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1    

Summary statistics  for quantitative data will be recorded as n, mean, standard 
deviation, minimum, median and maximum, 25th & 75th percentile (as specified in 
shell).  For categorical data, a frequency table (showing n and %) will replace this 
summary. 

Data manipulations will be detailed as appropriate in the SAS code.  Derived database 
(DDB) specifications will be created and maintained by Veristat. 

All tables, listings and figures will use recommended ICH numbering. 

Complex manipulations should be detailed in the body of the SAP text or as 
programming notes  on the table shells. 

 

Decimal places will be as follows (where applicable), where x is the precision of the raw 
data: 

 x +2 (standard errors, standard deviations, CV%). 

 x +1 (means, medians, confidence intervals). 

 x (min and max). 

 1 decimal place (percentages).  Percentages will not be displayed where n=0.

Percentages will be based on the number of subjects in the analysis set/population, for 
the relevant treatment group (regardless of time point), unless otherwise stated. 

The missing  category, where used, will not include subjects who have withdrawn at 
earlier visits. Subjects with missing results or assessment not done at visit x will be 
included in the missing category only if they have a visit x or a visit greater than x in the 
visit date listing. 

Page set-up specifications for the SAS output TFLs: 

 Word document landscape 

 Word document margins set to: 

o top = 2.54 cm 

o bottom = 1.5 cm 

o left = 2 cm 

o right = 2 cm 

o gutter = 0 cm 

o header = 1.25 cm 

o footer = 1.25 cm 

 Word document font: Courier New, 8pt 

 SAS output options ls=141 ps=52 

 

All output will be provided as individual and collated .rtf files. 

The sponsor study number and sponsor name will be displayed in the top left hand side 
of the TFLs and page numbers will be displayed in the top right hand side of the TFLs.
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For each listing, only the visits/time points where the data was collected will be listed, 
including unscheduled assessments where applicable. Tables will show results for all 
visits and time points where data was collected, unless specified otherwise within the 
shell (see programming notes). 

Other standards and conventions: 

 General: 

o UK spelling used in all tables, listings and figures. 

o Output spans entire width of page (where possible). 

o Top line spanning output but no line at bottom. 

o Numeric results aligned by decimal place. 

 Listings only: 

o Ordered by age group (5-10,11-15 and 16-<=17), visit and subject 
number (as applicable). 

o All dates will be displayed as DDMONYYYY. Missing days will be 
displayed in the listings as UK , missing months as UNK  and missing 
years as UKUK . Add footnote UK/UNK = Unknown.  where required.

o Data will be presented in date order. 

o Leave all footnote decodes such as L = , H = . even if not actually 
within data listed. 

o Where adding a footnote for decodes such as Route/Frequency, add all 
possible values from CRF rather than just those in the data. 

o Where one row per subject  no break lines. Where more than one row 
per subject  break after subject/visit/time point as applicable. 

 Tables only: 

o Remove percentages when count is zero. 

o All results should be aligned. For example, numbers from summary 
statistics should align with results from frequency counts. 
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p
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p
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c
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c
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i
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p
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p
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i
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c
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p
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c
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2
0
 
m
g
 

X
X
 
(
X
X
.
X
)
 

X
X
 
(
X
X
.
X
)
 

 
3
0
 
m
g
 

X
X
 
(
X
X
.
X
)
 

X
X
 
(
X
X
.
X
)
 

 
4
0
 
m
g
 

X
X
 
(
X
X
.
X
)
 

X
X
 
(
X
X
.
X
)
 

 
6
0
 
m
g
 

X
X
 
(
X
X
.
X
)
 

X
X
 
(
X
X
.
X
)
 

 N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 
n
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
m
e
e
t
i
n
g
 
t
h
e
 
c
r
i
t
e
r
i
o
n
.
 
(
%
)
 
=
 
n
/
N
*
1
0
0
.
 

S
o
u
r
c
e
:
 
L
i
s
t
i
n
g
 
1
6
.
2
.
5
.
1
 

 P
R
O
G
R
A
M
 
N
A
M
E
:
T
_
X
X
X
_
0
1
.
S
A
S
 
 
 
 
 
 
D
A
T
E
 
O
F
 
R
U
N
:
X
X
X
X
X
X
X
X
X
 
 
 
 
T
I
M
E
 
O
F
 
R
U
N
:
 
X
X
:
X
X
:
X
X
 
 
 
D
A
T
E
 
O
F
 
E
X
T
R
A
C
T
I
O
N
:
X
X
X
X
X
X
X
X
X
 

 
N
O
T
E
S
:
 

A
d
d
 
o
r
 
r
e
m
o
v
e
 
d
o
s
e
 
c
a
t
e
g
o
r
i
e
s
 
a
s
 
a
p
p
l
i
c
a
b
l
e
.
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T
a
b
l
e
 
1
4
.
2
.
1
.
1
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

O
v
e
r
a
l
l
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
B
a
s
e
l
i
n
e
 

n
 

X
X
 

 
 

 
M
e
a
n
 

X
X
.
X
 

 
 

 
S
D
 

X
X
.
X
X
 

 
 

 
M
i
n
i
m
u
m
 

X
X
 

 
 

 
M
e
d
i
a
n
 

X
X
.
X
 

 
 

 
M
a
x
i
m
u
m
 

X
X
 

 
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

 
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

 
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 

(
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 

(
N
o
m
i
n
a
l
 
S
t
u
d
y
 
V
i
s
i
t
 
1
0
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 
n
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
w
i
t
h
 
a
 
m
e
a
s
u
r
e
m
e
n
t
.

[
1
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
 
f
o
r
m
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.

[
*
]
 
N
u
l
l
 
h
y
p
o
t
h
e
s
i
s
 
o
f
 
0
%
 
c
h
a
n
g
e
.
 
O
n
e
-
s
a
m
p
l
e
 
t
-
t
e
s
t
o
r
 
W
i
l
c
o
x
o
n
 
S
i
g
n
e
d
-
R
a
n
k
 
t
e
s
t
.
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[
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
*
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
B
a
s
e
l
i
n
e
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
B
O
C
F
)
.
 

[
*
*
*
*
]
 
S
e
n
s
i
t
i
v
i
t
y
 
a
n
a
l
y
s
i
s
:
 
M
i
x
e
d
 
M
o
d
e
l
 
R
e
p
e
a
t
e
d
 
M
e
a
s
u
r
e
s
 
m
o
d
e
l
 
w
i
t
h
 
m
i
s
s
i
n
g
 
a
t
 
r
a
n
d
o
m
 
a
s
s
u
m
p
t
i
o
n
.
 
M
o
d
e
l
 
i
n
c
l
u
d
e
s
 
v
i
s
i
t
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 

f
i
x
e
d
 
e
f
f
e
c
t
.
 
A
n
 
u
n
s
t
r
u
c
t
u
r
e
d
 
c
o
v
a
r
i
a
n
c
e
 
w
i
l
l
 
b
e
 
u
s
e
d
 
i
n
i
t
i
a
l
l
y
.
 
T
h
e
 
A
k
a
i
k
e
 
I
n
f
o
r
m
a
t
i
o
n
 
C
r
i
t
e
r
i
o
n
 
(
A
I
C
)
 
u
s
e
d
 
t
o
 
a
s
s
e
s
s
 
m
o
d
e
l
 
f
i
t
 
f
o
r
 

c
o
v
a
r
i
a
n
c
e
 
s
t
r
u
c
t
u
r
e
s
.
 

P
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 
n
e
g
a
t
i
v
e
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 

a
b
s
o
l
u
t
e
 
c
l
i
n
i
c
a
l
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
(
i
.
e
.
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
o
f
 
-
4
8
.
5
%
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
a
 
4
8
.
5
%
 
d
e
c
r
e
a
s
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
)
.
 

S
o
u
r
c
e
:
 
L
i
s
t
i
n
g
 
1
6
.
2
.
8
.
1
 

 P
R
O
G
R
A
M
 
N
A
M
E
:
T
_
X
X
X
_
0
1
.
S
A
S
 
 
 
 
 
 
D
A
T
E
 
O
F
 
R
U
N
:
X
X
X
X
X
X
X
X
X
 
 
 
 
T
I
M
E
 
O
F
 
R
U
N
:
 
X
X
:
X
X
:
X
X
 
 
 
D
A
T
E
 
O
F
 
E
X
T
R
A
C
T
I
O
N
:
X
X
X
X
X
X
X
X
X
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T
a
b
l
e
 
1
4
.
2
.
1
.
1
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

O
v
e
r
a
l
l
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 
(
L
O
C
F
)
*
*
 

(
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 
(
L
O
C
F
)
*
*
 

(
N
o
m
i
n
a
l
 
S
t
u
d
y
 
V
i
s
i
t
 
1
0
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 
n
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
w
i
t
h
 
a
 
m
e
a
s
u
r
e
m
e
n
t
.
 

[
1
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
 
f
o
r
 
m
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.
 

[
*
]
 
N
u
l
l
 
h
y
p
o
t
h
e
s
i
s
 
o
f
 
0
%
 
c
h
a
n
g
e
.
 
O
n
e
-
s
a
m
p
l
e
 
t
-
t
e
s
t
 
o
r
 
W
i
l
c
o
x
o
n
 
S
i
g
n
e
d
-
R
a
n
k
 
t
e
s
t
.
 

[
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
*
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
B
a
s
e
l
i
n
e
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
B
O
C
F
)
.
 

[
*
*
*
*
]
 
S
e
n
s
i
t
i
v
i
t
y
 
a
n
a
l
y
s
i
s
:
 
M
i
x
e
d
 
M
o
d
e
l
 
R
e
p
e
a
t
e
d
 
M
e
a
s
u
r
e
s
 
m
o
d
e
l
 
w
i
t
h
 
m
i
s
s
i
n
g
 
a
t
 
r
a
n
d
o
m
 
a
s
s
u
m
p
t
i
o
n
.
 
M
o
d
e
l
 
i
n
c
l
u
d
e
s
 
v
i
s
i
t
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 

f
i
x
e
d
 
e
f
f
e
c
t
.
 
A
n
 
u
n
s
t
r
u
c
t
u
r
e
d
 
c
o
v
a
r
i
a
n
c
e
 
w
i
l
l
 
b
e
 
u
s
e
d
 
i
n
i
t
i
a
l
l
y
.
 
T
h
e
 
A
k
a
i
k
e
 
I
n
f
o
r
m
a
t
i
o
n
 
C
r
i
t
e
r
i
o
n
 
(
A
I
C
)
 
u
s
e
d
 
t
o
 
a
s
s
e
s
s
 
m
o
d
e
l
 
f
i
t
 
f
o
r
 

c
o
v
a
r
i
a
n
c
e
 
s
t
r
u
c
t
u
r
e
s
.
 

P
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 
n
e
g
a
t
i
v
e
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 

a
b
s
o
l
u
t
e
 
c
l
i
n
i
c
a
l
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
(
i
.
e
.
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
o
f
 
-
4
8
.
5
%
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
a
 
4
8
.
5
%
 
d
e
c
r
e
a
s
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
)
.
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r
c
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1
6
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2
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8
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.
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X
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T
a
b
l
e
 
1
4
.
2
.
1
.
1
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

O
v
e
r
a
l
l
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 
(
B
O
C
F
)
*
*
*
 

(
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 
(
B
O
C
F
)
*
*
*
 

(
N
o
m
i
n
a
l
 
S
t
u
d
y
 
V
i
s
i
t
 
1
0
)
 

n
 

X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 
n
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
w
i
t
h
 
a
 
m
e
a
s
u
r
e
m
e
n
t
.
 

[
1
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
 
f
o
r
 
m
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.
 

[
*
]
 
N
u
l
l
 
h
y
p
o
t
h
e
s
i
s
 
o
f
 
0
%
 
c
h
a
n
g
e
.
 
O
n
e
-
s
a
m
p
l
e
 
t
-
t
e
s
t
 
o
r
 
W
i
l
c
o
x
o
n
 
S
i
g
n
e
d
-
R
a
n
k
 
t
e
s
t
.
 

[
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
*
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
B
a
s
e
l
i
n
e
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
B
O
C
F
)
.
 

[
*
*
*
*
]
 
S
e
n
s
i
t
i
v
i
t
y
 
a
n
a
l
y
s
i
s
:
 
M
i
x
e
d
 
M
o
d
e
l
 
R
e
p
e
a
t
e
d
 
M
e
a
s
u
r
e
s
 
m
o
d
e
l
 
w
i
t
h
 
m
i
s
s
i
n
g
 
a
t
 
r
a
n
d
o
m
 
a
s
s
u
m
p
t
i
o
n
.
 
M
o
d
e
l
 
i
n
c
l
u
d
e
s
 
v
i
s
i
t
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 

f
i
x
e
d
 
e
f
f
e
c
t
.
 
A
n
 
u
n
s
t
r
u
c
t
u
r
e
d
 
c
o
v
a
r
i
a
n
c
e
 
w
i
l
l
 
b
e
 
u
s
e
d
 
i
n
i
t
i
a
l
l
y
.
 
T
h
e
 
A
k
a
i
k
e
 
I
n
f
o
r
m
a
t
i
o
n
 
C
r
i
t
e
r
i
o
n
 
(
A
I
C
)
 
u
s
e
d
 
t
o
 
a
s
s
e
s
s
 
m
o
d
e
l
 
f
i
t
 
f
o
r
 

c
o
v
a
r
i
a
n
c
e
 
s
t
r
u
c
t
u
r
e
s
.
 

P
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 
n
e
g
a
t
i
v
e
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 

a
b
s
o
l
u
t
e
 
c
l
i
n
i
c
a
l
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
(
i
.
e
.
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
o
f
 
-
4
8
.
5
%
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
a
 
4
8
.
5
%
 
d
e
c
r
e
a
s
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
)
.
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T
a
b
l
e
 
1
4
.
2
.
1
.
1
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

O
v
e
r
a
l
l
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
P
r
i
m
a
r
y
 
A
n
a
l
y
s
i
s
 
 

(
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
)
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
1
]
 

 
 

X
X
.
X
 

(
X
.
X
X
X
X
,
 
X
.
X
X
X
X
)
 

 
P
-
V
a
l
u
e
*
 

 
 

X
.
X
X
X
X
 

 
 

 
 

 
S
e
n
s
i
t
i
v
i
t
y
 
A
n
a
l
y
s
i
s
 
(
W
i
l
c
o
x
o
n
 

s
i
g
n
e
d
 
r
a
n
k
)
(
L
O
C
F
)
 

P
-
V
a
l
u
e
*
 

 
 

X
.
X
X
X
X
 

 
 

 
 

 
S
e
n
s
i
t
i
v
i
t
y
 
A
n
a
l
y
s
i
s
 
(
N
o
m
i
n
a
l
 

S
t
u
d
y
 
V
i
s
i
t
 
1
0
)
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
1
]
 

 
 

X
X
.
X
 

(
X
.
X
X
X
X
,
 
X
.
X
X
X
X
)
 

 
P
-
V
a
l
u
e
*
 

 
 

X
.
X
X
X
X
 

 
 

 
 

 
S
e
n
s
i
t
i
v
i
t
y
 
A
n
a
l
y
s
i
s
 
(
M
M
R
M
)
*
*
*
*
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
1
]
 

 
 

X
X
.
X
 

(
X
.
X
X
X
X
,
 
X
.
X
X
X
X
)
 

 
P
-
V
a
l
u
e
*
 

 
 

X
.
X
X
X
X
 

 
 

 
 

 
S
e
n
s
i
t
i
v
i
t
y
 
A
n
a
l
y
s
i
s
 
(
B
O
C
F
)
*
*
*
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
1
]
 

 
 

X
X
.
X
 

(
X
.
X
X
X
X
,
 
X
.
X
X
X
X
)
 

 
P
-
V
a
l
u
e
*
 

 
 

X
.
X
X
X
X
 

 B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 
n
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
w
i
t
h
 
a
 
m
e
a
s
u
r
e
m
e
n
t
.
 

[
1
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
 
f
o
r
 
m
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.
 

[
*
]
 
N
u
l
l
 
h
y
p
o
t
h
e
s
i
s
 
o
f
 
0
%
 
c
h
a
n
g
e
.
 
O
n
e
-
s
a
m
p
l
e
 
t
-
t
e
s
t
 
o
r
 
W
i
l
c
o
x
o
n
 
S
i
g
n
e
d
-
R
a
n
k
 
t
e
s
t
.
 

[
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
*
*
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
B
a
s
e
l
i
n
e
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
B
O
C
F
)
.
 

[
*
*
*
*
]
 
S
e
n
s
i
t
i
v
i
t
y
 
a
n
a
l
y
s
i
s
:
 
M
i
x
e
d
 
M
o
d
e
l
 
R
e
p
e
a
t
e
d
 
M
e
a
s
u
r
e
s
 
m
o
d
e
l
 
w
i
t
h
 
m
i
s
s
i
n
g
 
a
t
 
r
a
n
d
o
m
 
a
s
s
u
m
p
t
i
o
n
.
 
M
o
d
e
l
 
i
n
c
l
u
d
e
s
 
v
i
s
i
t
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 

f
i
x
e
d
 
e
f
f
e
c
t
.
 
A
n
 
u
n
s
t
r
u
c
t
u
r
e
d
 
c
o
v
a
r
i
a
n
c
e
 
w
i
l
l
 
b
e
 
u
s
e
d
 
i
n
i
t
i
a
l
l
y
.
 
T
h
e
 
A
k
a
i
k
e
 
I
n
f
o
r
m
a
t
i
o
n
 
C
r
i
t
e
r
i
o
n
 
(
A
I
C
)
 
u
s
e
d
 
t
o
 
a
s
s
e
s
s
 
m
o
d
e
l
 
f
i
t
 
f
o
r
 

c
o
v
a
r
i
a
n
c
e
 
s
t
r
u
c
t
u
r
e
s
.
 

P
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 
n
e
g
a
t
i
v
e
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
t
h
e
 
g
r
e
a
t
e
r
 
t
h
e
 

a
b
s
o
l
u
t
e
 
c
l
i
n
i
c
a
l
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
(
i
.
e
.
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
o
f
 
-
4
8
.
5
%
 
i
s
 
i
n
t
e
r
p
r
e
t
e
d
 
c
l
i
n
i
c
a
l
l
y
 
a
s
 
a
 
4
8
.
5
%
 
d
e
c
r
e
a
s
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
)
.
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.
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h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 
d
i
s
e
a
s
e
 

a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 
a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 
f
i
x
e
d
 
e
f
f
e
c
t
.
 

[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
1
]
 
M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
a
t
 
w
e
e
k
 
2
4
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 

[
2
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
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o
r
 
m
e
a
n
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e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.
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l
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L
i
p
i
d
 
p
a
r
a
m
e
t
e
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:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 
(
S
u
b
g
r
o
u
p
 
a
n
a
l
y
s
i
s
 
3
 
-
 
 
E
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 

h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 
d
i
s
e
a
s
e
 
a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 
a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
)
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

E
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 

h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 

d
i
s
e
a
s
e
 
a
n
d
/
o
r
 
c
o
r
o
n
a
r
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a
t
h
e
r
o
s
c
l
e
r
o
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i
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c
r
e
e
n
i
n
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o
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s
c
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l
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d
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s
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s
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r
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v
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c
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u
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i
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u
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p
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a
s
e
l
i
n
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d
e
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n
e
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h
e
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o
n
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s
i
n
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l
u
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(
i
n
c
l
u
d
i
n
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s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
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o
 
t
h
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s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
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s
t
u
d
y
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r
e
a
t
m
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n
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i
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t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
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s
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=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
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A
n
a
l
y
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i
s
 
o
f
 
C
o
v
a
r
i
a
n
c
e
 
(
A
N
C
O
V
A
)
 
m
o
d
e
l
 
w
i
t
h
 
c
l
a
s
s
i
f
i
c
a
t
i
o
n
 
o
f
 
e
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 
h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 
d
i
s
e
a
s
e
 

a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 
a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 
f
i
x
e
d
 
e
f
f
e
c
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[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.

[
1
]
 
M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
a
t
 
w
e
e
k
2
4
 
f
r
o
m
 
b
a
s
e
l
i
n
e
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n
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c
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c
e
n
t
a
g
e
 
c
h
a
n
g
e
.

S
o
u
r
c
e
:
 
L
i
s
t
i
n
g
 
1
6
.
2
.
8
.
1



S
Q

N
 C

lin
ic

a
l s

tu
d

y 
n

o:
 O

C
H

1
90

0
3 

 
 

 
 

A
m

ry
t 

P
h

a
rm

a
 s

tu
d

y 
n

o
: A

P
H

-1
9 

P
R
O
G
R
A
M
 
N
A
M
E
:
T
_
X
X
X
_
0
1
.
S
A
S
 
 
 
 
 
 
D
A
T
E
 
O
F
 
R
U
N
:
X
X
X
X
X
X
X
X
X
 
 
 
 
T
I
M
E
 
O
F
 
R
U
N
:
 
X
X
:
X
X
:
X
X
 
 
 
D
A
T
E
 
O
F
 
E
X
T
R
A
C
T
I
O
N
:
X
X
X
X
X
X
X
X
X
 



S
Q

N
 C

lin
ic

a
l s

tu
d

y 
n

o:
 O

C
H

1
90

0
3 

 
 

 
 

A
m

ry
t 

P
h

a
rm

a
 s

tu
d

y 
n

o
: A

P
H

-1
9 

T
a
b
l
e
 
1
4
.
2
.
1
.
6
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 
(
S
u
b
g
r
o
u
p
 
a
n
a
l
y
s
i
s
 
3
 
-
 
 
E
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 

h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 
d
i
s
e
a
s
e
 
a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 
a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
)
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

E
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 

h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 

d
i
s
e
a
s
e
 
a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 

a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
 
a
t
 
s
c
r
e
e
n
i
n
g
 

(
N
=
X
X
)
 

 

N
o
 
e
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 

d
i
s
e
a
s
e
 
h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 

v
a
l
v
e
 
d
i
s
e
a
s
e
 
a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 

a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
 
a
t
 
s
c
r
e
e
n
i
n
g
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
 

 
 

 
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
[
1
]
 

 
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
2
]
 

 
 

(
X
.
X
X
X
X
,
 

X
.
X
X
X
X
)
 

 
 

 
(
X
.
X
X
X
X
,
 

X
.
X
X
X
X
)
 

 
 

 
 

 
 

 
 

 
N
o
m
i
n
a
l
 
S
t
u
d
y
 
V
i
s
i
t
 
1
0
 

M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
[
1
]
 

 
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
9
5
%
 
C
o
n
f
i
d
e
n
c
e
 
I
n
t
e
r
v
a
l
[
2
]
 

 
 

(
X
.
X
X
X
X
,
 

X
.
X
X
X
X
)
 

 
 

 
(
X
.
X
X
X
X
,
 

X
.
X
X
X
X
)
 

 
 

 
 

 
 

 
 

 
 B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.
 

A
n
a
l
y
s
i
s
 
o
f
 
C
o
v
a
r
i
a
n
c
e
 
(
A
N
C
O
V
A
)
 
m
o
d
e
l
 
w
i
t
h
 
c
l
a
s
s
i
f
i
c
a
t
i
o
n
 
o
f
 
e
s
t
a
b
l
i
s
h
e
d
 
c
a
r
d
i
o
v
a
s
c
u
l
a
r
 
d
i
s
e
a
s
e
 
h
i
s
t
o
r
y
 
(
d
e
f
i
n
e
d
 
a
s
 
a
o
r
t
i
c
 
v
a
l
v
e
 
d
i
s
e
a
s
e
 

a
n
d
/
o
r
 
c
o
r
o
n
a
r
y
 
a
t
h
e
r
o
s
c
l
e
r
o
s
i
s
)
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 
f
i
x
e
d
 
e
f
f
e
c
t
.
 

[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
1
]
 
M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
a
t
 
w
e
e
k
 
2
4
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 

[
2
]
 
9
5
%
 
c
o
n
f
i
d
e
n
c
e
 
i
n
t
e
r
v
a
l
 
f
o
r
 
m
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
.
 

S
o
u
r
c
e
:
 
L
i
s
t
i
n
g
 
1
6
.
2
.
8
.
1
 

 P
R
O
G
R
A
M
 
N
A
M
E
:
T
_
X
X
X
_
0
1
.
S
A
S
 
 
 
 
 
 
D
A
T
E
 
O
F
 
R
U
N
:
X
X
X
X
X
X
X
X
X
 
 
 
 
T
I
M
E
 
O
F
 
R
U
N
:
 
X
X
:
X
X
:
X
X
 
 
 
D
A
T
E
 
O
F
 
E
X
T
R
A
C
T
I
O
N
:
X
X
X
X
X
X
X
X
X
 

 



S
Q

N
 C

lin
ic

a
l s

tu
d

y 
n

o:
 O

C
H

1
90

0
3 

 
 

 
 

A
m

ry
t 

P
h

a
rm

a
 s

tu
d

y 
n

o
: A

P
H

-1
9 

T
a
b
l
e
 
1
4
.
2
.
1
.
7
 
L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
:
 
L
D
L
-
C
 
(
m
g
/
d
L
)
 
a
n
d
 
c
h
a
n
g
e
 
f
r
o
m
 
b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 
(
S
u
b
g
r
o
u
p
 
a
n
a
l
y
s
i
s
 
4
 
-
 
C
o
n
c
o
m
i
t
a
n
t
 
L
L
T
 

m
e
d
i
c
a
t
i
o
n
s
/
p
r
o
c
e
d
u
r
e
s
)
 

(
F
u
l
l
 
A
n
a
l
y
s
i
s
 
S
e
t
)
 

    
 

V
i
s
i
t
 

S
t
a
t
i
s
t
i
c
s
 

H
a
d
 
c
o
n
c
o
m
i
t
a
n
t
 
L
L
T
 

m
e
d
i
c
a
t
i
o
n
s
/
p
r
o
c
e
d
u
r
e
s
 
e
x
c
l
u
d
i
n
g
 
L
A
 

(
N
=
X
X
)
 

 

H
a
d
 
c
o
n
c
o
m
i
t
a
n
t
 
L
L
T
 

m
e
d
i
c
a
t
i
o
n
s
/
p
r
o
c
e
d
u
r
e
s
 
i
n
c
l
u
d
i
n
g
 
L
A
 

(
N
=
X
X
)
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

O
b
s
e
r
v
e
d
 

v
a
l
u
e
 

C
h
a
n
g
e
 

f
r
o
m
 

b
a
s
e
l
i
n
e
 

%
 
C
h
a
n
g
e
 
f
r
o
m
 

b
a
s
e
l
i
n
e
 

 
 

 
 

 
 

 
 

 
B
a
s
e
l
i
n
e
 

n
 

X
X
 

 
 

 
X
X
 

 
 

 
M
e
a
n
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
 

 
S
D
 

X
X
.
X
X
 

 
 

 
X
X
.
X
X
 

 
 

 
M
i
n
i
m
u
m
 

X
X
 

 
 

 
X
X
 

 
 

 
M
e
d
i
a
n
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
 

 
M
a
x
i
m
u
m
 

X
X
 

 
 

 
X
X
 

 
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

 
 

 
X
X
.
X
 

 
 

 
 

 
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 

(
A
n
a
l
y
s
i
s
 
S
t
u
d
y
 
W
e
e
k
 
2
4
)
 

n
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
7
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
 

 
 

 
 

 
 

 
E
f
f
i
c
a
c
y
 
W
e
e
k
 
2
4
 

(
N
o
m
i
n
a
l
 
S
t
u
d
y
 
V
i
s
i
t
 
1
0
)
 

n
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
M
e
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
S
D
 

X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
X
X
.
X
X
 

X
X
.
X
X
 

X
X
.
X
X
 

 
M
i
n
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
M
e
d
i
a
n
 

X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
X
X
.
X
 

X
X
.
X
 

X
X
.
X
 

 
M
a
x
i
m
u
m
 

X
X
 

X
X
 

X
X
 

 
X
X
 

X
X
 

X
X
 

 
2
5
t
h
 
p
e
r
c
e
n
t
i
l
e
 

X
X
.
X

X
X
.
X

X
X
.
X

 
X
X
.
X

X
X
.
X

X
X
.
X

7
5
t
h
 
p
e
r
c
e
n
t
i
l
e

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
.

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.



S
Q

N
 C

lin
ic

a
l s

tu
d

y 
n

o:
 O

C
H

1
90

0
3 

 
 

 
 

A
m

ry
t 

P
h

a
rm

a
 s

tu
d

y 
n

o
: A

P
H

-1
9 

A
n
a
l
y
s
i
s
 
o
f
 
C
o
v
a
r
i
a
n
c
e
 
(
A
N
C
O
V
A
)
 
m
o
d
e
l
 
w
i
t
h
 
c
l
a
s
s
i
f
i
c
a
t
i
o
n
 
o
f
 
c
o
n
c
o
m
i
t
a
n
t
 
L
L
T
 
m
e
d
i
c
a
t
i
o
n
s
/
p
r
o
c
e
d
u
r
e
s
 
a
s
 
a
 
c
a
t
e
g
o
r
i
c
a
l
 
f
i
x
e
d
 
e
f
f
e
c
t
.
 

[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
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.
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p
e
r
c
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c
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M
e
a
n
 
p
e
r
c
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t
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g
e
 
c
h
a
n
g
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]
 

 
 

X
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.
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X
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]
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S
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p
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]
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n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
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o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
g
 
s
t
u
d
y
 

t
r
e
a
t
m
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i
n
 
t
h
e
 
E
f
f
i
c
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y
 
P
h
a
s
e
 
(
V
i
s
i
t
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)
.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
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y
s
i
s
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t
.
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o
d
e
l
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c
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a
s
s
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f
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c
a
t
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f
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n
c
o
m
i
t
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/
p
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[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
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e
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n
 
p
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c
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n
t
a
g
e
 
c
h
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n
g
e
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t
 
w
e
e
k
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r
o
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b
a
s
e
l
i
n
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n
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c
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r
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n
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.
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l
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p
i
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/
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i
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w
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b
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u
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-
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c
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p
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i
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u
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X
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X
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X
X
.
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X
X
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X
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X
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h
 
p
e
r
c
e
n
t
i
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e

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

X
X
.
X

B
a
s
e
l
i
n
e
 
i
s
 
d
e
f
i
n
e
d
 
a
s
 
t
h
e
 
l
a
s
t
 
n
o
n
-
m
i
s
s
i
n
g
 
v
a
l
u
e
 
(
i
n
c
l
u
d
i
n
g
 
s
c
h
e
d
u
l
e
d
 
a
n
d
 
u
n
s
c
h
e
d
u
l
e
d
 
a
s
s
e
s
s
m
e
n
t
s
)
 
p
r
i
o
r
 
t
o
 
t
h
e
 
s
u
b
j
e
c
t
 
r
e
c
e
i
v
i
n
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t
u
d
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t
r
e
a
t
m
e
n
t
 
i
n
 
t
h
e
 
E
f
f
i
c
a
c
y
 
P
h
a
s
e
 
(
V
i
s
i
t
 
4
)
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N
 
=
 
t
h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
 
i
n
 
t
h
e
 
a
n
a
l
y
s
i
s
 
s
e
t
.

A
n
a
l
y
s
i
s
 
o
f
 
C
o
v
a
r
i
a
n
c
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A
N
C
O
V
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o
d
e
l
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i
t
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c
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a
s
s
i
f
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c
a
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r
e
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u
c
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t
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o
r
i
c
a
l
 
f
i
x
e
d
 
e
f
f
e
c
t
.



S
Q

N
 C

lin
ic

a
l s

tu
d

y 
n

o:
 O

C
H

1
90

0
3 

 
 

 
 

A
m

ry
t 

P
h

a
rm

a
 s

tu
d

y 
n

o
: A

P
H

-1
9 

[
*
]
 
M
i
s
s
i
n
g
 
d
a
t
a
 
h
a
s
 
b
e
e
n
 
i
m
p
u
t
e
d
 
u
s
i
n
g
 
L
a
s
t
 
O
b
s
e
r
v
a
t
i
o
n
 
C
a
r
r
i
e
d
 
F
o
r
w
a
r
d
 
(
L
O
C
F
)
.
 

[
1
]
 
M
e
a
n
 
p
e
r
c
e
n
t
a
g
e
 
c
h
a
n
g
e
 
a
t
 
w
e
e
k
 
2
4
 
f
r
o
m
 
b
a
s
e
l
i
n
e
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9
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%
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o
n
f
i
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c
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n
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r
v
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c
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n
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l
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L
i
p
i
d
 
p
a
r
a
m
e
t
e
r
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L
D
L
-
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(
m
g
/
d
L
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a
n
d
 
c
h
a
n
g
e
 
f
r
o
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b
a
s
e
l
i
n
e
 
a
t
 
2
4
 
w
e
e
k
s
 
(
S
u
b
g
r
o
u
p
 
a
n
a
l
y
s
i
s
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-
 
D
o
s
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r
e
d
u
c
t
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o
n
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o
s
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n
t
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r
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p
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s
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i
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r
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u
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n
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d
 
a
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t
h
e
 
t
i
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y
s
)
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r
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m
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h
e
 
f
i
r
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t
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o
s
e
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o
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h
e
 
t
i
m
e
 
o
f
 
f
i
r
s
t
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s
t
r
o
i
n
t
e
s
t
i
n
a
l
 
T
E
A
E
,
 
i
f
 
a
n
y
.
 

[
2
]
 
D
u
r
a
t
i
o
n
 
i
s
 
d
e
r
i
v
e
d
 
a
s
:
 
D
a
t
e
 
o
f
 
r
e
s
o
l
u
t
i
o
n
 
o
f
 
t
h
e
 
T
E
A
E
 
-
 
D
a
t
e
 
o
f
 
s
t
a
r
t
 
o
f
 
T
E
A
E
.
 
S
u
b
j
e
c
t
s
 
w
i
t
h
 
a
n
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n
g
o
i
n
g
 
T
E
A
E
 
w
i
l
l
 
b
e
 
c
e
n
s
o
r
e
d
 
a
t
 
t
h
e
i
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l
a
s
t
 
a
s
s
e
s
s
m
e
n
t
 
d
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t
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.
 

[
3
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9
5
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C
o
n
f
i
d
e
n
c
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I
n
t
e
r
v
a
l
 
f
o
r
 
K
a
p
l
a
n
-
M
e
i
e
r
 
e
s
t
i
m
a
t
e
.
 

N
 
=
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h
e
 
n
u
m
b
e
r
 
o
f
 
s
u
b
j
e
c
t
s
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n
 
t
h
e
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n
a
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s
i
s
 
s
e
t
.
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g
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e
 
c
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e
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o
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.
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.
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S
u
m
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r
y
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f
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r
e
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t
m
e
n
t
-
E
m
e
r
g
e
n
t
 
A
d
v
e
r
s
e
 
E
v
e
n
t
s
,
 
b
y
 
S
e
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(
S
a
f
e
t
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A
n
a
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l
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d
e
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n
e
d
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s
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d
v
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r
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e
v
e
n
t
 
t
h
a
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s
t
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r
t
e
d
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f
t
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d
m
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n
i
s
t
r
a
t
i
o
n
 
o
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s
t
u
d
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r
u
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c
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T
E
A
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h
e
 
s
u
b
j
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c
t
 
i
s
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o
u
n
t
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d
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n
c
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h
e
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o
s
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e
v
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r
e
l
a
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v
e
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.
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v
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e
 
t
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s
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f
i
e
d
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a
v
i
n
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n
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n
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s
a
l
 
r
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i
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c
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s
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r
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s
h
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s
u
b
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n
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e
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.
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b
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.
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t
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M
e
d
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R
A
 
S
y
s
t
e
m
 
O
r
g
a
n
 
C
l
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n
d
 
P
r
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d
 
T
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r
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d
v
e
r
s
e
 
e
v
e
n
t
s
 
o
f
 
s
p
e
c
i
a
l
 
i
n
t
e
r
e
s
t
 
(
A
E
S
I
)
 
a
r
e
 
d
e
f
i
n
e
d
 
a
s
 
h
e
p
a
t
i
c
,
 
s
m
a
l
l
 
b
o
w
e
l
/
i
n
t
e
s
t
i
n
a
l
,
 
p
a
n
c
r
e
a
t
i
c
 
a
n
d
 
c
o
l
o
r
e
c
t
a
l
 
t
u
m
o
u
r
s
,
 
h
e
p
a
t
i
c
 

a
b
n
o
r
m
a
l
i
t
i
e
s
,
 
g
a
s
t
r
o
i
n
t
e
s
t
i
n
a
l
 
e
f
f
e
c
t
s
 
a
n
d
 
m
a
j
o
r
 
c
o
n
g
e
n
i
t
a
l
 
a
b
n
o
r
m
a
l
i
t
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A
E
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.
 

I
f
 
a
 
s
u
b
j
e
c
t
 
e
x
p
e
r
i
e
n
c
e
d
 
m
o
r
e
 
t
h
a
n
 
o
n
e
 
T
E
A
E
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t
h
e
 
s
u
b
j
e
c
t
 
i
s
 
c
o
u
n
t
e
d
 
o
n
c
e
 
f
o
r
 
e
a
c
h
 
s
y
s
t
e
m
 
o
r
g
a
n
 
c
l
a
s
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(
S
O
C
)
 
a
n
d
 
o
n
c
e
 
f
o
r
 
e
a
c
h
 
p
r
e
f
e
r
r
e
d
 
t
e
r
m
 

(
P
T
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S
O
C
s
 
a
r
e
 
o
r
d
e
r
e
d
 
i
n
 
d
e
c
r
e
a
s
i
n
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f
r
e
q
u
e
n
c
y
 
o
f
 
t
h
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t
a
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n
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m
b
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u
b
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e
c
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a
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O
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a
n
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d
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C
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e
c
r
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s
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n
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r
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q
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t
h
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t
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b
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c
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.
 

A
d
v
e
r
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v
e
n
t
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w
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r
e
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o
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d
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s
i
n
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t
h
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M
e
d
D
R
A
 
D
i
c
t
i
o
n
a
r
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v
e
r
s
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o
n
 
x
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.
 

N
 
=
 
t
h
e
 
n
u
m
b
e
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o
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s
u
b
j
e
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t
s
 
i
n
 
t
h
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s
e
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