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NDA#: 20-639
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Applicant: Zeneca Pharmaceuticals

Name of Drug: Seroquel (quetiapine)

Documente Reviewed: Vols 1.357 (ISE), 1».301, 1.302,1.303, 1.304, 1.306, 1.310
Medical Officer: Andrew Mosholder, M.D., HFD-120

Background

~ 'The sponsor has submitted three (3) six-week adequate randomized, placebo-controlled trials in
~ support of Seroquel's efficacy and safety in patients with acute exacerbations of schizophrenia. A
fourth trial, 0012 compared 450mg tid, 450mg bid, and 50mg bid. Trial 0001/0008 enrolled
patients in the US and Europe. Trial 0006 enrolled patients in the US, Trial 0013 enrolled
patients in the US and Canada, and Trial 0012 enrolled patients from Europe, Israel, and Canada.

. \ ‘ All tables and figures were supplied by the sponsor
Study 0001/0008
This 6-week study randomized a total of 286 patients among 37 centers in the US (59%) and
Europe (41%): N=96 High dose, N=94 Low dose, N=96 Placebo. This is more than 50% greater
then the number 'evaluable’ patients called for in the protocol (165). The sponsor explained that
over-recruitment was due to a "burst of enrollment across most of the centers just before
completion of the study”. In a supplementary document dated December 20, 1996 submitted at
the Division's request, the sponsor explained that a surplus of patients in non-eastern European
centers were enrolled to make up for possible non-evaluability of patients in eastern Europe where
the sponsor had had less experience running clinical trials. A total of 4 patients had no post- '
baseline data, so that 282 patients comprise the efficacy ITT population.

The endpoints of interest are BPRS total , key BPRS, CGI Severity and the negative PANSS
(only in Europe) and the SANS (done only in the US). The protocol states that ANCOVA with
baseline as the covariate would be used for all analyses. However there is no plan for multiple -
comparisons among treatment arms.

Table 1 displays the baseline conditions and demographics of the treatment groups

Compleﬁon rates were 50% for High dose, 43% for Low dose, and 41% for Placebo. "Treatment
- failure' accounted for between 40%-50% of the dropouts. See Table 2.
(



Tables 3a and 3b display the visit-wise results of the total BPRS for the LOCF and observed
cases analyses, respectively. It is not surprising that the high dose is statistically significant but

the low dose is not, since the trial was planned (power= 90%) to find a 9 point difference between

the high dose and placebo arms for the BPRS. See Figure 1 for the influence of dropouts. ,
These figures display the average scores of disjoint dropout cohorts over time for each
clinical endpoint, together with the averages of completers and the resulting LOCF.

Tables 4a and 4b display the results of the CGI Severity for LOCF and observed cases,
respectively. See Figure 2 for the influence of dropouts. '

Tables Sa and 5b display the results of the key positive symptom Bi’RS cluster for the LOCF
and observed cases, respectively. See Figure 3 for the influence of dropouts.

Tables 6a and 6b display the results of the Negative PANSS for LOCF and observed cases,
respectively. Note than the PANSS was administered only in Europe. Small sample sizes are likely

~ responsible for the non-significant trend in favor of the high dose.

Tables 7a and 7b display the results of the SANS summary score for the LOCF and observed
cases, respectively. Note than the SANS was administered only in the US. See Figure 4 for the
influence of dropouts. ' ,

Study 0006
This Phase II trial consisted of one flexible dosing arm of Seroquel (75 mg/day - 750 mg/day)
and a placebo arm. The protocol called for 50 patients per arm in order to have 90% power to

detect an 8 point difference in change from baseline BPRS between the Seroquel arm and placebo.

Table 8 displays the baseline conditions and demograp}ﬁcs of the treatment groups.

A total of 109 patients were randomized (Seroquel N=54, Placebo N=55) among 11 centers in the

US. However, 3 patients had no post-baseline data leaving 53/group available for analysis. For the
106 patients analyzed, the completion rates were 53% for Seroquel and 42% for placebo. See
Table 9

Tables 10a and 10b display the visit-wise results of the total BPRS for the LOCF and
observed cases analyses, respectively. The borderline statistical result for the LOCF is likely due
to the less than anticipated treatment difference at 6 weeks (-8.1 vs -2.1). Note that there wasno
difference at all for the completers. Thus, Figure 5 indicates that the entire treatment difference in
the LOCF analysis is due to dropouts in the first 4 weeks of the trial.



Tables 11a and 11b display the results of the CGI Severity for LOCF and observed cases,
respectively. The LOCF produced statistical significance while the completers did not. See Figure
6 for the influence of dropouts.

Tables 12a and 12b display the results of the key positive symptom BPRS cluster for the
LOCEF and observed cases, respectively. This endpoint shows a similar profile of a nearly
significant LOCF analysis and a null completers analysis. See Flgure 7 for the influence of
dropouts.

Tables 13a and 13b display the results of the SANS summary score for the LOCF and observed
cases, respectively. Note than the SANS was administered only in the US. Again, close to

statistical significance emerged in the LOCF analysis; however, the placebo group had a favorable -
trend in the completers analysis. See Figure 8 for the influence of dropouts.

Trial 0013

This Phase III trial randomized a total of 361 patients among 26 in the US and Canada to 5 fixed
doses of Seroquel (75 mg N=53, 150 mg N=48, 300 mg N=52, 600 mg N=51, 750 mg N=54) or
12 mg haloperidol (N=52) or placebo (IN=51). The target sample size of 50/arm resulted from
simulations of various dose-response models using a power of 90%. This size was also deemed
adequate (power=80%) for what the sponsor calls "comparisons of interest", (i.e. active treatment

~ vs placebo). Dunnett's correction was used for these comparlsons to placebo. P-values in

tables are corrected for multxple comparisons.

Table 14 displays the baseline conditions and demographics of the treatment groups.
Withdrawal rates ranged from 50%-70% with the highest in the placebo, 75 mg and haloperidol
groups. See Table 15.

Tables 16a and 16b display the visit-wise results of the total BPRS for the LOCF and
observed cases analyses, respectively. All but the 75 mg/day dose of Seroquel were statistically
significantly different from placebo for the LOCF analysis, whereas none were significant in the
completers analysis. See Figure 9 for the influence of dropouts.

Tables 17a and 17b display the results of the CGI Severity for LOCF and observed cases,
respectively. The LOCF produced statistical significance while the completers did not. See
Figure 10 for the influence of dropouts. '



Tables 18a and 18b display the results of the key positive symptom BPRS cluster for the
LOCF and observed cases, respectively. This endpoint shows a similar proﬁle of a nearly
significant LOCF analysis and a null completers analysis. See Figure 11 for the influence of
dropouts.

Tables 19a and 19b display the results of the SANS summary score for the LOCF and observed
cases, respectively. Note than the SANS was administered only in the US. Again, close to

 statistical significance emerged in the LOCF analysis; however, the placebo group had a favorable..
trend in the completers analysis. See Figure 12 for the influence of dropouts.

Trial 0012

The intent of this trial was to show whether either dosing regimen of 450mg/day (tid vs bid) was
better than the low dose (50mg/day), and whether the the higher dose regimens differed from each
other. The trial was planned so that 170 patients/arm would provide 90% power to detect a6
point difference in change from baseline of the total BPRS bteween any two pairs of treatment
arms. A total of 618 patients were randomized with 596 contributing at leat one post-baseline
observation on the BPRS.

Table 20 displairs the baseline conditions and demographics of the treatment groups.

Approximately 50% of all patients completed the 6 week trial. There was no relationship between
dose and frequency of dropout due to lack of efficacy. See Table 21.

Tables 22a and 22b display the visit-wise results of the total BPRS for the LOCF and
observed cases analyses, respectively. There was no plan for multiple comparisons in the
protocol. However, the p=.005 for the bid dosage is sufficient for statistical significance. Also, the
p=.05 for the tid dosage would be just significant using Fisher's LSD. The confidence interval for
the difference between the bid and tid dosages at 450mg rule out a 5-6 point average difference
for the total BPRS. See Figure 13 for the influence of dropouts.

Tables 23a and 23b dlsplay the results of the change from baseline for CGI Seventy for LOCF
and observed cases, respectively, using CMH with country as strata. The sponsor grouped the
actual changes from baseline into -3 or less, -2, -1, 0 1 or greater. This was done because the
planned analysis of covariance using the actual scores violated some assumptions of the analysis.
Those violations, however, are not reason to group cjhange scores if the analysis is changed to a
categorical one. A check on the statistically significant result for the bid regimen is a simple
Wilcoxon test performed by the sponsor whlch yielded a p-value of .0046. See Figure 14 for the
influence of dropouts.



Tables 24a and 24b display the results of the key positive symptom BPRS cluster for the
L.OCF and observed cases, respectively. The bid regimen is significant for both the LOCF and
observed cases analyses. See Figure 15 for the influence of dropouts.

Tables 25a and 25b diéplay the results of the SANS summary score for the LOCF and observed
cases, respectively. The bid dosage is s1gmﬁcant for the LOCF analysis. See Figure 16 for the
influence of dropouts.

Demographic Influences on Treatment Differences

The sponsor pooled data over the 3 placebo-controlled studies (all Seroquel patients vs all
placebo patients) in order to examine whether treatment differences varied between demographic
categories with respect to total BPRS and CGI Severity. There was no clear evidence of
interaction between treatment and race or gender for either variable. However, for the total
BPRS, there is some suggestion of interaction with age as dichtomized by the sponsor: above and
below 40 years. Ages at entrance to the trials were similar in all 3 studies. See Table 26. Using a
simple t-test, the average difference between those younger than 40 and those at least 40 is 8.8-
2.3=6.5 with a standard error of 2.67 resulting in a z-value of 2.43 (p=.007 one-sided). The
placebo response in the older group tended to be higher than that in the younger group, and the
changes from baseline in the active groups were somewhat less in the older group than those in
the younger group.

Discussion

Trials 0008 and 0013 clearly demonstrate statistically significantly differences between Seroquel
and placebo. Both trials were able to demonstrate treatment differences of at least 4 total BPRS
points in completers at six weeks. The reasons for the null results for completers in trial 0006 are
unclear. The median doses of the Seroquel completers at the end of the trials were similar in both
trials 0006 and 0008, another dose-escalation trial (450 mg and 500 mg, respectively). The major
difference was in the performance of the placebo groups. The placebo group in trial 0006
decreased from baseline an average of 13.9 points while the placebo average in trial 0008 was
9.7, making it more difficult to show a difference in trial 0006.

As a check on trial 0008, this reviewer analysed only the first 165 randomized patlents and found
the treatment difference to be comparable to that using all patients.

In a submission dated September 24, 1996, the sponsor reanalyzed the data without Dr. Borison's

d Hoberman Ph.D.
Mathematical Statistician

center. Omitting Dr. Borison's center had no substantlal effect on the results é FZMA/_\
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; Psychiatric hlstory and baseline characteristics” (cohtinued)'

-"""f _ ' " SEROQUEL Placebo
B High dose Low dose
, TABLE 1 : (n = 96) (n = 94) (n = 96)
(/3 Paychiatric efficacy measures, mean (sd) _
BPRS total score™ 41 (10) 39 (10) 38 (10)
& 0@l Severity of lliness score 51 (0.7) 5.1 (0.8) 4.9 (0.7)
;. SANS summary score** _ 15.8 (3.6) 15.8 (3.9) . 145 (3.6) -
PANSS(N) score## 275 (9.4) 25.5 (8.7) 244 (66)
Nourologic assessments, n (%) '
Simpson total score , ,
0 ‘ 39 (41) 42 (47) 36 (38)
1 ' ‘ 15 (16) 13 (15) 13 (14)
2 10 (1) 8 (9 9 (10)
3 or greater 30 (32) 26 (29) 36 (38)
\ Barnes Akathisia Global Clinical
; Assessment of Akathisia )
Absent ' 56 (60) 53 (57) 55 (59)
Questionable , 25 (27) 27 (29 24 (26)
 Mild or Worse 13 (14) 13 (14) 15 (16)
e x AIMS total score*+ 7 ;
) 0o . 52 (55) 45 (49) 39 (41)
1 10 (1) 2 @ 11 (12) -
) 2 3 ® 4 @ 6 (6
3 or greater 29 (31) 41 (45) 38 (40)

u 0 Is variable since not all data were available for every patient
‘flll diagnoses assume acute exacerbation of the condition and a chronlc or subchronic course
' collected at centres in the US only
collected at centres in Europe only
P 0.05 high-dose SEROQUEL vs placebo
*p=0.03 high-dose SEROQUEL vs low-dose SEROQUEL
84 = standard deviation

Summary of sex, age, weight and race

SEROQUEL - Placebo
3 o . High dose Low dose Lo
¢Characteristic (n=96) . (n=094) . (n = 96)
é&xnn(%) - 7 )
7 Male - 66 (69) 73 (78) 64 (67)
iiw Female 30, (31) 21 (22) 32 (33)
#Agé (yr), mean (sd) * : 3 (9 87 (9. .38 (10)
( j M¥Vexght (kg), mean (sd) . ; ’
. Y Male 76 (12) 78 (15) 77 (13)
" Female 71 (18) 74 (20) 73 (19)
‘Race, n (%) : ,
\ White (Caucasian) © 66 (69) 63 (67) 73 (76)

! Non-white 30 (31) 31 (33) ‘ o3 (24)
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TABLE 2

. . Disposition of randomized patients - Trial 0008

z;];posilion Quetiapine ' ) Placebo
Fe High dose Low dose ,
” : n (%) n (%) n (%)
‘96 (100) 94 (100) 96 (100)
48 (50)* 40 (43)*** 39 (41)**
48 (50) 54 (57) 57 (59)
7(15) 7 (18) 3 (5)
1@ ' 1) 0
12 1(2) 0
25 (52) 34 (63) 42 (74)
: 10 (21) 4 (7) 8 (14)
& Other 4 (8) ' 7 (13) 4@

%Patient US-014/01404 withdrew from the trial at Day 38. Efficacy data obtained at this time were
Ldgg!uded with Day 42 data for the-high-dose group (n=49 at Day 42); howevet, this patient was not

\considered to have completed the trial, . .
& Patient US-001/00119 withdrew from the trial at Day 39 and Patient US-014/01409 withdrew from the

itrial at Day 37, Efficacy data obtained at last visit for these patients were included with Day 42 data for
ithe placebo group (n=41 at Day 42); however, these patients were not considered to have completed the

E‘;Ei‘* Patient UK-021/00001 withdrew from the trial at Day 37. Efficacy data obtained at this time were.
E@,‘y_:luded with Day 42 data for the low-dose group (n=39 at Day 42); however, this patient was not
iConsidered to have completed the trial. In addition, Patients US-011 /01108 and UK-008/00008 were
;%Onsidered by the investigator to have completed the trial but had no Day 42 efficacy data.

e ‘ .
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TABLE 3a

BPRS total score - least-squares mean change from baseline (LOCF) -

Trial 0008
{ Treatment week
Baseline  Week 1 Week 2 Week3 . Week4 Week 5 Week 6
N _mean h mean n mean n mean n mean n mean n mean
ITreatment groups ‘ ,
‘_Lfé'ftiépine highdose 94 41.04 94 -241 94 455 94 632 94 -7.58 94 -7.84 94 -8.74
Guetispine low dose 92 38.89 92 -1.00 92 200 92 327 92 -428 92 -4.00 92 -4.16
Placebo 94 8835 93 -046 94 0.1 94 -068 94 045 94 -0.21 94 -0.96
_ §li:2-sided p-values for pairwise comparisons
Quetiapine high dose vs Placebo  0.1675 0,0108 0.0059 0.0007 0.0003 0.0006
q§ﬁapine low dose vs Placebo 0.7019 0.2450 0.2030 0.0658 0.0718 0.1515
‘ﬁ'etiapine highdose vs lowdose  0.3175 . 0.1628 0.1357 0.1139 0.0699 0.0413
Baw ) :
_ TABLE 3b
~ BPRS total score - least-squares mean change from baseline (OC) - ..
Trial 0008 B
p— Treatment week
e Baseline  Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
‘ fro N mean n mean n mean N _mean N mean n mean N  mean
" F:;T:fe_aTnTentgroups |
etiapine highdose 94 41.04 94 223 80 697 70 -12.90 61 -12.10 52 -1356 49 -15.12
Retiopine low dose 92 38.89 92 -0.22 85 313 69 -9.00 55 -950 46 -10.15 39 -11.39
{acebo 94 3835 93 -0.02 B1 -214 60 -958 50 -7.93 44 ~7.60 41 -9.65
éi-sided p-values for pairwise comparisons : '
gﬁ;’éﬁapine.high dosevsPlacebo 01243 00136 ~ 00807 00450 00102  0.0297
Jgtiapine low dose vs Placebo~ 0.8889  0.5965 ~ 07510 . 04472  0.2659  0.5001
Q&éﬁapine high dose vs low dose =~ 0.1598 0.0428 - 0.0301 0.1888 ~  0.1361 0.1454
Apgeqrs This Way \
N Origing
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.TABLE 4a

/\ ABLE 3.39 CGl Severity of liness score - least-squares mean change from baseline

(LOCF) - Trial 0008

Treatment week °
Baseline  Week 1 Week2  Week3  Week4  Weeks Week 6
l_mean n mean n mean n mean n mean n mean n mean

jeatment groups : )

tiapine highdose 95 5.07 05 0.08 95 -026 95 -0.40 95 @.47 95 055 95 -0.51
liapinelowdose 92 505 92 .005 g2 016 92 019 92 023 92 032 92 030
0 94 494 94 0,01 94 000 94 -0.04 94 -0.03 94 -0.01 94 -0.08
ided p-values for pairwise comparisons :

[eliapine high dose vs Placebo b.4074 0.0766 0.0184 0.0071  0.0012 0.0030
» iiapine low dose vs Placebo 0:5791 0.2630 0.3445 0.2230 0.0625 0.2282

fiapin,e high dosevs lowdose  0.7880 0.5194 0.1584 0.1403 0.1690 0.0768

TABLE 4b

CGl Severity of Illness score - least-squares mean change from baseline
(OC) - Trial 0008

. Treatment week :
Baseline Week1 ~ Week?2 Week 3 Week 4 Week 5 Week 6
N mean n mean n mean n mean n mean n mean n mean

reatment groups

( ) ?‘dﬁéﬁapine highdose 95 507 95 -0.05 80 -054 70 -0.97 61 -0.87 52 -0.93 49 -1.05

etiapine low dose 92 5.05 o2 0.00 84 -039 69 -0.62 56 -051 46 -0.66 39 -0.65
?"iﬁéebo 7 94 494 94 004 81--029 60. -073 50 -0.63 45 -0.49 41 -0.60
[[gz-sided p-values for pairwise comparisons _ ,

gﬁetiapine high dose vs Placebo 0.3988 0.1007 0.1315 0.2071 0.0290 0.0408
f(;u;gﬁapine low dose vs Placebo 0.6927 0.5212 0.4925 - 0.5p52 0.3934 0.8518

' ,Eati?iréﬂapine high dose vs low dose ~ 0.6552 0.2976 0.0234 0.0525 0.2027 0.0786
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Table 5a»

BPRS positive symptom cluster score - least-squares mean change from

v

baseline (LOCF) - Trial 0008

(T Treatment week
. _ﬁ} - Baseline  Week 1 Week 2 Week3  Week 4 Week5  Week 6
i}; : N _mean n mean n mean n mean n mean n mean n mean

[*Treatment groups

'ﬁeﬁapine highdose 94 361 94 -085 94 -052 94 072 94 -0.81 94 -086 94 -0.90
Jugtiapine low dose 92 363 92 -032 92 -048 92 -0.58 92 -065 g2 -0.60 92 -0.61
acebo 94 352 94 -029 94 -036 94 039 94 -037 94 -0.35-94 -0.37
é.smed p-values for pairwise comparisons_ ‘ ' _

Quetiapine high dose vs Placebo 0.6205 0.2582 ©  0.0486 ' 0.0103 0.0035 0.0030
"il&éﬁapine low dose vs Plapebo - 0.7614 0.3912 0.2539 0.0993 0.1549 0.1728

' Q
_ E:'}etiapine high dose vs low dose - 0.8502 0.7891 0.4030 0.3611 0.1335 0.1080
m "~ , R — —

Table 5b

BPRS positive symptom cluster score - least—squaresrmean change from
baseline (OC) - Trial 0008 : ' S .

Treatment week
Baseline  Week 1 Week 2 Week 3 Week 4 Week 5 Week 6

N mean n mean n ‘meén N _mean .n mean N mean n mean

Quen'apinehigh dose 94 361 94 029 80 -062 70 -1.02 61 -1.06 52 -1.13 49 .10
g "‘%ﬁapine lowdose 92 363 92 -024 g5 -048 69 -080 55 -0.87 46 .0.84 39 -0.96
(\ _/ebo 94 352 94 -023 81 -041 60 -087 50 -0.78 44 -066 41 -p.70
W 2sided p-values for pairwise comparisons ] ‘ ' _

glg‘?}{?ﬁapine high dose vs Placebo 0.5904 02036  0.4073 0.1603 0.0384 0.0302
ggueﬁapine low dose vs Placebo 0.9118 0.6656  0.7211 0.6277 0.4335 0.3067

;;f’%gﬂgh dose vs lowdose  0.6694 0.3831 0.2170 0.3459 0.2027  0.2847

S
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| TABLE 6a
()

PANSS Negative Scale score - least-squares mean change from baseline
‘. ~_(LOCF) - Trial 0008 B

Treatment week -
Baseline Week 1 Week 2 Week3 - Week 4 Week 5§ Week 6
N mean n mean n mean n mean n mean n mean n mean

F‘Treatment groups . -
Duehapme highdose 38 2747 38 -121 33 025 38

DUEtlapmelowdose 38 2550 38 -0.01 38 -0.91 38 -153 38 -2.32 38 239 38 -2.86

g!gcebo 87 2443 37 0.02 37 036 37 096 37 -1.33 37 -154 37 -1.88
2-slded p-values for pairwise comparisons ) ’

&ebapme high dose vs Placebo 0.2313 0.0369

Ietiapine low dose vs Placebe 0.9797 0.2998
w:gh dose vs low dose 0.2358 0.2738
ANSS Negative Scale data were collected at Europ

-2.97 38 .-3.68 a8 -3.83 38 -4.39

0.1322 0.0966 0.1013 0.1047
0.6632 04736 0.5538 0.5186

0.2742 0.3299 0.2826 0.3149
ean sites only. : ' -

TABLE 6b

PANSS Negative Scale score - Ieast—squares mean change from baseline:
(OC) - Trial 0008 : A : : :

. Treatment week
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 -
N_mean n mean n mean n mean N_mean n mean n. mean

’ etjaplne highdose 38 2747 388 402 29 .4gg 16 -4.38
u%uapxne lowdose 88 2550 38 277 833 289 3 5.02 28 520 25 212 22 57

ebo 37 2443 37 245 32 472 2o 513 .19 478 17 -1.94 15 -2.48
io-sided p-values for pairwise comparisons

1et|apme high dose vs Placebo 0.0641 0.0272

%uetlapme low dose vs Placebo "0.56350 0.3648 0.9153 0.7575 0.8930 0.9561
+ Quetiapine high dose vs low dose 0.2035 0.1343 . 0.5354 0.8256 0.1556
&ANSS Negative Seale data were collected at Eurepean sites only.

26 -563 22 -5.49 17 -4.06

0.6484 0.6300 - 0.1550 0.2671

0.2478
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TABLE 7a’

{ SANS summary score - least-squares mean change from baseline (LOCF) -

R Trial 0008 ‘

-~ _ Treatment week
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
n mean n mean n mean N mean n mean n- mean RN mean

e iopine high dose 55 1576 54 -0.28 55 -067 55 -1.00 55 -1.41 55 -1.53 85 -1.65
Eionelowdose 51 1582 50 007 61 020 51 014 & -011 51 027 51 027
acebo 56 1450 55 -0.7 56 -031 56 003 56 005 56 -0.09 56 -0.14

08957 05210 00787 00198 00220 ~ 0.0210

.uehaplne high dose vs Placebo
etnaplne low dose vs Placebo 0.6543 0.3750 0.8605 - 0.7982 0.5766 0.5381

B uétaapme high dose vs low dose 0.5618 0.1283 0.0528 0.0407 0.0051 0.0041
%Ns data were collected at US sites only. '

TABLE 7b.

-SANS summary score - Ieast—squarés mean change from baseline (OC) -

Trial 0008
' Treatment week .
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 _Week 6
('/ N n mean n mean h mean N mean N mean n mean n_mean
LA L Treatment groups
' 33 -3.52

iQuehapmeh;gh dose 55 1576 54 -0.20 47 -1.01 44 -1.62 38 -237 35 -2.77
Queﬁapinelowdose 51 15.82 50 0.20 46 009 36 -0.82 27 -1.42 30 -0.62 18 -0.94

4,
Eﬁ cebo . 56 1450 55 -0.18 47 -042 35 -052 81 -0.86 87 -0.50 26 -093
2-srded p-values for pairwise comparisons 7 ‘
) “eUapme high dose vs Placebo 0.9741 0.3383 0.1011 0.0114 0.0079 0.0082
QUehapme low dose vs Placebo 0.4926 0.5934 0.6723 0.2100 0.8981 0.9981

QUe'uapme high dose vs low dose 0.4679 0.1309 0.2192 0.2390 0.0220 0.0180

R vy

SA?NS data were collected at US sites only.
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FIGURE 1

BPRS total score — mean change from baseline for patients withdrawing by
~ trial week — Trial 0008
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Figure 3

(/j BPRS positive symptom cluster score — mean change from baseline for
B ‘ patients withdrawing by trial week — Trial 0008
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e ‘ FIGURE 4

(\-. ,/> SANS 'summary Score — mean change from baseline for patients
~ ~withdrawing by trial week — Trial 0008
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TABLE 8

\ Psychiatric history and baseline characteristics

- SEROQUEL Placebo
, (n = 54) (n = 55)
(q'ﬁar?osiS* (n (%))
/#¥: chronic undifferentiated 27 (50) 25 (45)
Chronic paranoid 19 (35) 20 (36)
" Other 8 (15) 10 (18)
jo'at first treatment (mean (sd)) 22 (6) 22 (5)
:!of hospitalisations# (n (%)) '
<8 26(58) 16 (36)
>8 19 (42) 29 (64)
Unknown 9 | 10 ‘
-‘.‘"ﬁ%jchlatric efficacy measures or variables (n'1ean (sd))
" BPRS total score 56 (8) 54 (7)
" CGI Severity of lllness score?® 5.0 (0.9) 4.6 (0.8)
: SANS summary score‘ 14 (3) 14 (4)
j@;éﬁ:rologic assessments (n(%))
. Simpson total score .
) .10 14 (26) 16 (32)
i 11 11 (21) 4 (8)
,\’ ) : 12 o 10 (19) 6(12)
e 13+ ) 18 (34) 24 (48)
AIMS total score .
0 22 (42) 26 (50)
1 4 (8) 3 (8)
2 4 (8) 2 (4)
o 3+ 23 (43) 21 (40)
*all diagnoses assume acute exacerbation of schizophrenia ’ -
#p = 0.03 - o
i Summary of sex, age, weight and race ) .
- SERCQUEL Placebo
(n = 54) (n =.55)
“age - yr (mean (sd)) 36 (9) 37 (8)
Sex (n(%)) _
wo Males 48 (89) 50 (91)
Females 6 (11) 5(9)
Race (n(%))
( ) White (Caucasian) 32 (59) 34 (62)
N\ = Non-white 22 (41) 21 (38)
‘Weight - kg (mean (sd))
Males 77 (18) 80 (15)
" Females 77 (20) 87 (14)
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TABLE 9

Disposition' of randomized patients - Trial 0006

‘Disposition Quetiapine Placebo
n (%) n (%)

' .E)tfal number randomized 54 (100) 55 (100) .
.,"l"otal number completed 28 (52) 22* (40)
Total number withdrawn 26 (48) 33 (60)

" Adverse clinical or lab 2@ 2 (6)

M experience ,

# Protocol violation 1 (4) _ 0 -

* Treatment failure ' 16 (62) - 27 (82)
‘ éubject withdrew consent 5(19) » 39
" Other . 2 (8) 1(3)

+* Patient 004/00406 withdrewfrom the trial at Trial Day 40. Efficacy data obtained at this time were
included with Trial Day 42 data for the placebo group (n=23 at Day 42). However, this patient was not
considered to have completed the trial.
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TABLE 10a

BPRS total score - least-squares mean change from baseline (LOCF) -
Trial 0006 K

: Treatment week v
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
N mean n mean n mean n mean n mean n mean. n - mean
'l. Treatment groups
'_-'Quetiapine 53 5579 53 -3.18 53 555 53 -7.00 53 -8.44 53 -866 53 -8.08

" Placebo 53 5409 53 -0.73 53 :0.47 53 203 53 -1.78 53 -125 53 213

ll. 2-sided p-values for pairwise comparisons N

Quetiapine vs. Placebo -0.2023 0.0508 0.0888 ~  0.0224 0.0186 0.0694
TABLE 10b

BPRS total score - least-squares mean change from baseline (0C) -

TN - Trial 6006
' Treatment week

Baseline ~ Week1  Week2  Week3  Week4  Week5  Week6
N_mean n mean N _me€an n mean- n mean n mean n mean

i:’Treatment groups

Quetiapine 53 5579 53 351 46 -7.35 41 -11.80 35 -13.11 32 -14.64 28 -15.64

Placebo 53 54.09 53 -0.83 47 -2.61 39 -943 30 -11.91 27 -13.17 23 -13.85
il!.'!-sided p-values for pairwise comparisons .
Guetiapine vs. Placebo 01648 00856 03572 06045  0.6296 0.9510
e
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TABLE lla

‘q CaGl Severity of iliness score - least-squares mean change from baseline s 5 ;
: (LOCF) - Trial 0006 : ]
T Treatment week i
éfa ' Baseline Week 1 Week 2 'Week 3 Week 4 Week 5 Week 6
%g ; N_Mean n mean n mean N mean n J m_e.an N mean n mean

l.:-:.Treatment groups : ‘ : o
tdﬁetiapine 53 496 53 0.08 53 -p.07 53 -0.30 53 028 53 .0.30 53 -0.22

Placebo °3 464 53 015 53 029 53 Qo4 53 028 53 028 53 Qo3

i1, 2.sided p-values for pairwise comparisons ‘

5ﬁetiapine Vs. Placebo 04776 0.0770 0.0192 0.0122 0.0191 0.0693
TABLE 11b

CGl Severity of liiness Score - least-squares mean change from baseline

(OC) - Trial 0006

 —

B Treatment week

Baseline  Week1  week 2 Week3  Week4  weeks Week6
N_Mean n mean n mean N_Mmean n mean n mean N mean

: .-’".l.Treatment groups '

IA",,”QUgﬁapine 53 496 53 001 46 -0.32 41 -072 35 -0.74 32 -0.86 28 -0.65

i /.EbO 53 464 53 013 47 0.4 3% -024 3g -0.88 27 067 23 -0.72
~deSided P-values for pairwise comparisons .
QUEﬁapine vs. Placebo 0.4003 0.0592 0.0269 0.4367 0.4981 0.8410
\ -
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(q TABLE 12a

BPRS positive symptom cluster score - least-squares mean change from
baseline (LOCF) - Trial 0006

Treatment week :
Baseline  Week 1 Week 2 Week3 -Week4 Week 5 Week 6
N_mean n mean N mean n mean n mean n mean n
°’I’reatment groups :

Quetiapine  * 583 4.32 53 -0.34 53 -065 53 -0.73 53 -0.86 53 -089 53 -0.89
p
l

mean

lacebo 53 403 53 -0.13 53 -021 53 -0.30 53 -0.22 53 -019 53 -0.33
|, 2-sided p-values for pairwise comparisons
Quetlaplne vs, Placebo 0.2236 0.0470 0.0704 0.0038 0.0030 0.0557
TABLE 12b :
BPRS posmve symptom cluster score - least-squares mean change from
o baseline (OC) - Trial 0006 '
, T Treatment week

Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
N _mean n meanh N mean n mean n mean n

mean n mean
"“thent groups I
v /lpine §3 432 53 -0.37 46 -0.76 41 -1.12 35 -1.33 32 -134 28 -1.10
'F’laCebo 53 4.083 53 -0.15 47 -0.33 39 -0.88 30 -0.90 27 -098 23 -1.15
" 2-sided p-values for pairwise comparisons ! : '
k, Quetlapme vs. Placebo 0.2115 0.0547 0.2968 0.1183 0.2328 0.8892

Appecsrs This Way
On Original



TABLE 13a
TABLE 3.29 SANS Summary score - least-squares mean change from baseline (LOCF) -
B Trial 0006 ' ;
B Treatment week
j Baseline  Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
5{' n mean n mean n mean n _mean n mean n mean n mean
L, Treatment groups v
f(?uetiapine 51 14.06 49 -0.05 5 013 51 .057 51 -0.87 51 105 51 -1.04
j’?lfcebo ‘ 51 1396 50 057 51 092 51 08 51 070 51 062 51 058
_ ';[2_2-sided p-values for pairwise comparisons
-';Qlatiapine vs. Placebo 0.2449 0.1153 0.0437 0.0240 0.0299 0.0519
TABLE 13b
SANS summary score - least-squares mean change from baseline (OC) -
Trial 0006
- Treatment week :
) \% Béseline ‘Week 1 Week 2 Week 3 Week 4 Week5  Weeks
{ )g; ) N _mean n mean n mean n mean N mean n mean n mean
R f, Treatment groups _ ' ;
'du'et!'aplne 51 14.06 49 -0.04 45 -0.15 ’38 085 27 -075 31 -1.14 28 -0.88
Placebo 51 1396 50 062 44 O0ug 84 -065 24 140 26 -135 23 -1.40
ff; 2-sided p-values for pairwise comparisons
}buéﬁapine vs. Placebo 0.2084 0.3766  0.8116 0.5172 0.8189 - 0.6783
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FIGURE 5

BPRS total score ~ mean change from baseline for patients withdrawing by
trial week — Trial 0006
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FIGURE 6

CGl Severity of lliness score — mean change from baseline for patients

withdrawing by trial week ~ Trial 0006
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Change from Baseline

FIGURE 7

BPRS positive symptom cluster score ~ mean change from baseline for
patients withdrawing by trial week — Trial 0006
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FIGURE 8

SANS summary score ~ mean change from baseline for patients
withdrawing by trial week — Trial 0006 :
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TABLE 14 7
\. Baseline efficacy and neurologic assessments*

- Treatment group -
- SEROQUEL Haloperidol Placebo

75mg 150mg 300mg 600mg 750mg
n=52) (hn=48) (n=51) (h=51 (=54 (n=50) (nh=51)

p;yd\. ., latric efficacy
viriables, mean (sd)

L4 (11)  47(10) 45(11)  44(11) 46(11)  44(9)  45(9)
49(09) 50(09) 51(09) 49(08 5008 5008 4908

15(4) 15(3) 140 14 16 158 44

22(44) 16(35) 20(41) 17(35) 14(29) 17(35)  19(38)
6(12) 7(15) 4(8  8(18) 6(12) 9 (18) 5 (10)
5(100 7(15)  4(8) . 4(8) - 4(8) 6 (12) 5 (10)

17(34) 16(35) 21(48) 20(41) 25(51) 17(385) 21 (42)

30(58) 20(42) 27(53) 26(51) 25(49) 23(46) 28 (55)

4(8) 6(18) ~5(10) 2(4)  2(4) 2(4) 4(8)
2 2(4  3(6) 3(6) 2(4) 4(8) 5 (10) 5(10)
> — St 16(31) 19(40) 16(31) 21(41) 20 (39) 20 (40) 14 (28)

'ﬂhvanable since not all data were available for every ‘patient.

inm .

Summary of sex, age, weight, and race

Treatment group

SEROQUEL Haloperido!- . Placebo
Characteristic 75mg 150mg . 300mg  600mg 750 mg
o (n=53) (n=48) (n=52) (n=51) (n=54) (=52 (n=51)
8ex, n (%) ' S : .
Men - 39(74) 39(81) 37(71) 38(75 38(70)  42(81) 41 (80)
Women -14(26) 9(19) 15(29) 13(25) 16(30) 10(19) 10 (20)
Age (y), mean (sd) 37(10) 38(9) 388(9) 39(8) 35(10) 37(10) 36(8)
Weight (kg), mean (sd) - o
Men . 79(16) 80(18) 86(18) B83(17) 80(14)  82(16) 83 (16)
Women 75(1) 71(20) 68(10) 75(22) 75(16) 74(25) 68 (15)
Race, n (%)
N White 36 (68) 36 (75)  36(69) - 86 (71) 88(70) 37 (71) 35 (69)

K\/ " Non-white 1732 12(25) 16(31) 15(30) 16(30) - 15(29) 16 (32)



TABLE 15

Disposition of randomized patients - Trial 0013

: "Quetiapine Placebo Haloperidol
.Disposition 76mg 150mg 300mg 600mg 750 mg
: n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Total number randomized 53 (100) 48 (100) 52 (100) 51 (100) 54 (100) 51 (100) 52 (100)
;Total number completed 17 (32)  21(44) 24 (46) 27(63) 26(48) 16 (31) 18 (35)
“Total number withdrawn 36 (68) 27 (56) 28 (54) 24 (47) 28(s52) 35(69)  34(65)
~ Lack of efficacy 27(75) 23(85) 22(79) 16(67) 19(68) 30 (86) 17 (50)
. Refused to continue/ 8(22) 4(15) 5(18) 7(29) 6 (21) 3(9). 13 (38)
lost to follow-up
{\dverse experience/ 0 0 0 0 1(4) 2-(6) 4 (12)
) intercurrent ifiness :
i, Protocel noncompliance 1 (3) 0 1@ 1@ .. 2@ 0 0
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BFHS total score - least-squares mean change from baseline (LOCF) -
Trial 0013 TABLE 16a

Treatment week

Baseline Week 1 \Week2 Week3 - Week4 Week 5 Week 6
N _mean N mean nh mean n mean n meah N mean n mean

N, Treatment groups
,z'nueﬁapine 75mg 52 4571 52 -362 52 -356 52 243 52 -1.91 52 288 52 -204
R 150mg 48 47.15 48 383 48 -658 48 -677 48 799 48 -866 48 -8.67
= 800mg 51 4529 51 411 51 707 51 867 51 -964 51 -9.04 51 -g.59
600mg 51 4345 51 -394 51 579 51 -672 51 731 51 -692 51 -7.68
) 750mg 53 4572 53 327 53 465 53 -7.22 53 755 53 -608 53 -6.33
lacebo 51 4531 51 223 51 002 51 105 5 147 5 176 61 171
: Haloperidol 12 mg 50 4400 50 460 50 -860 50 -852 50 -7.53 50 -8.32 50 .7.58

. P-values for pairwise comparisons from Dunnett’s test : :
£Qtp 75 mg vs Placebo 0.9301 0.4162 0.6119 0.6620 0.4103 0.5041

Qip 150 mg vs Placebo » ' 0.8909 0.0294 - 0.0148 0.0038 0.0010 0.0021
Qtp 300 mg vs Placebo 0.8039 0.0143 0.0010 0.0003 0.0005 0.0019 .
+ Qip 600 mg.vs Placebo ' 0.8562 0.0632 0.0132 0.0074 0.0076 0.0057
1 Qtp 750 mg vs Placebo 0.9783 .  0.1800 0.0065 0.0050 0.0180 0.0224

Hpl 12 mg vs Placebo 0.2360 0.0004 0.0003 0.0014 -0.0003 0.0016

* Qtp 300 mg* vs Hpl 12 mg 0.9994 0.9534 1.0000 0.8952 - 0.9991 0.9967
* Wi, 95% Confidence Interval: Diff (LCL, ucL) :
Qtp 300 mg* vs Hpl 12 mg 0.49 1.53 -0.15 - =21 -0.72 ~1.01

(45, +55) (4.5 47.6) (67, +64) (89 +47) (7.7, +62) (83+6.3)

*Best quetiapine dose overall. ‘
Diff=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg), LCL=lower 95% confidence limit,
UCL=upper 85% confidence limit. ST -

//wgtp=0uetiapine, Hpl=Haloperidol. TABLE 16b »
( BPRS total score - least-squares mean change from baseline (OC) -
S ,. Trial 0013 '

-~ Treatment week

Baseline Week 1 - Week 2 -Week 3 Week 4 Week5 = Week6
N mean n mean Nh mean N mean N mean ‘N mean h  mean

I. Treatment groups

Quetiapine 75 mg 52 4571 52 -3.62 46 501 25 -10.16 22 -10.58 17 -14.87 16 -14.24
150 mg 48 4715 48 -3.83 46 -7.09 37 922 25 1479 23 -1646 21 -16.75
300 mg 51 4529 51 -411 49 737 40 -11.26 32 -16.90 29 -16.01 24 -17.64
600 mg ' 51 4345 51 -394 42 732 35 992 30 -1494 29 - 3.84 27 -16.53
750 mg ' 53 4572 53 327 48 463 36 -11.15 31 -1372 30 -11.14 20 -12.72
Placebo ' ) 51 4531 51 223 46 -081 30 203 26 386 21 -375 17 -7.08
Haloperidd! 12 mg B0 44.00 50 -4.60 45 843 35 1175 24 -1556 19 -17.74 18 -17.11
II. P-values for palrwise comparisons from Dunnett's test , _ {
Qip 75 mg vs Placebo 0.9301 0.3441 0.0448 " 0.1765 0.0250 0.3804
Qtp 150.mg vs Placebo 0.8909 0.0608 0.0531 0.0048  0.0034 0.1056
Qtp 300 mg vs Placebo ' © 0.8039 0.0412 0.0058 10.0002 0.0028 0.0556
Qtp 600 mg vs Placebo 0.8562 0.0558 0.0306 0.0025 0.0194 0.0913
Qtp 750 mg vs Placebo 0.9783 0.4270 0.0083 0.0081 0.1284 0.4788
Hpl 12 mg vs Placebo 0.2360 0.06010 0.0014 0.0009 0.0007 0.0364
Qtp 300 mg* vs Hpl 12 mg 0.9994 0.8752 0.8999 0.9907 0.9827 1.0000
™\ . 95% Confidence Interval: Diff (LCL, UCL) _
\__/ U800 mg* vs Hpl 12 mg 0.49 2.07 0.50 -1.34 1.72 -0.53

(4.5, +55) (4.2, +8.4) (6.4, +7.4) (9.3, +6.6) (7.4, +108) (11.1, +10.1

*Best quetiapine dose overall. ‘
Dift=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg),
LCL=lower 95% confidence limit, UCL=upper 95% confidence limit.
Qtp=Quetiapine, Hpl=Haloperidol.




' cal Severity of lliness score - least-squares mean change from baselme
__(LOCF) - Trial 0013 TABLE 17a

- - “Treatment week
Baseline Week 1 Week 2 Week 3 Week4- Weeks Week 6
m N mean n mean N mean n mean h mean nh meanh n mean
|, 'n-eatment groups . : -
Quenapme 75 mg 52 490 52 -020 52 -028 52 -0.18 52 -005 52 -0.13 52 -0.15
150 mg. 48 500 48 -041 48 -0.18 48 -0.31 48 '-0.32 48 -045 48 -0.49
300 mg . 51 508 51 -028 5t 048 51 -064 51 -069 51 -078 51 -0.69
800 mg’ 51 488 51 -0.03 51 -033 51 -045 51 -052 51 -046 51 -0.46
750 mg 54 500. 54 -017 54 -029 54 -049 54 -060 54 -054 54 -0.46
: 51 492 51 -007 51 010 51 023 51 022 51 025 51 025
Halopendol 12mg 50 502 50 -0.36 50 -0.62° .50 -0.64 50 -0.62 50 -0.71 50 -0.69
-,_ll. Pvalues for pairwise comparisons from Dunnett's test :
{Gitp 75 mg vs Placebo 0.8494 0.1271 0.1348 0.5034 0.2321 0.2215
_Qtp 150 mg.vs Placebo 0.9991 0.3803 0.0304 = 0.03311 0.0045 0.0038
Qtp 300 mg vs Placebo 0.4219 0.0056 0.0001 <0.0001 <0.0001 0.0001
Qtp 600 mg vs Placebo 0.9987 0.0625 0.0030 0.0013 0.0030 0.0049
Qtp 750 mg vs Placebs 0.9205 0.1039 0.0011 0.0002 0.0007 0.0042
le 12 mg vs Placebo 0.0468 0.0001 0.0001 0.0001 - 0.0001 0.0001
Qtp 300 mg* vs Hpl 12 mg 0.9805 0.8894 1.0000 0.9957 . .1.0000 1.0000
I1l. 85% Confidence Interval: Ditf {LCL, UCL)
Qtp 300 mg* vs Hpl 12mg 0.07 0.14 0 -0.07 -0.02 0

(03, +0.4) (-0.3, +0.6) (0.5, +0.5) (-0.6, +0.4) (-0.6, +0.5) (0.6, +0.6)

*Best quetiapine dose overall.
Ditf=difference between ireatments (Quetiapine 300 mg - Haloperidol 12 mg),

P LCL=lower 95% confidence limit, UCL=upper 95% confidence Ii_mit.
(‘ > ?tp=0uetnaplne, le=Halopendol. TABLE 17b .
CGl Severity of liness score - least-squares mean change from baseline
be: (OC) - Trial 0013
-_ ' Treatment week

Baseline Week 1 Week 2 Week3  Week 4 Week 5 Week 6
n mean h mean N mean n megan N mean N mean N mean’

F T roatment groups

aetaplne 75 mg 52 490 52 -020 47 037 25 -079 22 -062 17 -1.03 16 -1.03
e 150 mg 48 500 48 -0.11 46 -023 37 -051 25 -074 23 -095 21 -1.10
300 mg 51" 508 51 -0.28 48 049 41 070 32 -1.02 29 -1.06 24 -1.21
600mg 51 488 51 -0.03 42 049 35 -0.79 30 -1.16 29 -1.14 27 -1.19
750 mg 54 500 54 -017 48 035 36 -067 31 -083 30 078 29 -0.75
: 51 492 51 -007 46 004 30 -004 26 -021 22 -0.13 17 -0.34
i éoperldol i2mg 50 502 50 -0.36 45 -0.67 36 -0.82 24 -1.07 20 -1.35 18 -1.35
[+ p-values for pairwise comparisons from Dunnett’s test
Qtp 75 mg vs Placebo . 0.8494 0.1052 0.0173 0.4179 0.0143 -~ 0.1957
Qtp 150 mg vs Placebo - 0.9991 0.4403 0.1642 0.1705 0.0159 0.0990
otp 300 mg vs Placebo - 0.4219 0.0173 0.0166 0.0060 0.0024 0.0357
Qtp 600 mg vs Placebo 0.9987 0.0219 0.0075 0.0011 0.0009 0.0381 .
FQtp 750 mg vs Placebo . © 0.9205 0.1341 0.0332 0.0203 0.0559 0.5341
#Hpl 12 mg vs Placebo 0.0468 0.0002 0.0015 0.0026 0.0001 0.0066
( \'\' p 300 mg* vs Hpl 12 mg 0.9805 0.7658 0.9808 0.9998 0.7048 0.9896
N4 ; 95% Confidence Interval: Diff (LCL, UCL) . 7
Qtp 300 mg* vs Hpl 12mg 0.07 0.18 0.11 0.05 0.29 0.14

(0.3, +0.4) (-0.3, +0.6) (-0.4, +0.7) (0.6, +0.7) (0.4, +1.0) (0.7, +1.0)

*Best quetiapine dose overall.
Diff=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg), LCL=lower 95% confidence limit,

 UCL=upper 95% confidence fimit.
Z.Qtp=Quetiapine, Hpl=Haloperidol.



' : ABLE 18a K
- BPRS positive symptom ciruster score - least-squares mean change from
baseline (LOCF) - Trial 0013 ' : :

Treatment week

Baseline  Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
n mean n mean n mean n mean . n mean n mean n mean

_ i Treatment groups

"Quetiapine 75 mg 52 384 52 035 52 .046 52 028 52 -029 52 .034 52 -0.38
e 150 mg 48 385 48 -027 48 -052 48 -0.57 48 -068 48 -0.70 48 -0.74
300 mg 51 377 51 031 51 071 51 084 51 -093 51 -0.81 51 -0.87
600 mg 51 354 51 -038 51 -054 51 077 51 -076 51 -070 51 -0.73
{ 750 mg 53 363 53 082 53 -047 53 .0.72 53 -068 53 -060 53 -058
‘,'fé,"gcebo - 81 374 51 024 51 020 51 -0.07 51 005 51 -0.02 51 005
?ij;]operidol 12mg 50 363 50 039 50 -0.74 50 -081 50 -0.72 50 -0.80 50 -0.74
Al. 2-sided p-values for pairwise comparisons
gtp 75 mg vs Placebo 0.9521 0.5886 0.8062 0.7417 0.5157 0.2446
Qtp 150 mg vs Placebo 0.9998 0.4064 0.1164 0.0318 0.0216 0.0061
Qtp 300 mg vs Placebo 0.9313 0.0553 0.0035 _ 0.0007 0.0040 0.0007
Qtp 600 mg vs Placebo 0.8678 0.8353 0.0095 0.0100 0.0177 0.0064 -
Qtp 750 mg vs Placebo 0.9896 0.5170 0.0178 0.0264 0.0564 0.0379
Hpl 12 mg vs Placebo ’ 0.3875 0.0091 0.0013 0.0045 0.0011 0.0013
Qtp 300 mg* vs Hpl 12 mg 0.9901 0.9999 1.0000 0.8072 1.0000 0.9741
. 95% Confidence Interval: Diff (LCL, ucL)
Qip 300 mg* vs Hpl 12 mg ) 0.07 0.03 -0.03 0.22 -0.01 -0.13

(03, +0.5) (0.5 +0.6) (0.6, +0.5) (0.8 +0.4) (0.6, +0.6) (07, +0.5)

#Best quetiapine dose overall. \
Difi=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg), LCL=lower 95% confidence limit;
_-UCL=upper 95% confidence limit. ’ i
(" )=Quetiapine, Hpl=Haloperidol. TABLE 18b
o BPRS positive symptom cluster score - least-squares mean change from
baseline (OC) - Trial 0013 C

Treatment week

Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
Nn _Mean N mean N mean n mean n ‘mean n mean n mean

L Treatment groups

Quetiapine 75 mg 52 384 52 -035 46 -055 25 095 22 -1.02 17 -1.48 16 -1.52
150mg ° 48 895 48 -027 46 055 87 075 95 103 23 -1.06 21 -1.08
300 mg. 51877 51 -081 49 071 40 -1.00 32 -1.45 29 420 o4 -1.61
600 mg 51 854 51 -038 42 062 35 111 30 -1.43 29 -1.30 27 - -1 39
-750 mg 53 3.63 53 -032 48 046 36 -1.01 31 -1.07 30 -0.96 29 -0.99
Placebo 51 874 51 -024 46 027 30 -037 26 -052 21 -0.60 17 -0.68
Haloperidol 12 mg S0 363 50 -089 45 076 35 -1.03 24 142 19 -1.43 18 -1.42
Il 2-sided p-values for pairwise comparisons )
Qtp 75 mg vs Placebo 09521 - 0.5033 0.2114 0.4232 0.0994 0.1651
Qtp 150 mg vs Placebo 0.9998 0.5995 0.5016 0.3772 0.5758 0.7331
Qip.300 mg vs Placebo 0.9913  0.1626 0.0850 0.0121 0.2416 0.0647
Qtp 600 mg vs Placebo 0.8678 0.3986 0.0393 0.0160 0.1560 0.2012
Qtp 750 mg vs Placebo : 0.9896 0.8587  0.0885  0.2584 0.7296 0.8452
Hpl 12 mg vs Placebo 0.3875 0.0292 0.0237 0.0809 0.0385 0.0859
Qtp 300 mg* vs Hpl 12 mg 0.9901 0.9994 1.0000 - 0.7303 0.9605 0.9791
“ UL 95% Confidence Interval: Diff (LCL, UCL)
[ 300 mg* vs Hpl 12 mg 0.07 0.05 0.03 -0.32 0.21 0.19

N (03, +05) (05 +0.6) (0.6, +0.7) (1.1, +05) (07, +1.1) (1.2, +0.8)

"Best quetiapine dose overall ,
t=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg), LCL=lower 95% confidence limit,
Cl=upper 95% confidence limit.

P=Quetiapine, Hpl=Haloperidol.



SANS Summary score - least-squares mean change from baseline (LOCF) -

N . | Trial 0013 TARIE 10a
- Treatment week
e '7 Baseline Week 1 Week 2 Week 3 Week 4- Week 5 Week 6
B n mean n mean n mean n mean n mean n mean n mean
mﬁmatment groups S
. iCuetiapine  75mg 46 1459 45 010 48 045 46 017 46 032 46 040 46 -0.62°
’ 150 mg 45 1473 44 027 45 050 45 072 45 .042 a5 -0.85 45 .0.78
B 300 mg 49 1424 49 046 49 .4 53 43 192 49 167 48 147 49 .156
600 mg 43 1435 48 -0.11 48 046 49 -1.06 49 -1.23 43 -0.88 49 .0.98
i 750 mg 48 1546 47 -0.18 47 041 47 082 47 -084 48 -057 48 -0.50
Placebo . 50 13.88 50 082 50 068 50 - 083 50 080 50 1 12 50 0.76
__Haloperidol 12mg 50 1472 47 -084 50 -1.77 50 179 50 -1.60 50 -1.75 50 -1.83
Il. P-values for pairwise comparisons from Dunnety's test '
Qtp 75 mg vs Placebo 0.3107 0.2707 0.3627 0.3604 0.1155 0.2068
Qip-150 mg'vs Placebo 0:.1702 | 0.2405 '0.0667 0.2855 0.0230 0.1371
Qtp 30_0mg vs Placebo 0.0667 0.0024 0.0001 0.0018 - 0.0009 0.0059
Qtp 600 mg vs Placebo '0.2798 0.2589  0.0131 0.0147 0.0168 0.0618
tp 750 mg vs Placebo 0.2253 0.3054 . 0.0407 0.0754 0.0599 0.2771
1pl 12 mg vs Placebo 0.0020 = 0.0001 0.0001 0.0006 0.0001 0.0003
;.)tp 300 mg* vs Hpl 12 mg 0.9301 0.9952 0.9998 1.0000 0.9932 0.9950
lll. 95% Confidence Interval: Dijf (LCL, uCL) '
Gtp 300 mg* vs Hpl 12 mg ' 0.38 0.24 -0.13 -0.07 0.28 0.27

(10.+17) (1.4, +1.8) (1.8, +1.5) (1.8, +1.7) (1.5, +2.0) (-1.5, +2.1)

. *Best quetiapine dose overall:~
Diff=difference between treatments (Quetiapine 300 mg - Haloperidol 12 mg), LCL=lower 95% confidence limit,
UCL=upper 95% confidence limit. :

v/K\QTp=Quetiapine, Mt et TABLE 19b -
[ \ SANS summary score - least-squares mean change from baseline (OC) -

Trial 0013

T s Treatment week
B ' Baseline ~ Week1  Week2  Week3  Weekd  Week5  Week 6
k2 n_Mean n_mean n mean n mean N mean n mean n  mean

I, Treatment groups

-Quetiapine . 75 mg - 46 146 45 -010 41 077 21 -152 18 208 14 -210 13 322
150 mg 45 147 44 027 41 -074 35 -1.28 25 -1.01 23 -215 21 -2.02
! 800mg . 49 142 49 046 47 153 38 289 82 -238 29 230 24 -3.14
600 mg 49 142 48 -011 40 -0.89 34 -1.64 29 -280 28 -205 27 -267
o - 750 mg " 48 155 47 -018 46 045 34 147 28 109 29 -082 27 -0.85
Placebo ... 50 139 50 082 42 038 27 068 23 054 19 129 16 -0.61
Haloperidol 12 rﬁg 50 147 50 -084 45 -198 34 255 23 237 19 -3.27 16 -3.48
ll P-values for pairwise comparléons from Dunnett’s test
Qtp 75 mg vs Placebo 0.3107 0.3162 0.0445 0.0518 0.0058 0.0672
Qtp 150 mg vs Placebo 0.1702 0.3345 0.0414 0.3081 0.0011 0.4248
Qtp 300 mg vs Placebo 0.0667 0.0186 0.0003 - 0.0047 0.0003 0.0317 .
Qtp 600 mg vs Placebo ) 0.2738 0.2323 0.0114 0.0012 0.0009 0.0956
Qtp 750 mg vs Placebo - 0.2253 0.5970 0.0217 0.2407 ‘ 0.0830 0.9989
Hpl 12 mg vs Placebo 0.0020 0.0007 0.0001 0.0047 0.0001 0.0100
Qip 300 mg* vs Hpl 12 mg 09301  0.9422 0.9995 1.0000 0.6690 0.9964
. lll.\95% Confidence Interval: Diff (LCL, UCL)
K /‘__.300 mg* vs Hpl 12 mg 0.38 0.44 0.16 -0.01 0.87 - 0.31
- 1.0, 417) (1.2, +21) (1.6 +1.9) (22, 422) -1.2,+32) (24, +2.7)

*Best quetiapine dose overall. .

Ditf=difference between treatments (Quetiapine 300 mg - Haloperidol 12'mg), LCL=lower 95% confidence limit,
UCL=upper 95% confidence limit. - g -
Qtb=Quetiapine, Hpl=Haloperido!.
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FIFURE 11

BPRS positive symptom cluster score — mean change from baseline for
patients withdrawing by trial week - Trial 0013

1
 L1Placebo
01 MWQtp 75mg
. | Matp 150mg}
-1 4 ‘| B Qtp 300mg
B Qtp 600mg
-2 4 2 Bl Qtp 750mg
¥ ':3 ElHp! 12mg
-3 4 v
W1 - W2 W3 w4 W5 W6  Final
Trial Week
FIGURE 12
SANS summary score — mean change from haseline for patients
withdrawing by trial week — Trial 0013
45 ¢+
@©
= 2.5 - F MPlacebo
9 % M Qtp 76mg
= 0.5 EQatp 150mg
S [ ‘ = Qtp 300mg
© .45 i ®Qtp 600mig
g . :%; EQtp 750mg
5 3.5 S-f OHp! 12mg
:
-5.5 +

W1 W2 W3 W4 W5 We _Final
Trial W eek



7 . TARLE 20
. Summary of baseline characteristics - Trial 0012

Quetiapine total daily dose & regimen

: 150 mg TID 225mg BID 25 mg BID
(n = 209) (n =.200) (n = 209)
(’/\ Age (yr)
L n 209 200 209
. mean 34 37 36
SD 9 11 11
“min 20 18 19
- max ‘ 64 64 65
‘Gender (n, %)
men : 128 (61) 135 (68) 146 (70)
i:Women : 81 (39) 65 (33) 63 (30)
%vleight (kg) v .
in 209 199 208
' Mean 75 74 74
SD ) 17 17 14
jmin | -‘ 43 44 47
“Max ' o 140 169 130
Race (n, %) ) '
Caucasian 195 (93) 191 (96) 201 (96)
Hfro-Caribbean . 6 (3) 3(2) 3(1)
;ﬁ}spanic . 2+1) 1(1) 0
_—_ riental 31 0 0
( \ ‘ 2 (1) 2 (1) 2(1)
.~/ Mixed/Undefined N 0 1(1) 3(1)
Other : _ 1(1) 2(1) 0
pﬁgnosis (m%)
&:Schizophrenia*
“Catatonic o 7 (3) 5 (3) 5 (2)
% Disorganized 31 (15) 27 (14) 40 (19)
¥ Paranoid 134 (64) 136 (68) 134 (64)
FUndifferentiated ' 37 (18) 32 (16) 30 (14)
207 199 209
24 26 26
7 9 8
10 7 12
50 60 58
23 (11) 10 (5) 26 (12)
100 (48) 107 (54) 103 (49)
41 (20) 49 (25) 38 (18)
16 (8) 14 (7) 24 (11)
9 (4) 6(3) 7(3)
19 (9) 10 (5) 10 (5)
1(0) 4@ 1(0)
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mﬁéhotlc medication response (n, %)

TABLE 20 -(cont)

11)
18 (9) 21 (1) 22 (
Ully responsive
liart)l,ally responsive 97 (46) 108 (52) _ 22 gg;
Poorly responsive 75 (36) (31) 13 (6)
Non responsnve 15 §7; §4; 6 (3)
1(0
isode
' selme BPRS total score# (mean, SD) 42.7 (10.4) 42,1 (10.7) 41.7 (10.0)
5 hne CGI Severity of lliness score (n, %)
Moderate 54 (26) 51(29) 62 (81).
" arked 87 (42) 92 (47) 85 (43)
£Severe 58 (28) 44 (23) 45 (23)
gMost severe 6@ 8 @
TABLE 21
Disposiﬁon of randomized patients - Trial 0012
leSPOSItIOH : Quetiapine total daily dose & regimen
; B 150mg TID  225mgBID 25 mg BID
v- i n (%) n (%) . n (%)
s Total number randomized 209 (100) 200 (100) 208 (100)
Total number completed 112 (54) 102 (51) 90 (43)
Total number withdrawn 97 (46) 98 (49) 119 (57)
%Lack of efficacy 64 (66) 60 (61) 80 (67)
§Refused to continue/ lost to follow-up 20 (21) 19-(19) 26 (22)
&srAdverse event/ intercurrent iliness 7(7) 12 (12) 7 (6)
o “ Protocol noncomphance 6 (6) 7(7) 6 (5)
ApPpears Thig Way
On Origing




TABLE - 22a

"BPRS total score -  least:aquarés mean ‘change from baseline’ (I-OCF) ‘n—m 0012 f.'»w R
Treatment week '

i1

o)

Baseline Week 1 Week 2 Week 3 Week 4 Week 5 -Week 6
n mean- n mean n mean h mean n mean n mean N mean
I. Treatment Groups . '
Quetiapine 225 mg BID 195 » 4214 195 374 195 -6.08 195  -7.79 195 -8.66 185 -9.485 195 -9.88
150 mg TID 204 4274 203 200 204 -436 204 -643 204 -7.09 204 -848 204 -859
25 mg BID 197 4168 197 -1.99 197 -8.18 197 -468 197 -475 197 6554 197 5.41.
1. 2-sided p-values for pairwise comparisons o )
225 mg BID vs 25 mg BID 0.0811 0.0239 0.0307 0.0100 0.0140 -0.0055
150 mg TID vs 25 mg BID 0.9926 . 0.3545 0.2184 - .0.1199 0.0636 0.0503
225 mg BID vs 150 mg TID 0.0804 0.1745 0.3395 0.2038 0.5274 0.3943
111. 95% confidence interval: Diff (LCL, UCL) P
225mg BID vs 150mg TID -1.74 -1.73 -1.36 -1.58 -1.00 -1.39

(-3.68, +0.21) (-4.22, +0.77)- (4'16 +1.43) (452 +1 37) (-4.12, +2]’1) -458 +1.81)
Diff=difference between treatments (225 mg BID - 150 mg TID), LCL=lower 95% confidenca limit, UCL=upper 95% confidence firmit

TABLE 22b

BPRS total score - Ieast-squares mean change from
baseline (OC) - Trial 0012

Treatment week

( > Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
n mean n mean n mean n mean n - mean n mean n mean
I.Tmatment Groups ‘
OUBhapme 225mgBID 195 4214 195 -410 180 -B.12 141 -1315 121 16.66 108 -19.33 103 -21.15
150mgTID 204 4274 203 238 177 -657 145 -1224 133 -14.67 122 -1836 114 -19.62
25mgBID 197 4168 197 -233 174 563 134 -1051 117 -1329 100 -1652 94 -17.21
2-slded p-values for pairwise comparisons ’
%mg BID vs 25mg BID - 0.0776 0.0487 0.0766 0.0323 0.0977 0.0273
i ) Mg TID vs 25 mg BID 0.9612 " 0.4561 0.2433 0.3672 0.2650 0.1682
u5‘\19 BID vs 150mg TID 0.0836 0.2181 0.5302 0.1908 05507 0.3667
.95% confidence interval: Diff (LCL, UCL)
BID vs 150mg TID -1.72 -1.55 -0.91 -1.99 -0.96 ‘ -1.53

(-3.67, 0.23)

(-4.02, +0.92) (-3.77, +1.94)

(-4.96, +0.99)

(413 +220) (-4.86, +-1.80)

\
§ "ele“Ce beWeBI 1 1 eatments (225 m o o
g BID 15 mgTID N LCL lOW&l 95/ COllfldelI I

k2

| Appears This Way
N, | | On Original -
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~TABLE 23a

CGi Severity of lllness score - grouped change from baseline (LOCF) -

Trial 0012 (continued)

Baseline

Treatment week

Week1  Week2 Week3 Week4  Week5 = Week6
- n (%) n (%) n (%) n (%) n {%) n (%) n (%)
15 Ided p-values for pairwise comparisons ‘
o BID vs. 25'mg BID 0.6130 0.1230  0.0790 ~ 0.0160  0.0070  0.0290
mg TID vs. 25 mg BID 0.2330 0.4140 0.1530 0.1800 0.3310 0.3440
g BID vs 150 mg TID 0.2260 0.4490 0.6520 0.0920 0.2140 0.4450

TABLE 23b

Fioderate=4, marked=>5, severe=6, and most severe=7.

CGiI Severity of lliness score - grouped change from baseline (OC) -

Trial 0012 (continued)

Baseline- Week 1

Treatment week

Week2 Week3 Weekd4 Week5
n (%) n (%)

n (%) n (%)

Week 6
n (%)

( } nE) __ n(®

2.slded p-values for pairwise comparisons

g BID vs. 25mg BID 0.5960
g TID vs. 25mg BID . 0.2230

0.1480  0.1560
0.5430  0.2110
0.5590  0.8790

0.0230 0.0170
0.0920 . 0.1530
0.1070  0.4300

0.1110
0.2860
0.8370

E;gws 150mgTID _ 0.2280

“oderate=4, marked= 5 severe=6, and most severe=7.




TABLE 24a

m ‘ BPRS positive symptom cluster score - least-squares mean change from
te baseline (LOCF) - Trial 0012

Treatment week

Week 1 Week 2 Week 3 Week 4 Week 5

Baseline Week 6
n mean n mean n mean n mean = n. mean n mean n mean
L Treatment groups ) )
Quetiapine 225mgBID 195 355 195 -0.37 -195 -063 195 079 195 086 195 092 195 .0.96
150mgTID 204 352 203 -023 204 -047 204 065 204 068 204 -081 204 -0.86
25mgBID . 197 347 197 025 197 -0.41 197 053 197 052 197 061 197 -0.62
il. 2-sided p-values for pairwise comparisons
25 mg BID vs 25 mg BID 0.1445 0.0286 0.0194 0.0054 0.0157 0.0090
150mg TiDvs 25 mg BID - 0.7700 0.5862 0.2711 0.1708 0.1063 0.0649
225 mg BID vs 150 mg TID 0.0780 0.0951 0.2054 0.1468 0.4066 0.4239
1.95% confidence interval: Diff (LCL, UCL) _
225 mg BID vs 150 mg TID ' -0,15 -0.17 -0.14 -0.17 -0.10 -0.10
— (-0.31, +0.02)  {-0.37,-+0.03) (-0.37,+0.08) (0.41, +0.06) (-0.35, +0:14) (-0.36, +0.15)
- Diff=difference between treatments (225 mg BID - 150 mg TID), LCL=lower 95% confidence limit,
CLl=upper 95% confidence limit
TABLE 24b
L,
()

. , 5
BPRS positive symptom cluster score - least—squares mean change from 1 3
baseline (OC) - Trial 0012 I ‘

Treatment week - ]
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
n mean n mean n mean n mean n mean n mean n mean i
]}aatment Groups _ 7 .
u:etaplne 225mgBID 185 355 195 .040 180 -0.78 141 -1.16 121 143 108 -1.64 103 -1.79
10mgTID 204 852 203 025 177 -062 145 -1.07 133 123 122 155 114 170
-1.49

256 mg BID 187 347 197 -027 174 -058 134 083 117 113 100 -1.42 94
'2-clded p-values for pairwise comparisons '

ﬁsxconfdence interval: Diff (LCL, UCL)
mg BID vs 150 mg TID -0.14 016 . -0.09 0.19 - -0.09

@mg BID vs 25 mg BID ' 0.1419 0.0532 0.0750 . 0.0339 0.1237 ' 0.0476
8 mg TID vs 25 mg BID 0.7932 0.7068 0.2737 0.4622 0.3529 (01722,
g BID vs 150 mg TID 0.0815 0.1176 0.4765 0.1460 0.5070 0.4994

-0.10
(031, +0.02) (-0.36, +0.04) (0.3, +0.15) (-0.45, +0.07) (:0.36, +0.18) . (-0.39, +0.19)

py{=difference between treatments (225 mg BID - 150 mg TID), LCL=Ilower 95% confidence limit,
UCL=upper 95% confidence limit -




TABLE 25a

SANS Summary score - least-

squares mean change from baseline (LOCF) -

Trial 0012
Treatment week
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6
.,é n mean n mean n  mean n mean n mean mean n . mean
Treatment Groups
pine 225 mg BID 189 1438 188 -052 189 -0.80 189 -1.15 189 -1.36 189 -1 B3 189 168
150mgTID 197 1469 194 014 197 -076 197 -1.05 197 132 197 . 130 197 -1.37
_ 25 mg BID 180 1438 188 -0.100 190 -039 190 -0.81 190 074 190 -081 190. -0.85
ed p-values for pairwise comparisons R ) '
mg BID vs 25 mg BID 0.0553 0:1382 0.2647 0.0698 0.0415 0.0216
TID vs 26 mg BID 0.8712 0.1764 0.4413 0.0828 0.1563 0.1425
mg BID vs 150 mg TID 0.0768 0.8854 0.7220 | 0.9237 0.6212 0.3929
% confidence interval Diff (LCL, UCL)
-0.38 -0.04 -0.11 -0.03 0.22 - -0.30

& mg BID vs 150 mg TID

(-0.81, +0.04) (-0.58, +0.50) (-0.71, +0.49) (-0.69, +0. 62) (-0.91, +0.46). (-1.00, +0.40)

TAB

LE 25b

EDiif=difference between treatments (225 mg BID - 150 mg TID), LCL—Iower 95% confidence limit,
EL 4L-upper 85% confidence limit

SANS summary score - least-squares mean change from baseline (OC) -
Trial 0012
Treatment week -
Baseline ‘Week 1 Week 2 Week 3 Week 4 Week 5 Week 8
n mean n - mean n  mean n mean n  mean N mean n - mean
Groups ‘
apine 225 mg BID 189 1438 188 059 176 -1.41 139 -1.89 119 -253 106 3.02 100 -3.56
i50 mg TID 187 1469 194 -0.21 171 119 138 229 127 -3.01 117 334 110 .3.73
25 mg BID 190 1438 188 -0.18 166 075 130 -1.76 116 -1.83 97 -2.66 93 2.75
.']ded p-values for pairwise comparisons
mg 'BID vs 25 mg BID 0.'0524 0.2034 0.6984 0.0724 0.3929 0.0591
TID vs 25 mg BID 0.8347 0.1276 0.1125 0.0023 0.0962 0.0212
mg BID vs 150 mg TiD 0.0807 0.7900 0.2195 0.2083 0.4121 0.6886
165% confidence interval: Diff (LCL, UCL)
" -0.38 0.08 0.40 0.48 0.33 0.17

7. m‘g BID vs 150 mg TID

(081, +0.05) (048, +063) (0.24, +1,05) (:0.27,+1.22) (046, +1.11) (0.65, 10.98)

@L =upper 95% confidence limit

ﬁmzdlﬁerence between treatments (225 mg BID - 150 mg TID), LCL=lower 95% confidence limit,

S
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FIGURE 13

BPRS total score — mean change from baseline for patients withdrawing by
trial week ~ Trial 0012
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FIGURE 15

BPRS positive symptom cluster score — mean change from baseline for

patients withdrawing by trial week — Trial 0012
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BPRS total score and CGl Severity of lliness score in relation to age

| TABLE 26

<40 years 40 to 64 years
Quetiapine Placebo Quetiapine " Placebo
n mcb+SD n mcbhiSD n mcb+SD n mch+SD
BPRS total score : ' '
il 148 -8.0£15.6 33 0.8+11.1 107 -4.8+15.3 18 2.6+12.5
86 -87+155 85 194165 17 694173 18  -8.6+158
'}:; 122 -7.1415.0 54 0.9+16.2 .64 -7.3114.8 40 -4.0+17.7
% Total 306 774153 122 1.1%150 188 584153 76  .3.5+165
II CGl Severity of lliness score : :
i Trial 13 149 . -04412 83  03+1.0 107 04409 18 04409
%Tﬂal 6 36 -0.4+1.2 35 . 0.5+1.5 17 -0.3+1.3 18 -0.2+1.7
¥ Tral 8 122 -05+12 54  0.0+1.2 65 -05+1.2 40  -0.2+1.4
Uﬁ’ta' 307 -0.4+1.2 122 0.241.2 - 189 -0.541.1 76 -0.1+1.2
fmcb=mean change from baseline.
:SD=standard deviation.
- Appears This Way

On Origing;



