5 5 6. 2 8 5 7. 4 4 2 4. 0 2 8 2. 1 4 1 3. 4 6 2 3. 9 1 5 3. 1 7 5 2. 6 9 1 0. 9 3 9 7. 2 5 1 7. 4 2 3 2. 7 6

3. 5 0 5 6. 3 6 5 4. 7 0 3 4. 9 4 8 3. 0 3 1 3. 5 2 2 3. 9 9 5 3. 5 5 5 5. 1 7 1 2. 3 5 9 7. 4 5 1 6. 7 3 3 1. 2 4

3. 7 5 5 6. 0 7 5 6. 7 5 3 2. 3 4 8 5. 1 8 1 2. 8 2 2 2. 8 7 5 4. 5 1 5 3. 5 0 1 8. 5 5 9 8. 5 9 1 7. 2 0 3 1. 5 6

4. 0 0 5 5. 1 0 5 3. 0 8 3 0. 0 5 9 6. 3 9 1 4. 4 9 2 6. 3 0 5 2. 4 3 5 1. 1 4 2 3. 3 6 1 0 1. 7 4 1 5. 7 1 2 9. 9 7

4. 2 5 5 9. 7 9 5 9. 1 2 3 2. 8 9 9 8. 3 3 1 4. 1 4 2 3. 6 5 5 7. 0 9 5 3. 9 9 3 3. 2 6 1 0 4. 5 7 1 3. 9 7 2 4. 4 8

4. 5 0 5 5. 9 8 5 2. 4 3 3 5. 6 8 8 9. 2 8 1 3. 9 2 2 4. 8 6 5 4. 4 7 4 9. 8 0 2 6. 9 3 9 4. 0 9 1 4. 1 0 2 5. 8 9

4. 7 5 5 2. 9 5 5 2. 7 0 2 7. 9 2 9 0. 4 2 1 5. 0 8 2 8. 4 8 5 2. 6 8 5 1. 3 5 2 9. 6 2 9 6. 2 2 1 4. 1 2 2 6. 8 1

5. 0 0 5 2. 2 9 5 0. 3 3 2 6. 9 4 8 6. 8 1 1 4. 8 9 2 8. 4 7 5 1. 6 9 4 7. 6 8 2 9. 9 9 9 7. 7 1 1 4. 9 3 2 8. 8 8

5. 5 0 5 1. 2 7 5 0. 2 1 2 3. 0 2 8 5. 7 0 1 3. 8 3 2 6. 9 8 4 9. 0 1 4 7. 4 8 2 4. 5 9 9 5. 0 0 1 2. 9 7 2 6. 4 7

6. 0 0 4 8. 7 3 4 4. 6 1 3 0. 4 5 8 6. 3 5 1 2. 9 8 2 6. 6 4 4 7. 5 9 4 6. 7 8 1 2. 6 5 9 6. 7 2 1 4. 2 7 2 9. 9 9

6. 5 0 4 6. 6 5 4 4. 6 2 2 7. 9 6 7 9. 8 6 1 2. 4 4 2 6. 6 6 4 4. 7 7 4 2. 3 9 2 0. 7 7 8 0. 8 1 1 2. 3 4 2 7. 5 7

8. 0 0 4 7. 4 6 4 8. 1 0 2 4. 9 6 7 9. 9 5 1 1. 9 0 2 5. 0 6 4 5. 1 8 4 1. 9 2 6. 4 4 7 6. 8 2 1 3. 4 5 2 9. 7 7

1 0. 0 0 4 0. 6 6 3 9. 3 5 1 7. 7 5 7 0. 5 2 1 1. 0 7 2 7. 2 4 3 8. 2 6 3 7. 8 7 1 2. 7 8 6 3. 2 4 1 1. 3 1 2 9. 5 6

1 2. 0 0 3 7. 8 7 3 5. 9 0 1 8. 8 3 6 6. 2 0 1 1. 5 7 3 0. 5 6 3 7. 4 7 3 7. 5 5 1 3. 7 2 7 4. 3 6 1 0. 9 3 2 9. 1 8

2 4. 0 0 3 6. 3 9 3 6. 8 0 1 5. 5 2 5 7. 9 9 9. 3 4 2 5. 6 8 3 5. 6 8 3 5. 3 0 1 9. 7 7 5 2. 4 0 7. 9 2 2 2. 1 8

3 6. 0 0 3 2. 5 9 3 0. 8 6 1 0. 9 7 5 8. 1 8 1 0. 7 0 3 2. 8 3 3 2. 1 0 3 2. 8 8 0. 0 0 5 6. 2 5 1 0. 2 4 3 1. 8 9

4 8. 0 0 2 9. 6 2 2 9. 4 9 1 4. 5 6 5 5. 6 1 8. 7 0 2 9. 3 9 2 7. 7 1 2 6. 7 8 6. 8 2 4 1. 1 2 8. 0 6 2 9. 0 9

Ti m e

E utir o x ® A p pr o v e d f or m ul ati o n ( A) E utir o x ® t est f or m ul ati o n ( B)

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI



A E -P N O -0 0 8 -F 0 1

A N A L Y TI C A L U NI T
I s s u e 1 0 -M ar -2 0 2 0

V er si o n 1. 0
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6 6 of 6 8
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T a bl e A 3. 4. I n di vi d u al d at a a n d d e s cri pti v e st ati sti c s f or t h e l e v ot h yr o xi n e p h ar m a c o ki n eti c 
p ar a m et er s ( C m a x i n n g/ m L, A U C0-t i n n g* h/ m L, a n d A U C0- ∞ i n n g* h/ m L). In cl u di n g pr e d o s e 

gr e at er t h a n 5 %

N A: N ot a p pli c a bl e

A B A B A B A B

1 2 1 B A 9 8. 3 3 8 4. 9 7 0. 8 6 - 0. 15 2 6 8 9. 2 1 1 9 6 2. 3 3 0. 7 3 - 0. 3 2 7 6 2 9. 8 3 3 1 8 5. 8 7 0. 4 2 - 0. 8 7

2 2 1 B A 5 9. 0 8 5 9. 2 6 1. 0 0 0. 0 0 1 8 3 7. 6 8 1 3 7 0. 2 1 0. 7 5 - 0. 2 9 1 1 3 9 9. 2 5 2 3 5 4. 7 1 0. 2 1 - 1. 5 8

3 2 1 B A 6 1. 0 0 5 6. 4 1 0. 9 2 - 0. 08 1 2 2 5. 7 3 1 0 9 5. 2 2 0. 8 9 - 0. 1 1 3 7 7 7. 5 4 3 7 9 7. 1 9 1. 0 1 0. 0 1

4 1 2 A B 6 7. 1 2 6 3. 9 5 0. 9 5 - 0. 05 1 5 9 1. 5 3 1 5 6 6. 0 1 0. 9 8 - 0. 0 2 3 3 7 8. 3 0 2 8 0 5. 9 9 0. 8 3 - 0. 1 9

5 1 2 A B 5 3. 0 6 5 9. 0 2 1. 1 1 0. 1 1 1 2 8 0. 4 7 1 3 2 7. 9 8 1. 0 4 0. 0 4 2 7 8 3. 2 9 5 0 1 9. 2 6 1. 8 0 0. 5 9

6 2 1 B A 6 4. 4 9 4 8. 6 4 0. 7 5 - 0. 28 1 8 0 8. 0 1 1 1 5 8. 5 8 0. 6 4 - 0. 4 5 4 7 1 1. 8 2 3 0 4 8. 4 0 0. 6 5 - 0. 4 4

7 1 2 A B 6 4. 4 7 6 9. 4 3 1. 0 8 0. 0 7 1 6 1 2. 8 6 1 9 2 2. 9 3 1. 1 9 0. 1 8 4 0 4 9. 4 2 7 7 8 8. 4 1 1. 9 2 0. 6 5

8 1 2 A B 6 4. 7 2 6 6. 1 8 1. 0 2 0. 0 2 1 6 3 6. 8 9 1 8 6 8. 7 6 1. 1 4 0. 1 3 2 8 6 8. 4 5 4 4 7 1. 1 2 1. 5 6 0. 4 4

9 1 2 A B 8 4. 7 1 1 0 4. 5 7 1. 2 3 0. 2 1 2 0 4 5. 7 6 2 6 0 7. 8 6 1. 2 7 0. 2 4 4 7 0 3. 0 1 4 3 1 4. 7 9 0. 9 2 - 0. 0 9

1 0 1 2 A B 8 1. 7 7 9 7. 2 5 1. 1 9 0. 1 7 1 9 9 6. 5 3 2 6 4 6. 9 1 1. 3 3 0. 2 8 3 7 0 3. 4 3 6 7 1 8. 9 2 1. 8 1 0. 6 0

1 1 1 2 A B 6 8. 8 6 7 2. 2 7 1. 0 5 0. 0 5 1 8 1 9. 0 9 2 2 7 5. 3 8 1. 2 5 0. 2 2 3 5 5 0. 7 0 4 9 5 9. 6 4 1. 4 0 0. 3 3

1 2 2 1 B A 6 9. 8 2 6 9. 1 5 0. 9 9 - 0. 01 1 8 9 1. 6 3 1 9 7 4. 4 8 1. 0 4 0. 0 4 4 5 3 2. 5 7 3 1 1 7. 9 5 0. 6 9 - 0. 3 7

1 3 1 2 A B 6 2. 0 6 5 1. 7 0 0. 8 3 - 0. 18 2 0 0 1. 9 2 1 5 3 4. 4 2 0. 7 7 - 0. 2 7 6 0 8 6. 3 8 7 3 5 1. 7 1 1. 2 1 0. 1 9

1 4 2 1 B A 6 9. 8 4 6 8. 1 2 0. 9 8 - 0. 03 2 0 0 4. 1 4 2 2 8 4. 8 9 1. 1 4 0. 1 3 4 6 6 4. 2 8 5 3 9 5. 5 3 1. 1 6 0. 1 5

1 5 2 1 B A 5 1. 9 5 5 4. 4 8 1. 0 5 0. 0 5 1 2 0 0. 2 4 1 6 9 9. 4 7 1. 4 2 0. 3 5 2 7 3 2. 8 1 7 1 4 5. 5 4 2. 6 1 0. 9 6

1 6 2 1 B A 6 7. 0 7 5 5. 0 3 0. 8 2 - 0. 20 1 5 1 0. 8 0 1 5 8 4. 6 1 1. 0 5 0. 0 5 2 9 9 5. 8 0 2 2 6 5. 7 0 0. 7 6 - 0. 2 8

1 7 1 2 A B 6 6. 1 4 6 8. 3 3 1. 0 3 0. 0 3 1 5 6 8. 8 8 1 6 2 6. 3 6 1. 0 4 0. 0 4 1 9 5 8. 8 2 2 0 4 1. 2 1 1. 0 4 0. 0 4

1 8 2 1 B A 6 7. 7 1 6 8. 1 1 1. 0 1 0. 0 1 1 8 4 3. 9 9 1 9 3 4. 8 1 1. 0 5 0. 0 5 4 2 3 2. 4 2 5 8 4 7. 6 7 1. 3 8 0. 3 2

1 9 1 2 A B 7 3. 1 1 5 6. 0 2 0. 7 7 - 0. 27 2 0 0 3. 6 1 1 5 0 0. 6 9 0. 7 5 - 0. 2 9 4 1 0 7. 7 3 3 3 8 1. 1 3 0. 8 2 - 0. 1 9

2 0 2 1 B A 7 4. 6 1 6 0. 4 4 0. 8 1 - 0. 21 2 3 3 5. 6 5 1 5 0 6. 8 4 0. 6 5 - 0. 4 4 5 6 5 1. 0 5 3 6 0 2. 0 9 0. 6 4 - 0. 4 5

2 1 2 1 B A 6 8. 9 4 6 7. 0 3 0. 9 7 - 0. 03 1 8 7 8. 6 0 2 0 1 6. 1 7 1. 0 7 0. 0 7 5 5 3 2. 1 9 3 5 5 8. 3 7 0. 6 4 - 0. 4 4

2 2 1 2 A B 5 0. 8 1 4 3. 6 5 0. 8 6 - 0. 15 1 0 9 4. 5 2 1 3 5 0. 7 7 1. 2 3 0. 2 1 2 1 1 5. 1 9 4 6 0 2. 7 1 2. 1 8 0. 7 8

2 3 2 1 B A 5 0. 1 6 7 3. 2 4 1. 4 6 0. 3 8 1 2 8 8. 8 9 1 8 5 6. 7 3 1. 4 4 0. 3 7 2 3 8 9. 9 6 6 2 1 2. 3 2 2. 6 0 0. 9 6

2 4 1 2 A B 7 5. 6 2 6 0. 5 4 0. 8 0 - 0. 22 1 5 8 6. 0 3 1 3 2 7. 5 5 0. 8 4 - 0. 1 8 2 4 5 2. 7 2 3 7 4 7. 0 7 1. 5 3 0. 4 2

2 5 1 2 A B 5 9. 6 8 6 2. 6 9 1. 0 5 0. 0 5 1 3 7 1. 4 6 1 8 7 2. 8 1 1. 3 7 0. 3 1 3 6 0 1. 7 5 3 0 0 2. 7 8 0. 8 3 - 0. 1 8

2 6 1 2 A B 5 1. 6 5 5 4. 5 8 1. 0 6 0. 0 6 1 6 4 1. 6 2 1 7 5 9. 8 5 1. 0 7 0. 0 7 3 3 4 2. 3 9 3 8 1 1. 3 9 1. 1 4 0. 1 3

2 7 2 1 B A 4 8. 0 6 5 2. 3 4 1. 0 9 0. 0 9 1 3 9 7. 9 2 1 3 4 2. 5 0 0. 9 6 - 0. 0 4 3 1 1 6. 0 6 1 8 4 0. 8 1 0. 5 9 - 0. 5 3

2 8 2 1 B A 1 2 1. 1 6 1 0 5. 7 5 0. 8 7 - 0. 14 2 3 6 5. 8 4 1 7 7 7. 0 7 0. 7 5 - 0. 2 9 6 9 6 9. 9 4 2 8 2 9. 9 0 0. 4 1 - 0. 9 0

2 9 2 1 B A 6 5. 3 5 6 0. 1 7 0. 9 2 - 0. 08 1 6 1 4. 5 6 1 1 0 0. 3 4 0. 6 8 - 0. 3 8 2 3 4 5. 5 4 1 2 6 1. 2 2 0. 5 4 - 0. 6 2

3 0 1 2 A B 6 8. 8 8 7 1. 6 8 1. 0 4 0. 0 4 2 0 5 2. 9 1 1 8 5 6. 3 4 0. 9 0 - 0. 1 0 7 7 1 2. 3 8 7 9 9 8. 7 3 1. 0 4 0. 0 4

3 1 1 2 A B 4 9. 5 4 6 2. 0 1 1. 2 5 0. 2 2 9 8 4. 4 1 1 6 8 1. 3 0 1. 7 1 0. 5 4 1 6 8 2. 6 8 3 4 6 4. 6 8 2. 0 6 0. 7 2

3 2 1 2 A B 6 1. 0 4 6 2. 1 7 1. 0 2 0. 0 2 1 5 0 8. 7 2 1 5 2 1. 8 9 1. 0 1 0. 0 1 6 1 6 8. 8 9 2 6 1 3. 2 2 0. 4 2 - 0. 8 6

3 3 1 2 A B 8 6. 9 3 8 2. 1 8 0. 9 5 - 0. 06 2 7 7 7. 7 6 1 9 7 0. 6 0 0. 7 1 - 0. 3 4 9 4 0 4. 1 4 4 0 9 4. 9 4 0. 4 4 - 0. 8 3

3 4 1 2 A B 6 0. 9 2 7 0. 2 4 1. 1 5 0. 1 4 1 4 2 3. 8 6 1 4 6 8. 9 7 1. 0 3 0. 0 3 3 3 5 7. 0 6 2 2 7 8. 0 5 0. 6 8 - 0. 3 9

3 5 1 2 A B 5 9. 4 6 5 2. 0 7 0. 8 8 - 0. 13 1 8 2 9. 5 2 1 5 8 1. 3 4 0. 8 6 - 0. 1 5 5 2 6 5. 8 6 8 9 8 2. 5 8 1. 7 1 0. 5 3

3 6 2 1 B A 7 4. 8 2 7 0. 0 8 0. 9 4 - 0. 07 1 4 6 8. 9 3 1 7 5 0. 4 3 1. 1 9 0. 1 8 2 9 9 6. 0 7 4 8 7 2. 3 2 1. 6 3 0. 4 9

3 7 2 1 B A 6 0. 3 0 6 8. 3 0 1. 1 3 0. 1 2 1 8 0 1. 4 6 2 0 1 7. 0 1 1. 1 2 0. 1 1 4 8 6 2. 3 7 9 6 4 2. 4 5 1. 9 8 0. 6 8

3 9 2 1 B A 1 0 0. 3 8 9 4. 0 9 0. 9 4 - 0. 06 2 7 4 8. 6 5 2 2 1 2. 7 7 0. 8 1 - 0. 2 2 6 1 4 7. 3 3 4 8 0 1. 4 3 0. 7 8 - 0. 2 5

4 0 2 1 B A 9 0. 5 5 7 8. 0 8 0. 8 6 - 0. 15 2 5 6 0. 2 2 2 2 2 7. 6 2 0. 8 7 - 0. 1 4 4 3 0 7. 5 0 4 6 1 8. 2 0 1. 0 7 0. 0 7

4 1 2 1 B A 7 2. 7 8 7 9. 0 8 1. 0 9 0. 0 8 1 7 9 5. 0 4 1 5 6 4. 4 8 0. 8 7 - 0. 1 4 4 5 2 8. 2 2 2 3 5 7. 1 5 0. 5 2 - 0. 6 5

4 2 1 2 A B 4 4. 5 1 3 3. 9 8 0. 7 6 - 0. 27 1 2 5 0. 4 7 1 2 2 3. 3 4 0. 9 8 - 0. 0 2 4 8 2 1. 7 3 8 5 4 1. 5 4 1. 7 7 0. 5 7

4 3 2 1 B A 5 1. 1 3 5 6. 8 1 1. 1 1 0. 1 1 1 5 2 9. 0 5 1 3 3 7. 8 5 0. 8 7 - 0. 1 3 3 2 9 7. 6 2 3 2 4 6. 4 5 0. 9 8 - 0. 0 2

4 4 1 2 A B 5 1. 8 7 4 7. 5 9 0. 9 2 - 0. 09 1 4 2 6. 3 2 1 2 9 3. 8 0 0. 9 1 - 0. 1 0 8 1 4 0. 5 4 3 2 7 6. 8 4 0. 4 0 - 0. 9 1

4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0 4 3. 0 0

6 5. 7 8 6 4. 4 7 0. 9 8 N A 1 7 0 0. 8 4 1 6 7 0. 9 5 0. 9 8 N A 4 1 1 7. 3 7 3 9 8 9. 6 1 0. 9 7 N A

6 7. 3 1 6 6. 0 9 0. 9 9 - 0. 02 1 7 5 1. 2 0 1 7 1 0. 7 0 1. 0 1 - 0. 0 2 4 5 1 3. 3 7 4 4 2 4. 8 4 1. 1 3 - 0. 0 3

1 5. 4 5 1 5. 1 3 0. 1 5 0. 1 4 4 3 5. 4 1 3 7 8. 2 5 0. 2 4 0. 2 3 2 0 6 8. 3 2 2 0 7 4. 6 6 0. 6 2 0. 5 9

2 2. 9 5 2 2. 9 0 1 4. 7 2 - 71 9. 4 9 2 4. 8 6 2 2. 1 1 2 3. 5 4 - 13 0 6. 4 4 4 5. 8 3 4 6. 8 9 5 4. 8 1 - 18 6 9. 1 6

4 4. 5 1 3 3. 9 8 0. 7 5 - 0. 28 9 8 4. 4 1 1 0 9 5. 2 2 0. 6 4 - 0. 4 5 1 6 8 2. 6 8 1 2 6 1. 2 2 0. 2 1 - 1. 5 8

6 5. 3 5 6 3. 9 5 0. 9 9 - 0. 01 1 6 4 1. 6 2 1 6 8 1. 3 0 1. 0 1 0. 0 1 4 1 0 7. 7 3 3 7 9 7. 1 9 1. 0 1 0. 0 1

1 2 1. 1 6 1 0 5. 7 5 1. 4 6 0. 3 8 2 7 7 7. 7 6 2 6 4 6. 9 1 1. 7 1 0. 5 4 1 1 3 9 9. 2 5 9 6 4 2. 4 5 2. 6 1 0. 9 6

L n ( B/ A)
V o l u nt e er

P eri o d

S e q u e n c e

C m a x A U C 0- t A U C 0- 

F o r m F o r m
B / A L n(B / A )

F o r m
B / A L n ( B/ A)

F or m
B / A

M e di a n

M a xi m u m V al u e

N

G e o m etri c M e a n

Arit h m eti c M e a n

St a n d a r d D e vi ati on

% C V

Mi ni m u m V a l u e

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e A 3 . 5. L e v ot h yr o xi n e P h ar m a c o ki n eti c P ar a m et er s R e s ult s, i n cl u di n g pr e d o s e gr e at er 
t h a n 5 %.

T a bl e A 3. 6. A N O V A t a bl e f or t h e a n al y si s of t h e l e v ot h yr o xi n e l o g arit h mi c all y -tr a n sf or m e d 
p h ar m a c o ki n eti c p ar a m et er s ( L n) , i n cl u di n g pr e d o s e gr e at er t h a n 5 %.

N
Ari t h m eti c 

M e a n

St a n d a r d 

D e vi a ti on
% C V  N

Arit h m e ti c 

M e a n

St a n d a r d 

D e v i ati on
% C V

E xtr a p ol at e d  AU C ( %) 4 3. 0 0 5 6. 7 1 1 2. 8 0 2 2. 5 6 4 3. 0 0 5 4. 5 1 1 7. 6 3 3 2. 3 5

A U C 0-   (n g * h/ m L ) 4 3. 0 0 4 5 1 3. 3 7 2 0 6 8. 3 2 4 5. 8 3 4 3. 0 0 4 4 2 4. 8 4 2 0 7 4. 6 6 4 6. 8 9

A U C 0- t (n g * h/ m L ) 4 3. 0 0 1 7 5 1. 2 0 4 3 5. 4 2 2 4. 8 6 4 3. 0 0 1 7 1 0. 7 0 3 7 8. 2 5 2 2. 1 1

Cl / F ( mL / h) 4 3. 0 0 1 5 8. 9 7 6 7. 1 9 4 2. 2 6 4 3. 0 0 1 6 6. 9 9 8 0. 9 9 4 8. 5 0

C m á x ( n g/m L ) 4 3. 0 0 6 7. 3 1 1 5. 4 5 2 2. 9 5 4 3. 0 0 6 6. 0 9 1 5. 1 3 2 2. 9 0

t 1/ 2 (h) 4 3. 0 0 6 1. 5 7 3 2. 1 3 5 2. 1 8 4 3. 0 0 6 2. 3 2 3 6. 0 7 5 7. 8 8

K e l ( 1/ h) 4 3. 0 0 0. 0 1 0. 0 1 4 6. 0 6 4 3. 0 0 0. 0 1 0. 0 1 5 4. 7 4

T M R ( h) 4 3. 0 0 9 2. 3 3 4 5. 5 6 4 9. 3 5 4 3. 0 0 9 3. 1 9 5 3. 1 4 5 7. 0 2

T l a g ( h) 4 3. 0 0 0. 0 9 0. 2 0 2 1 1. 6 4 4 3. 0 0 0. 0 2 0. 1 1 4 5 8. 1 3

T m á x ( h) 4 3. 0 0 3. 5 2 1. 2 0 3 3. 9 7 4 3. 0 0 3. 5 0 1. 1 4 3 2. 5 8

V d/ F ( m L ) 4 3. 0 0 1 2 0 1 3. 6 0 3 1 4 4. 9 9 2 6. 1 8 4 3. 0 0 1 1 9 5 0. 4 7 2 6 9 7. 9 1 2 2. 5 8

V a ri abl e

F o r m

E u tir ox ®  ap pr o v e d f or m ul ati on ( A) E u tir ox ®  t est for m ul a ti on ( B)

A s s e s s e d 

V ari a b l e
S o ur c e  of V ari ati on

D e gr e e s of 

Fr e e d o m
S q u a r e S u m S q u a r e d M e a ns F V al u e P V al u e Crit eri o n  (P > 0. 0 5)

L n( C m a x ) S e q u e n c e 1 0. 1 3 0. 1 3 1. 5 8 0. 2 2 P a s s

L n( C m a x ) S e q u e n c e * V ol u nt e er 4 1 3. 4 6 8. 4 3 x 1 0 - 2 N ot  ap pl i c a bl e

L n( C m a x ) F o r m 1 8. 6 1 x 1 0 - 3 8. 6 1 x 1 0 - 3 0. 8 2 0. 3 7 P a s s

L n( C m a x ) P e ri od 1 2. 2 8 x 1 0 - 3 2. 2 8 x 1 0 - 3 0. 2 2 0. 6 4 P a s s

L n( C m a x ) E r r or 4 1 0. 4 3 1. 0 5 x 1 0 - 2 N ot  ap pl i c a bl e

L n( A U C 0-t ) S e q u e n c e 1 4. 7 9 x 1 0 - 2 4. 7 9 x 1 0 - 2 0. 5 9 0. 4 5 P a s s

L n( A U C 0-t ) S e q u e n c e * V ol u nt e er 4 1 3. 3 4 0. 0 8 N ot  ap pl i c a bl e

L n( A U C 0-t ) F o r m 1 6. 7 6 x 1 0 - 3 6. 7 6 x 1 0 - 3 0. 2 6 0. 6 1 P a s s

L n( A U C 0-t ) P e ri od 1 7. 0 1 x 1 0 - 2 7. 0 1 x 1 0 - 2 2. 7 2 0. 1 1 P a s s

L n( A U C 0-t ) E r r or 4 1 1. 0 6 2. 5 8 x 1 0 - 2 N ot  ap pl i c a bl e

L n( A U C 0-  ) S e q u e n c e 1 3. 3 8 x 1 0 - 2 3. 3 8 x 1 0 - 2 0. 1 5 0. 7 0 P a s s

L n( A U C 0-  ) S e q u e n c e * V ol u nt e er 4 1 9. 4 1 0. 2 3 N ot  ap pl i c a bl e

L n( A U C 0-  ) F o r m 1 2. 1 4 x 1 0 - 2 2. 1 4 x 1 0 - 2 0. 1 3 0. 7 2 P a s s

L n( A U C 0-  ) P e ri od 1 0. 4 5 0. 4 5 2. 6 8 0. 1 1 P a s s

L n( A U C 0-  ) E r r or 4 1 6. 8 4 0. 1 7 N ot  ap pl i c a bl e

D o c u m e nt N o.

O bj e ct N o.

P P D

P P D
C CI

C CI
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T a bl e A 3. 7 s h o w s t h e r e s ult s of t h e bi o e q ui v al e n c e st ati sti c s f or t h e l e v ot h yr o xi n e 
l o g arit h mi c all y-tr a n sf or m e d p h ar m a c o ki n eti c d at a, i n cl u di n g pr e d o s e gr e at er t h a n 5 %.

T a bl e A 3. 7 St ati sti c s of t h e L e v ot h yr o xi n e Bi o e q ui v al e n c e D et er mi n ati o n.

P ar a m et er
9 0 % C o nfi d e n c e 

I nt er v al

S c h uir m a n n' s 
d o u bl e d -si d e t P o w er 

( %)
A c c e pt a n c e 

Crit eri o n

M e et s 
t h e 

Crit eri o n
P < 8 0 % P 

> 1 2 5 %

L n C m a x 9 4. 4 0 1 0 1. 7 2 0. 0 0 0. 0 0 1 0 0. 0 0 ( 8 0-1 2 5) Y E S
L n A U C 0-t 9 2. 5 5 1 0 4. 0 0 0. 0 0 0. 0 0 9 9. 9 9 ( 8 0-1 2 5) Y E S

1 1. R ef er e n c e s

- C h o w S. C. y Li u J. P. ( 2 0 0 9). D e si g n a n d A n al y si s of Bi o a v ail a bilit y a n d 
Bi o e q ui v al e n c e St u di e s T hir d e diti o n. U S A: C R C Pr e s s.

- M e xi c a n Offi ci al St a n d ar d N O M- 1 7 7 -S S A 1 -2 0 1 3. W h i c h e st a bli s h e s t h e t e st s a n d 
pr o c e d ur e s t o pr o v e t h at a dr u g i s i nt er c h a n g e a bl e. T h e r e q uir e m e nt s f or t hir d p arti e s 
p erf or mi n g i nt er c h a n g e a bilit y t e st s s h o ul d f ulfill. T h e r e q uir e m e nt s f or c o n d u cti n g 
bi o c o m p ar a bilit y st u di e s. R e q uir e m e nt s t h at t hir d p arti e s, i n v e sti g ati o n al sit e s, or 
h o s pit al i n stit uti o n s p erf or mi n g i nt er c h a n g e a bilit y t e st s m u st a d h er e t o.

1 2. Hi st or y  of C h a n g e s

D A T E O F C H A N G E C H A N G E D E S C RI P TI O N L E V E L

N e w D o c u m e nt 1. 0

D o c u m e nt N o.

O bj e ct N o.
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