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. 1 violati

® 42 pts. were considered to have major protocol violations. These 42,
together with the 4 patients whose surgery was canceled, were excluded
from the Efficacy Evaluable dataset. The proportion of patients with
major protocol violations per group, was similar (see computation

below) .

“ Frequency (Percent) of Dispositions by Dose “
DOLA®Mesyl Dose (mg)
All
Disposition PL Patients
25 S0 100 200

| {n=156] (ne159) (n=166] (n=154) {n=158) (9r793]
HHMOR VIOLATION 7 ( 5%) 6 ( 4%) 9 ( 5%) 11 ( 7%) 9 ( 6%) 42 ( SW)
NO SURGERY 0 0 0 0 4 ( 3%) 4 ( 1%)
EFFICACY EVALUABLE 149 (96%) 153 (96%) 157 (95%) 143 (93%) 145 (92%) 747 (94%)

e Also similar among the test groups, were the actual major violations,
especially the use of concomitant medications proscribed during the
trial. This information is summarized below.

e —

PL
Phenothiazines 1
Benzodiazepines 2 4 1 4 2
Dopamine Antagonist 1 1 3 1 2
pPropofol 2 3 1 2
Primary Efficacy Parameters 1 . 1 '
Mot Evaluated
Failure to Use & Narcotic
nusuqummunuhy-
Butyrophsnones

Nty surgery other then mafor |’
Jogioal . L
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This Table contains the summary statistics by dose and associated p-values.
There were no statistically significant differences for demographic and other
baseline characteristics. The study population was predominantly Caucasian,
757/793 (95.5%) and of ASA status I, 596/793 (75.2%). The median age was 44y;
the median weight was 66.0 Kg; and the median height was 163 cm. History of
PONV was reported in 257/793 (32.4%) and history of motion sickness was
reported in 146/793 (18.4%) of the patients.

IABLE 72
Study 73147-2-S-095 (Report S-95-0011-C)

Demographic and Baseline Characteristics
{ITT Population] .

- ——— —
IF DOLA¢Mesyl Dose (mg)
All
PL Patients
25 50 100 200
[n=15€1 { (1 .159] | (n=166] | [n=154) | (ne1ss) (n=793] | p-value*

Race

Black 0.6% 1.9% 0.0% 2.6% 0.6% 1.1%

white 94.9% 93.1% 95.8% 97.4% 96.2¢ 95.5% N.S.

Other 4.5% 5.0% 4.2¢ 0.0% 3.2¢ 3.4%
Age

Mean 43.7 43.3 42.4 43 .4 42.9 43.2 N.S.

Median 45.0 44.0 4.5 44.0 44.0 4.0
Bedight (cm)

Mean 163.3 162.5 163.7 163.0 163.0 163.0 N.S.
| Median 164.8 162.0 164.5 163.0 164.0 163.0
§ Hedight (Kq)

Mean 67.9 67.0 68.4 67.2 66.8 67.5 u.§.

Nedian 67.0 65.0 68.0 65.5 65.0 66.0
ASA _Status -

1 78.2% 73.6% 78.3% 73.4% 72.2¢

394 S 21.2¢% 25.8% 21.1¢ |- 26.6% 27.2%

1T : = 0.6% 0.6¢ o.6v |-
History of PRV """~ §  32.7% | 30.2¢ 1
ix: of Wotoa Blokisess [ ~-17.9v" |~ 22.0%

- . ] S = ke ... . L
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2) Jical H i Physical E {nati

There were no marked imbalances among the five test groups in medical history,
Pre-Tx and Post-Tx P.E.

3) ¢ . edi .

There were no statistically significant imbalances among Tx groups in doses of
medications used for pre-medication, induction, maintenance and reversal of
anesthesia (sponsor‘s Table 10, p. 81).

e The predominant anesthesia premedications utilized were:

- temazepam (225/790 patients) (mean dose = 18.5 mg) *
and
- diazepam (191/790 patients) (mean dose = 9.9 mg) .

e Por induction and maintenance of anesthesia, the predominant agents
utilized were:

- nitrous oxide (787/790 patients) (mean dose = 59.9% for 1.5h)
- thiopental (774/790 patients) (mean = 325 mg for 1.5h)
- isoflurane (631/790 patients) (mean = 1.02% for 1.5h)

® The predominant agent utilized in the reversal of anesthesia was
neostigmine (546/790 pts.) (mean = 2.4 mg).

4) Previous/Concomitant Other Medications

There were no significant differences among Tx groups with respect to previous
medications. The most frequent concomitant medications used Pre-TX were
heparin (147/793 = 19%), enoxaparin (131/793 = 17%) and metronidazole

(122/793 = 15%). v e

There vnmnlx::Zatilthouy -umuxucant-nmuujnce-;mnmemthg five .
in conoouitantrmedications used.the 24-h.Tx perjod. . The
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DOLA®Mesyl Dose (mg)
All
p16 25 50 100 200 P:tf;:ﬁ’
[n=156] | (1.159) | (n=166] | (n=15¢) | [(n=158) =
Morphine Sulfate 13% 11% 10% 14% 15% 12%
[psN .S. ]
Diclofenac 27% 34% 28% 31% 25% 29%
{p=N.S.]
Enoxaparin 21% 19% 21% 16% 18% 19%
[p-“ .S. ]
Heparin 16% 18% 16% 19% 15% 17%
[p-N - S . ] -
S5) Escape Medications (Table 72)

There were no statistically significant imbalances among the five test groups
in escape medications. As summarized in this Table, the most frequent escape
medications were MCP (122/793=15%), prochlorperazine (98/793=12%) and
droperidol (66/793=8%).

IABLE 72
Study 73147-2-S-095 (Report S-95-0011-C)

Escape Medication

DOLA®Mesyl Dose (mg)
All

[an;‘l (ne1ss] | tnot6e) [n:g:4] [nig:sl P;::ZSS.
MCP (N.5.]° 32 (21%) | 29 (asw) | 19 (11e) | 17 (a1v) | 25 (16%) | 122 (asv)
Prochlorperazine [N.8.]1* | 26 (17¢) | 17 (118) | 21 (13%) | 19 (12%) | 15 ( 9%) 88 (12%)
Droperidol  (N.5.])* 12 (0%) |15 (9w | 9 (sw) |12 (7%) |19 120 |- 66 (80
Alizapride ctwm |32 | 3c2m | 32 | ¢ cam | 19 (20
Cyclisme - == = .} 5 (30| 6 (an'] 2 ( amzd.a Lau;ffggﬁgg;?ﬁ e o
Ondansetron _ xE BN RS ‘
a,b,c) P-valuss ‘wers salculated using & ¢ degres of Pike
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a) Complete Response (Table 73)

For each of the two population analyses (ITT vs Efficacy Evaluable), results
of two types of comparisons are shown: a) comparison of each DOLAeMesyl dose
level against PL and b) comparisons between the DOLAeMesyl doses.

e In both, the ITT (n=789) and the Evaluable Population (n=747), there was
a statistically significant linear trend in the proportion of complete
responders across the five dose groups (ITT, p=0.0107; Evaluable
Population, p=0.0238). "

e The proportion of complete responders in the PL group (ITT-35.3€;
Evaluable Population=35.6%) was significantly less than the proportion
of complete responders in all DOLAeMesyl patients combined [ITT,
317/633=50.1% (p=0.0007); Evaluable Population, 300/598=51.4%
(p=0.0007)].

® For comparisons to PL, the 50, 100 and 200 mg dose groups were
significantly higher than PL [therapeutic gains of 21.9%, 15.3% and
12.1%, respectively, in the ITT population and 22.4%, 14.7% and 11.3%,
respectively, in the Evaluable Population]. At only 9.4% (ITT
population) and 9.5% (Rvaluable Population) the therapeutic gains of
25 mg over PL were not gtatistically significant.

e In both, the ITT (p=0.0243) and Evaluable Population (p<0.0250), the
50 mg dogse group was statistically significantly different from the
25 mg dose groups, with therapeutic gains of 12.5% and 12.9%,

ﬁ%m- respectively. All other DOLAeMesyl group comparisons, with therapeutic

. gains ranging from 5.9% to -9.8% in the ITT Population and 5.2 to -11.1%

& in the Evaluable Populations, were not .significant. In the ITT

<L;> Population, the Mantel -Haenszel test for nonazcro.corgtla;ton was
statistically significaant (p=0.015). n K

Lid ‘

|

o

.

N

I

-

o

gﬁw

LY

56

whu‘? Vs




-623

NDA 20

Page 230

"'§90°0 3% SUFTIePIOE (P
‘URTOTAIIPWOTE YAd ‘uUvd "W "1g Aq pejeTnoTed

‘3803

("s'N) [s"S"N} ["S°N) ["8°N) ["8°N) {1€0°0] {."8°N} [€T0°0}
vE- T°1T- AT'S 46°2T 3E°TY TYAS )
(x6°99) (s€°08)
89 TL
[syT=u]) [€yT=u)
(LyL=uy sysdAieuy eTqunivam Aowdoyyjya “II
["S'N) ["s'N] {"'s'N) {"s'N) {"s'N} (evZo"0) (t8to0° 0] (2900° 0}
sz €- 28 6- 29°9- L YA 1 26°S AS°2T T ZT €' St
(¥ LY) (89°05)
€L 8L
00T 0S 0S 14 114 114 [¥ST=u) [ySToU)
SA 8A 8A A A 8A 00Z 00T
00z 002 00T 00z 00T 0s

(68L=u) sysiieuy vex]-

oL-3uejuy °I

[®#onTRA-d) /8980

s193j0uvrvd Aowoyr3ze Arvutad jo sesiywuy

TAs9ne IO :oo:uon n:On«uunEou 103 ﬂov c«nc u«usomauoza

ssucdsay 9391dwo)

LA (424

=o-«u¢nunu
puv uywo o..»:.a-u.ﬁ:n! ; xa

:eguodsey TEOFUITD

(D-1100-56-5 Ix0d9Y) S60-5-Z-LV¥TEL Apnig




NDA 20-623
Page 231

IABLE 74

Study 73147-2-S-095 (Report S-95-0011-C)

Complete Response by Investigator and Dose

[ITT Population]

°T POSSIBLE COPY

" Number of Complete Responders/Number of Patients by Investigator and Dose Cell (%)
DOLA®Mesyl Dose (mg)®
Total
H,,,,. o | ot | e | e | e | e
u 7 (nw61) 3/13 (23%) 5/12 (42%) 4/12 (33%) 6/11 (55%) 5/13 (38%) 20/48  (42¥)
(n=73) 7/15 (47%) 6/15 (40%) 7/15 (47%) 8/14 (57%) 11/14 (79y 32/58  (55%)
9 (n=50) 4/10 (40%) 5/12 (42%) 7/10 (70%) 3/9 (33%) 2/9 (22%) 17/40  (43%)
13 (n=37) 0/7 ( o%) 4/7  (57%) 8/9 (89%) 6/8 (75%) 4/6 (sjti 22/30 (73%)
18 (ne=4s) 3/9 (33%) 6/9 (67%) 1/9 (11%) 4/10 (40%) 4/8  (S0%) 15/36  (42%)
19 (n=17) 1/3  (33%) 1/3  (33%) 2/4 (50%) 3/3 (100%) 1/4 (25%) 7/14 (50%)
20 (n=25) 2/s  (e0%) 3/4  (75%) 4/5 (80%) 2/5 (40%) s/6 (83%) 14/20 (70%)
21 (n=22) 1/4  (25%) 2/3  (67%) 3/6 (50%) 4/5 (80%) 2/4¢ (SO%) 11/18  (61%)
23 (n=19) 1/3  (33%) 1/4 (25%) 3/4  (75%) o/s ( 0oW) 2/4 (50%) 6/16 (38%)
25 (n=26) o/¢ ( O%) 1/6 (17%) 3/6 (s0%) 0/s ( o%) 2/5 (40%) 6/22 (27%)
27 (nasd) €/10 (60%) 5/10 (50%) 7/10 (70%) 7/10 (70%) 4/10 (40%) 23/40 (58%)
28 (ne24) 3/5  (60%) 2/5 (40%) 3/5 (60%) 1/5 (20%) 1/4 (25%) 7/19  (37%)
30 (n=64) €/10 (60%) €/13 (46%) 11/15 (73%) 7/14 (SOW) 3/12 (25%) 27/54 (50%)
31 (n=54) 3/13 (23%) 6/10 (60%) 9/10 (90%) 5/11 (4S%) 7/10 (70%) 27/41 (66%)
32 (ne=16) 0/3 (0% 3/4  (15%) 3/3  (100%) 3/3 (1co%) 2/3  (67%) 11/13  (85%)
33 (n=35) 3/7  43%) /1 (a%) s/9  (S6%) 2/s (eow) | 3[1;ﬁ5§3t) 12/28 (43&)#
36 (n=33) 36 wsov) | /7 (s7M) o/8 (sm W1 s F o 16/27  (55%) I
37 (ne13) “17¢+ (ase) | o/3 (oW “2/3 xgw..m L UECANID ] pa e . s/ (sew
a1 (nel9) ars 0w | /8 (30w Rl B g o L B TG
@ @m0y . | sn oew | s e _28/32 (50%)
s152,5086, | o2 1om | s A 97i7 - (av)
81.50'(a-1!o SRS IS = ‘ ’
aaeem | oo Com ; Sy
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ii) Complete Response by Hour and Dose (mg) and
by Dose in mg/Kg (Table 75)

e By 2h, all four DOLAeMesyl dose groups appeared to be equally effective,
to and not different from PL.

® Some minor differences between the DOLAeMesyl dose groups (except 200
mg) and PL are seen by 6h.

® At hour 8, the response with 50 mg DOLAeMesyl was higher than with PL,
statistically significant p- value (0.0116) and a therapeutic gain of
“11.1%. -

® _From 12h onwards, the response with all of the four DOLAeMesyl ,was
'higher than with PL. The p-values (Hazard Ratios) demonstrated a
statistically significant difference for the S0 (p=0.002) and 100 mg’
(p=0.0070) dose levels and the total DOLAeMesyl (p=0.0010) but not for
either 25 (p=N.S.) or 200 mg (p=N.S.) of test med. '

® The results of analyses on the bases of mg/Kg (lower panel of Table 75)
were similar to those for the primary efficacy analysis for complete
respongse. In this study, dose measured in mg/Kg was not a statistically
significant predictor of complete response (p=0.0949).

2) @analyses of Secondary Efficacy Parametersg
a) Total Regponse (Table 76)

® Comparisons of each DOLAeMesyl dose group to PL of the proportion of Complete
Responders with no nausea showed therapeutic gains of 17%, 13% and 11% with the
S0, 100 and 200 mg dose group. The p-values for these differences were 0.0007,
0.0055 and 0.0150, respectively. The 25 mg dose level showed a therapeutic gain
of only 9% (p=N.S.).

e The proportion of complete responders with no nausea in the_combined DOLAeMesyl
group was also significantly greater than PL (therapeutic gain-13%; p=0.0018).
ASUTR N D
® The results of the Total Response.analysis were copgistent:with those of Complete

Resporia¥. =~ R s i N N
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study 73147-2-S-095 (Report §-95-0011-C)

Complete Response by Hour and Dose (mg) and

by Dose in mg/Kg
(ITT Population}

——

e ——

I. Complete Response by Hour and Dose (mg) (Time to Failure Analysis)

Number of Complete Responders through a Given Hour by Dose (%)

DOLA®Mesyl Dose (mg)

Total
Hour i | wle | ema | eme | e |
F 2 154 (98.7%) 153 (96.2%) 159 (95.8%) 148 (96.1%) 149 (796.8%) 609 (96.2%)
! 6 112 (71.8%) 120 (75.5%) 134 (80.7%) 115 (74.7%) 108 (:ro.n) 477 (75.4%)
H 8 103 (66.0%) 114 (71.7%) 128 (77.1%) 105 (68.2%) 99 (64.3%) 446 (70.5%)
r p values for PL N.S. 0.0116 N.§S. N.S. N.S.
Comparison (8 h)
r 12 77 (49.4%) 94 (59.1%) 116 (69.9%) 96 (62.3%) 88 (57.1%) 394 (62.2%)
18 67 (42.9%) 73 (52.2%) 105 (63.3%) 89 (57.8%) 82 (53.2%) 359 (S6.7%)
24 55 (35.3%) 71 (44.7%) 95 (£7.2%) 78 (50.6%) 73 (47.4%) 317 (S0.1%)
p values® for PL N.S. 0.0002 0.0070 N.S. 0.0010
Comparison
(Hazard Ratios)
Iﬁ II. Complete Responders by Dose (mg/Kg)

Number of Cowplete Responders by Dose Category (%)

PL
{n=156)

DOLA®Mesyl Dose (mg/Kg)*

£0.56 .
(n-l“_l

»0.56 to
111

Tne164] -

>»1.11 to

sS (35.3%)

76 (885.2%)
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b) ior F B Medication (Table 77)

® Listed in this Table are the proportions of patients experiencing
Complete Response, Major Response, Complete + Major Response, those
experiencing 2 to 5 emetic episodes or >5 emetic episodes and those who
received escape medication.

® The Complete + Major Responders (0 or 1 emetic episodes) showed a
pattern of efficacy similar to that described for Complete Responders.

e The proportion of patients experiencing 2 to 5 emetic episodes was
greatest in the PL group 43/156 {27.6%) and lowest in the 100 mg dose
group 26/154 (16.9%). The proportion of all patients receiving
DOLAeMesyl that experienced 2 to 5 emetic episodes was 128/633 (20.2%). .

e The proportion of patients requiring escape medication was greatéét in
the PL group 75/156 (48.1%) and lowest in the S0 mg dose group 52/166
(31.3%). The proportion of all patients receiving DOLAeMesyl that
required escape medication was 221/633 (34.9%).

IABLE 77
Study 73147-2-5-095 (Report $-95-0011-C)

Clinical Response: Prequency of Patients by Number of
Emetic Episodes and Dose -(mg)

DOLA®Mesyl Dose (mg) Total
Number of Emetic PL DOLA®Mesyl
Episodes {n=156] 25 50 100 200 [n=633])
[(n=159] (n=166) [n=154) (n=154}
[ $5 (35.3%) 71 (44.7%) 95 (57.2%) 78 (50.6%) 73 (47.4%) 317 (50.1%)
Complete Responders
1 11 ( 7.1%) 12 ( 7.5%) 6 ( 3.6%) 11 ( 7.1%) 12 ( 7.8%) 41 ( 6.5%) ;
Major Responders : |
odox 1l 66 (42.3%) 83 (52.2%) 101 (60.8%) 89 (57.8%) 85 (55.2%) 358 (56.6%)
Cowplets and Major ‘
Responders
© peveatusetgoeisc i
© PL Comparimomn ,
e . |
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level, respectively.

between the 25, 50 and 100 mg dose groups and PL.

Statistically significant differences were found
The difference

between the 200 mg dose group and PL was not statistically significant.
The difference between the combined DOLAeMesyl dose group and PL
(therapeutic gain = 13.4%) was statistically significant.

IABLE 78

Study 73147-2-S-095 (Report S§-95-0011-C)

Nausea VAS Summary

" Scores Range 0 mm="None to 100 mm="Nausea as bad as it can be”
DOLA®Mesyl Dose (mg) Total
PL - DOLA®Mesy
Statistic (n=156} 28 50 100 %00 1.

(n=159] | (n=166] | (n=154] | (ns154] [n=633]

n 152 154 163 148 - 151 616

Hour 2 After
Recovery Median 3.5 1 1 1 0 1
% NO Nausea® 52.6 64.2 €4.5 64.3 €6.2 64.8

Hour 4 After
Recovery

Hour § After
Recovery

Postdose Mean

n 622
Median 0
$ NO Nausea® €9.7 .
624 I
|
70.1

Median

& NO Nausea‘

P values* for
Placebo
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® At the worst point postdose, the proportion of PL patients with NO
nausea was 38.1%. The therapeutic gains (test med. - PL) for each of
the four dose levels plus the combined DOLAeMesyl group were: 10.6%,
13.1%, 10.9%, 10.9% and 11.4% for the 25, 50, 100, 200 mg and combined
DOLAeMesyl group, respectively. The differences between PL and the test

. med. groups were all statistically significant.

3) Subgroup Analyses (Table 79)

The effect of each of seven variables (age, weight, race, ASA physical status, previous
Hx of PONV, type of surgery and duration of anesthesia) on complete response was
investigated. A brief description regarding each variable follows. ‘

@ Age (p=0.0653) p

- While not statistically significant (p=0.0653), there was a tendency for
age to be a predictor of complete response. ’

- With the exception of the 25 mg dose group, patients tended to have higher
complete response rates if 40 years of age or younger.

- There was no interaction of age with a linear dose response.

- When controlling for age along with dose and investigator, the primary test
for linear trend in complete response over dose was statistically

gsignificant.

e 'Height (N.S.)

This was not a significant predictor of complete response.

e Race (p=0.0249)

Race was a statistically significant predictor of complete response. Caucasian
patients appeared to have a lower response rate than other races combined.
However, interpretation of this result is difficult because the number of

patients was skewed toward the white categoxry.

- When controlling for race along 1
test for linear trend in complete*
~significant. .

S spe R R /'{"_‘.f'" . \.\ L, vk
- This was:Dot: & significsnt predictor: ofgtom

o
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- 289 of the 522 patients (55.4%) without a Hx of PONV were complete
responders, while 78 of the 256 patients (30.5%) with a Hx of PONV were

complete responders.

There was no interaction of previous Hx of PONV with a linear dose
response.

- Although previous Hx of PONV was a statistically significant predictor of
complete response, when controlling for previous Hx of PONV along with dose
and investigator, the primary test for linear trend in complete response

over dose remained statistically significant.

e Type of Surgery (p=0.0359)

-
Patients having other gynecological surgery were more likely to-.be complete
responders than were patients having a hysterectomy. .

- 92 of the 165 patients (55.8%) having other gynecological surgery were
complete responders while 280 of the 624 patients (44.9%) having a

hysterectomy were complete responders.

- There was no interaction of type of surgery with a linear dose response.

—

- Although type of surgery was a statistically significant predictor of
complete response, when controlling for type of surgery along with dos
investigator, the primary test for linear trend in complete response over

dose remained statistically significant.

d

® Duration of Anesthesia (p=N.S.)
This was not a significant predictor of complete response.

e When duration of anesthesia, weight and ASA status were entered along with dose
and investigator in the logistic regression model, the primary test of linear
trend across doses was statistically significant. _

APPEARS TH!S WAY
ON ORIGINAL .
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IABLE 79
Study 73147-2-S-095 (Report S-95-0011-C)
Complete Response by subgr_oups
" Number of Complete Responders/Number of Patients i’ Dose by Subgroup Category Cell (%)
DOLA®Mesyl Dose (mg)
Total
PL DOLA®Mesyl p values*
25 50 100 200
Subgroup (n=156) | (1.159) | (n=166) | (n=154) | (n=154) (n=633)
<40 vy 23/53 22/5S 39/62 29/51 26/53 116/221
(n=274) (43.4%) (40.0%) (62.9%) (56.9%) (49.1%) (52.5%) . | P(int)=N.S.
Age P(m)=0.0653
>40 y 32/103 49/104 56/104 49/103 47/101 201/412 p(lin)=0.0125
(n=515) (31.18) | (47.1%) | (53.8%) | (47.6%) | (46.5%) (48.8%)
£70 Kg 40/102 46/107 59/101 §5/104 49/107 209/41’
{n=521) (39.2%) {(43.0%) (58.4%) {52.9%) (45.8%) (49.9%) P{int)=N.S.
Weight P(m)=N.S.
>70 Kg 15/54 25/52 36/6S 23/s0 24/47 108/21¢ p{lin)=0.0121
(n=268) (27.8%) (48.1%) (55.4%) (46.0%) (51.1%) (50.5%)
White 52/148 63/148 88/159 75/150 70/148 296/60S
(n=753) (35.1%) (42.6%) (55.3%) (50.0%) (47.3%) (48.9%) P{int)=NA
Race P(m) =0.0249
Other 3/ 8/11 7/7 3/4 3/6 21/28 P(lin)«=0.0076
(nu36) (37.5%) (72.7%) {(100%) {75.0%) (50.0%) (75.08)
Excellent (I) 46/122 50/117 72/130 $3/113 s2/111 227/471
ASA (n=593) (37.7%) (42.7%) (55.4%) (46.9%) (46.8%) (48.2%) P(int)=N.S.
Physical - P(m)=N.S.
Status Good (II)or 9/34 21/42 23/36 25/41 21/43 90/162 P(1in)=0.0113
{IX1) (26.5%) (50.0%) (63.9%) {(61.0%) (48.8%) (55.6%)
(n=196)
NO 46/103 $3/111 72/112 €8/107 50/89 243/419
Previous (ne=522) (44.7%) (47.7%) (64.3%) (63.6%) (56.2%) (58.0%) P(int)=N.S.
History of P(m)=0.0001
PONV YES 9/51 18/48 21/51 10/46 20/60 69/208 P(lin)=0.0041
(n-2$‘) (17.6%) (37.5%) (41.2%) (21.7%) (33.3%) (33.7%)
Rysterectomy 40/123 s4/128 | 70/129 $6€7110 €0/129 240/501
(n=624) (32.8%) (43.2%) (54.3%). (47.8%) (46.5%) .1, .(47.9%) P(int)s=N.85.
Type of — . . S I et -{ P(m)=0.0359
surgery Other 18/33 - 17/3¢ as/3t an/ssy 13428 7§ P{14n) =0.0092
(50.0%): (67.6%) -§. (61.18) }- RN
$a66.500: | tea.oh) 17 14




NDA 20-623
Page 240

d. Safety Results
1) Extent of Expogure

In Study 73147-2-S-095, a total of 793 patients received a single dose of test
med., with the following distribution:

DOLAsMesvl (mg)
PL 25 50 100 200
[n=156] [n=159]) [n=166]} [n=154} (n=158)

2) Deaths, Dropouts Due to AEs and Other Serious AEs

r
® One patient in the 100 mg group died from septic shock, which was the
result of a perforated GU, resulting in acute hemorrhagic pancreatitis
and peritonitigs. The investigator assessed the death as unrelated to
test med.

® There were no D/Cs from the trial due to AEs.

® A total of 6 patients experienced SAEs, all unrelated to test med.

—
SERIOUS AEs Il

|
f PL ROLAcMasyl (50 mg)
}lscarcinoma of the appendix, found l=prolonged hospitalization due to g
during scheduled surgery. massive hematuria secondary to a f
perforated bladder, post- f
operatively. ?

jl-colon cancer with metastatic spread | 1=immediate risk of death and pro-

i to the ovary, found during longed hospitalization due to
scheduled surgery. hemorrhaging post-operatively.
ll-prolonged hospitalization due to 1= prolonged hospitalization due to

possible pulmonaxy embolus. fever.,.
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. No event was stétistically correlated with dose.
® There ;as no clear predominance by any system organ class.
® The majority of AEs were considered mild in severity.
® The distribution of severe events was as follows:
PL 25 50 100 200
Bradycardia 2 1 1 (V] 0.
Headache (o] 1 0o . 1 0 P
Hemorrhage NOS o] 1 0 1 1 .
Hypotension 0 1 0 o 0
4) Overall Rate of AE Incidence (Table 80)
® The most frequently occurfing AEs (incidence 21%) were bradycardia,
hypotension and headache.
® No AE showed an increasing linear trend with dose of DOLAeMesyl.
® AEs occurred with the greatest frequency in the heart rate and rhythm
class.
e General cardiovascular AEs occurred with the second greatest frequency
in 10/156 (6.4%) of PL and 52/637 (8.2%) of all DOLAeMesyl patients.
e The most frequently occurring Tx-related AE was headache. Neither

headache nor any other Tx-related AE showed an increasing linear trend

with dose of DOLAeMesyl.

¢
The overall hunduunzotaxatwnttnraJabamulMMﬂanumcmumnng
medications wvas 22/156 (14.1%) -in. tho-l& put&antl and. 22!511.11;53t)

Tt e

nlllxndwﬂasjl:nmicntl<xmbinod

v
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LAeMesyl Doge (mg)
PL 25 S0 100 200
(3.2%) (2.5%) (6.0%) (5.8%) (5.7%)
IABLE 80
Study 73147-2-S-095 (Report S-95-0011-C)
Frequency (%) of AEs and Tx-Related AEs
DOLA®Mesyl Dose (mg)
PL Total
[n=156] 25 S0 100 200 (n=637)
[n=159] {n=166] {n=154) {n=158]
Overall Rates (paN.S.) 30.1% 32.1% 29.5% 29.9% 25.9% 29.4%
-,
Central and Peripheral 4.5% 6.9% 4.8% 7.8% 7.0% 6.6%
Nervous System (p=N.S.)
MOST FREQUENTLY OCCURRING AEs
Bradycardia (p=N.S.) 14/156 12/159 13/166 10/154 8/1s8 43/637
(9.0%) (7.5%) (7.8%) (6.5%) (5.1%) (6.8%)
|| Hypotension (p=N.S.) 9/156 6€/159% 13/166 10/154 10/158 39/637
(5.8%) (3.8%) {7.8%) (6.5%) {6.3%) (6.1%)
Headache (p=N.S.) 6/156 9/159 7/166 8/154 8/158 32/637
(3.8%) (S.7%) (4.2%) (5.2%) (5.1%) (5.0%)
Heart Rate and Rhythm 17/156 17/159 17/166 13/154 12/158 59/637
(p=N.S.) (10.9%) (10.7%) (10.2%) (8.4%) (7.6%) {(9.3%)
- Bradycardia (see above)
Cardiovascular (p=N.S.) 10/156 9/159 15/166 14/154 14/158 $2/637
(6.4%) (5.7%) (9.0%) (9.1%) (8.9%) (8.2%)
- Hypotension (see above)
- Hypertension (peX.S.) 2/156 3/159 2/166 4/18¢ 4/158 13/637
(1.3%) (1.9%) 1.2¢) (2.6%) (2.5%) (2.0%)
g Tx-RELATRR ARS
Oveiall Rate (pelt.S.) 17/156 as7ase” =Y Hy; €9/637
.- (10.9%) (18.7%):
Central’ ud m 1ot s/asé - |- u
Nervous Systes (pelt, 8.) 5 (3028, (‘. %}
Teadache (pui.8.) $/186 s/19;:
; = -1'1-“ o o B <= 330N > §7-. AN g -
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5) clinical Lal I Eval .
i) Summary Valueg
e Of the laboratory chemistries, creatinine and platelet count exhibited a
statistically linear relationship across dose in change from baseline.
But these changes do not appear to be clinically significant.

Mean_Change from Baseline

DOLAeMegyl Doge (mq)

Bl 25 50 100 200
Creatinine (p=0.0182) -9.000 8.840 -7.000 -8.840 -8.000
(pmol /L) -
pPlatelet Count (p=0.0373) -30.000 -41.000 -39.000 -38.000 -39.000

(10%/L)

ii) Shift Tables

e The following four laboratory tests had 60 or more patieats shift from
within or above the normal range at Pre-Tx to below the LLNR at Post-Tx:
! calcium, | potassium, ! sodium and | total protein.

e Two laboratory tests had 60 or more patients shift from within or below
the normal range at Pre-Tx to above the ULNR at Post-Tx:
e

DOLA®Mesyl Dose (wg) “

PL 25 50 100 200 “
1 a1 37/106 52/110 39/112 37/109 37/108
Glucose (3¢.9%) (47.3%) (34.8%) (33.9%) {34.3%)
16/130 9/132 7/139 a2/126 18/129
T Total stiirubin (12.3%) (6.8%) 5 .59 | . ew

un:mm."mml:muuuﬂgmm,:t~ - tha
group.. mmmmmu-

aﬂﬁonm

oo 3. Mdpvw;g,
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Pt. #/ Pre-Tx ULNR Post-Tx Relation to
Parameter Value (At Site) Value Intensity Test Med.
1. -
OT (U/L) 19 40 69 MOD POSS
PT (U/L) 27 40 69 MOD POSS
2. 095-0023 (25 mg)
OT (U/L) 7 30 82 MILD POSS
PT (U/L) 13 40 121 MILD POSS
fl3. 995-0038 (25 ma)
OT (U/L) 11 30 €7 MOD ngs
PT (U/L) 23 40 99 MOD POSS
" i :
PT (U/L) 9 31 93 MOD PROB
S. 095-0019 (100 mq)
oT (u/L) 11 30 118 MILD PROB
PT (U/L) 18 40 212 MILD PROB

® Twenty-six patients had total BIL levels that increased to >1.5 times
the ULN, including 4 PL, 3 in the 25 mg group, S in the 50 mg group, 4
4in the 100 mg group and 10 in the 200 mg group.

- There was a tendency for total BIL to rise above BL at 24 h Post-
Tx, but the trend was not dose-dependent.

® One patient in the 25 mg group had AP levels that increased to >1.2§
times the ULN. Overall, AP levels tended to decline from Pre-Tx values
at 24 h Post-Tx; however, the trend was not dose dependent.
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. incidence of Tx-related changes for HR, PR, QRS and QTc or when compared
£E> to PL {[sponsor’s Table 38].

® Graphic representation of the changes from BL by Tx (4 and 24 h post-
dose) showed little difference in the dose response curves of change
from BL to hours 4-5 and h 24 post test med. administration for all six
EKG measures.

The following is noted:

® DPt. 95-0016 (DOLAeMesyl 25 mg) had QRS width increase from

® The following four patients had QT. interval prolongation above ‘500 msec

subgequent to receiving test med.

QT Interval (msec)

Dose Group Pt. ID Pre-Tx Post-Tx A
25 mg 095-0042° 443 565 (4-Sh) 122
095-0280"° 392 554 (4-5h) 162
095-0299 436 503 (24h) 67
PL 095-1094 429 $27 (4-5h) 98

ja) This patient had a QT, interval above 440 msec Pre-Tx. HR at this time was 104 bpm

(site interpretation).

b) HR at this time was 117 bpa (lite 1nterpretation)

9. Conclusions (Sponsor)

e “Single oral doses of dolasetron mesylate, administered one to two hours

before induction of anesthesia, were ett!ctiva 1n docr.aling or
pt.wintiag nausea and/or emetic episodof ' :

effects of dolasetron mesylate on relid 4t£0l.ﬂll
appeared to be dose-related, with a maﬁﬁiil
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were enrolled. Other things being_equal, study -095 is expected to prcvide
very useful information.

Study -095 was a multicenter, double-blind, randomized, parallel, dose-
response, 5-arm, set to compare the efficacy and safety of single oral doses
of DOLAeMesyl (25, 50, 100 or 200 wmg) with those of PL in the prevention of
PONV. The study is therefore testing the effect of the same dose levels of
drug used in the prevention of chemotherapy-induced emesis trials. And those
doses were chosen on the basis of results of Phase II trials. But whereas in
chemo. trials were active-active control in Study -095 the comparator is PL, a
negative control. This design, together with the number of patients per -arm
(ca. 155), also allows comparison of efficacy between DOLAeMesyl doses. All
in all, Study -095 was of adequate design and execution and was conducted in
Europe.at 32 sites with qualified investigators. -

In this and the other pivotal trial, the study population consisted
exclusively of females. This brings up the question of whether male patients

are expected to respond equally well as females.

In Study -095, 793 females with a mean age of 43 years, scheduled to undergo
major gynecological surgery under general anesthesia, and in general, without
evidence of major cardiovascular, hepatic or renal dysfunction, were
randomized. The patients were required to have an ASA physical status I-III, ~
not to be addicted to alcohol and sign an informed consent before their
inclusion into the trial. Excluded were those female patients who were
pregnant.or lactating, those who were too thin (<45 Kg) or too overweight
(>100 Kg), those who were vomiting due to organic condition or were scheduled
to receive an intragastric tube post-operatively, and (as in the chemo.
trials), those with CHF, second or third degree AV block or those with heart
arrhythmia requiring drug treatment.

The randomization schemes and procedures used in this study resulted in five
populations of patients that were balanced with respect to variables that may
influence outcome. For the five experimental groups, the demographic and
other baseline characteristics, including ASA status (the majority were

ASA I=75%; ASA II=24% of the patients), Hx of PONV (32%) and Hx of wmotion
sickness (18%) were similar to each other. Other thnn requiting a“wmajor
gynecologicqx,oporation under general anaathqbia' thn part&ctg.:['"“ih-lles in
this :rial.ggnro galontially normal. .. . ' :

A

The oxp.shnuuuﬂ.group-\nuu balanoadvdxh.:..pum:to

mmmplinckm‘lcmfuuunnthuy _
nnd:nmnﬂnd.btumnwﬂhuia.,!uun<&unmiq§=
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control pain (mainly I.M. or I.V. morphine and NSAIDs). Lack of imbalances
among the test groups is important to demonstrate that the differences between
PL and the DOLAeMesyl arms is clearly due to the antiemetic properties of the
drug and not to an imbalance in the many prognostic factors that might
,influence the development of PONV.

The reviewer’'s comments on efficacy are based on complete and total response
in the ITT population, since conclusions based on Efficacy Evaluable analyses
are not very different. Two types of comparisons are considered: comparisons
of DOLAeMesyl doses against PL and comparisons of DOLAeMesyl among themselves.
Study -095 demonstrated that DOLAeMesyl is active because a) there was a
statistically significant linear trend in the proportion cf complete
responders with increasing doses of the drug (ITT, p=0.0107; Bvaluable
Population, p=0.0238) and b) the proportion of complete responders in the
DOLAeMesyl group combined (ITT=50%; Evaluable Population=51%) was 7
significantly higher (p=0.0007 or less) than the proportion of complete
responders in the PL group (ITT=35%; Evaluable Population=36%). This 15%
overall therapeutic gain is clinically important.

Individually, the highest therapeutic gain over PL in this trial was 22%,
afforded by the 50 mg dose. The effects of the 25 mg dose could not be
differentiated from PL and the therapeutic gains over PL with 100 and even
200 mg of DOLAeMesyl at 15% and 12%, respectively, although statistically
significantly different from PL, were lower than those seen with the 50 mg
dose. 1In the main, these results of evaluations in complete responders were
consistent with results of evaluations in total responcers, although the
latter had lower therapeutic gains than the former.

In comparisons against the 25 mg dose, only the 50 mg showed statistically
significant differences (p=0.031 or less) with therapeutic gains of 13% (both
ITT and evaluable populations). No other significant differences, clinical or
otherwise, were demonstrated from comparison among the DOLAeMesyl groups.
Specifically, in this trial, neither the 100 nor the 200 wmg DOLAeMesyl dose
could be differentiated from the 25 mg dose. _
In Study -09S; although investigator was a -uati-tieulzy%9tgn1:iqane-

. predictor
of couplote_:zi_s_gonu, there was no MItigm-byv@to '

. Neither
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statistically significant predictor of complete response (p=N.S.). The dose
category encompassing the 50 mg dose level, >0.56 to 1.11 mg/Kg (equivalent to
42 to 83-mg single dose in a 75 Kg person) was associated with 22% therapeutic

gain over PL.

In an approach similar to that used when commenting on chemo. trials, the
reviewer’'s comments on safety address general safety, cardiovascular AEs and
changes in EKG parameters. Serious AEs, including one death (septic shock
occurring 15h after the adm. of 100 mg, due to perforated PU, pancreatitis and
peritonitis; the patient died 3 days later) and seven additional serious AEs
were all unrelated to test med. The majority of AEs were considered mild in
severity. The overall incidence of events rated as severe by the investigator
was 2% in the combined DOLAeMesyl group and 3% in the PL group. There was no
statistically significant trend with dose in the overall incidence offABs
(PL=30%; total DOLAeMesyl=29%), most frequently occurring events by system
[central and peripheral nervous system (PL=5%; total DOLAeMesyl=7%)], most .
frequently occurring AEs (bradycardia, hypotension and headache (DOLAeMesyl
group overall=5%; PL=4%)], treatment with counteractive medications, Tx-
related AEs, cardiovascular events, headache or Tx-related EKG changes from
BL. The percent of patients in the 50, 100 and 200 mg DOLAeMesyl groups
experiencing mild hypotension were 3% higher than those in the PL group, but
these differences were not statistically significant.

In general, changes in clinical laboratory parameters or vital signs showed
few alterations of concern. Twenty-six patients (including 4 PL patients) had
total BIL that increased to >1.5 times the ULN. There was a tendency for
total BIL to rise above BL at 24h Post-Tx but this trend was not dose-
dependent. Eight patients, in five of whom the Pre-Tx values were normal,
experienced mild to moderate elevations in SGOT and SGPT (but BIL and other
enzymes were normal and BIL did not change with Tx). Given the fact that, at
a low incidence level, administration of DOLAeMesyl has been associated with
mild increases in transaminases, the possibility that test med. contributed to
increases in these variables, cannot be excluded.

In this Study -095, no clinically significant cardiac events occurred.
Administration of DOLAeMesyl resulted in an acute, reversible, dose-relatsd
depression in recumbent systolic and dia-tolgg blood gx.llurg* nngh
patient’ (28 .mg).-had :severe -hypotsnsica. : Mm,so'
additional: EKGiévaluations were xmimd-u;- 14
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response curves of changes from BL to hours 4-5 and h24 post test med.
administration, for all six EKG measures evaluated. It is to be noted that
this trial showed neither increases in QRS nor in QT.. This is not in keeping
with the predictable results based upon the documented relationship between
QRS prolongation and plasma levels of MDL 74,156, the active metabolite of

DOLAeMesyl.

In conclusion, orally administered tablets of DOLAeMesyl are effective in the
prevention of post-operative-induced nausea and emesis. Although the response
is linearly related to dose, there seemed to be no advantage in increasing the
dose to higher than 50 mg per day. But the 100 mg is active in comparison to
PL. In this study population and under the experimental conditions and
methodology used in Study -095, graded oral doses of DOLAeMesyl were well-
tolerated. Acute effects (1-2h after administration) were not evaluated but
at 4 and 24h Post-Tx electrophysiologic effects did not result in the well
documented increases in 12-lead PR, QRS and QT.. Clinically, no significant
cardiac events occurred. Specifically, there were no reports of complete BEB,
SVT, VT, high degree AV block or torsades de pointea. However, based on
observations in chemotherapy-induced N&V studies and in the results of the
other PONV pivotal trial, the potential for serious DOLAeMesyl toxicity on EKG

parameters cannot be dismissed.

XII. -PQ- -95- -

1. ZTitle

;Evaluation of the Efficacy and Safety of Single Oral Doses of
Dolasetron Mesylate in Preventing Postoperative Nausea and
Vomiting”

NOTE: The summary description that follows includes five general amendments {(January 28,
1993, March 4, 1993, March 17, 1993, August 20, 1993 and November 17, 1993) and
two specific amendments. The genaral amendments [for example, switching from
sorphine to meperidine (pethidine) and allowing certain concomitant medications at
doses unlikely to have a significant effect on incidence of N&V] are not expected
to have a significant effect on outcome. TAleso included in smendsant S was &

anly greater but equal to the
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L Modified exclusion criterion no. 16 £Q now exclude patients taking digitalis or any
diuretic, calcium channel blocker, or beta blocker for the treatment of any cardiovascular

indication, in addition to those taking bepradil as specified in the original protocol.
Site Specific Amendment - Site #6 (May 10, 1993):

The amendment which is specified below:

0

(] Modified ‘exclusion criterion no. 4 to also exclude any patient with a Hx of arrhythmia
investigated and documented by a physician, in addition to excluding patients who required
antiarrhythmic medication as specified by the original protocol.

° Modified exclusion criterion no. 5 to also exclude any patient with a conduction
abnormality (atrial-ventricular or intraventricular, first degree AV block,
intraventricular conduction defect and abnormal QT).

2. QObjectives
-
® To evaluate the dose-response relationship of DOLAsMesyl 2S5, S0, 100 and
200 mg compared to PL when administered as a single, oral dose 1'to 2 h
preoperatively to prevent N&V in patients undergoing uncomplicated
abdominal hysterectomy under general anesthesia.

® To evaluate the efficacy and safety of DOLAeMesyl.

3. Study Population (Table 81)

The inclusion-exclusion criteria listed in this Table, were adequate for this
type of study. The identified risk factors for PONV were: female gender,
abdominal hysterectomy, general anesthesia, medications given in relation to
anesthesia, pre-, induction and maintenance, narcotic and neuromuscular
blocking and analgesics such as morphine. Also adequate were the reasons for
excluding patients from the trial, such as those with organic conditions
associated with vomiting, those receiving potentially confounding medications
and those receiving intragastric tube postoperatively.

It is of interest to note that, from the cardiovascular viewpoint, not
included in the trial were patients with cardiowmyopathy, CHPF or Hx of CHF,
arrhythmias requiring antiarrhythmic medicatiom, those with second-or third
degree AV block, those with pre-existing. aither L. or R BBB (QRB 2120 msec) and
those vith significant cardiovascular dysfunction.

‘. Conmomlcant sadicationt; - o BEsr Possigg_E .
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