other a washout (YTCE). Figure 2 shows that the combined population for both trials consisted
of 190 subjects who were initially enrolled in the baseline phase; of these, 160 (mean age 27.2
years; age range 3-60 years) were randomized to the double-blind phase (81 placebo, 79 TOP).
However, the actual Intent-to-treat analysis of primary efficacy vanables based on PGTC seizures
encompassed 158 subjects (80 placebo, 78 TOP), since one placebo YTC subject (#161) and one
YTCE TOP subject (#39) failed to experience PGTC seizures during baseline or the double-blind
phase. All 160 subjects were included in the intent-to-treat analyses for all other efficacy variables.
Table 1 (v 53/168) summarizes features of the two trials, tables 2a and 2b review

demographics, and Table 4 provides data on therapy discontinuation and study completion. 83

~(52%) were male, 147 (92%) were white, and 32 (20%) were <16 Years old (age range: 3-60). Al
subjects were required to have PGTC seizures. Most received treatment with at least 2 concomitant
AED:s during the double-blind phase: 26% of YTC, and 199 of YTCE, subjects had >2

3.6 mg/kg/day for YTCE; the median average dosage during the stabilization period was 5.1
mg/kg/day for each trial. The median duration of double-blind therapy was within 2 days of the
planned duration (140 days) for each trial; however, the mean duration was 10 days longer for
YTC than YTCE (v 53/168, p 48).

Although both trials had identical designs, eligibility criteria, and total sample sizes, there
were some differences, which, the sponsor claims, “may have reduced the power in Protocol
YTCE, relative to that of Protocol YTC, especially when analyzed by standard, unadjusted, last-
observation-carried-forward methods” (v 53/168, p 103). First, the mean duration of therapy in
YTCE was about 10 days shorter than YTC, the result, according to the sponsor, of the larger
percentage of patient withdrawals ip the former (YTCE, 25 %; YTC, 10%); the median duration
was, however, identical for the two studies (see Table 7). Second, more subjects had seizure-

these efficacy-related discontinuations, predominantly in the placebo group, the last-observation-

. carried-forward approach, which implicitly assumes uninformative censoring, may be biased
against TOP” (v 53/ 168, p 105). However, this scenario should, on the contrary, favor the
placebo group, as pointed out by FDA statistician Dr. Sue-Jane Wang. Finally, there is the
baseline PGTC seizure imbalance in favor of the placebo group in YTCE (as noted above), and
baseline seizure rate was the only covariate that was found statistically significant (p<0.05) for the
analysis of PGTC seizures in study YTCE (it had no important impact on the results of analyses
based on YTC -- the positive study -- or the combined trials [v 53/168, p 49]). To empbhasis his
point, the sponsor cites a Post hoc completer analysis, according to which the TOP vs placebo
baseline PGTC seizure-rate imbalances even more pronounced, median of 6.2 PGTC
seizures/month vs 3.0 PGTC seizures/month. Nevertheless, even analyses that compensated for
the baseline imbalance were not statistically significant. A similar baseline imbalance can be found
in the positive YTC study between TOP (median of 6.4 PGTC seizures/month) and placebo (4.0
PGTC seizures/month) subjects who experienced PGTC seizures and at Jeast one other generalized

significant differences between subjects experiencing <4 seizures/months and those with >4 (or
<17 and >17) seizures/month (see Table 22). According to the sponsor, “the results for the intent-
to-treat population were generally consistent with those for subjects who completed the trials” (v

)
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Nonetheless, the baseline PGTC seizure rate-adjusted analysis showed a statistical trend in favor of
TOP (p=0.078); see Table 8. If both protocols are considered collectively, the median percent
reduction was 56.9% for TOP subjects vs 27.1% for placebo, a statistically significant between-
group comparison for both unadjusted (p=0.004) and baseline seizure rate-adjusted (p=0.003)
analyses. ' 7 :

With respect to PGTC responder rates (>50% reduction from baseline seizure rate), results
from study YTC were statistically significant in favor of TOP, 56% TOP responders vs 20%
placebo (p=0.001); this was not the case for YTCE, with 54% TOP responders vs 35% placebo
(p=0.102). However, when adjusted for the baseline PGTC seizure rate imbalance, YTCE results

~were also statistically significant in favor of TOP (p=0.002). Collectively, for both protocols (see
Table 9), 55% TOP vs 28% placebo subjects were treatment responders, a significant result in
faver of TOP (p=0.001). If treatment response were defined as >75% median PGTC seizure-rate
reduction (v 53/168, p 57), the results would be statistically significant in favor of TOP: 339, TOP
- vs 13% placebo in YTC (p=0.037), 36% TOP vs 15% placebo in YTCE (p=0.04), and,
collectively, 35% TOP vs 14% placebo (p=0.003). ’

For all seizures, the intent-to-treat analysis showed a median percent seizure reduction from
baseline during the double-blind phase of 42.1% TOP vs 0.9% placebo for YTC (p=0.003),
26.0% TOP vs 12.1% placebo for YTCE (p=0.212), and collectively for the combined triais
36.7% TOP vs 7.3% placebo (p=0.003). Treatment responders (>50% seizure reduction) for all
seizures showed percentages of 46% TOP vs 17% placebo for YTC (p=0.003), 43% TOP vs 19%
placebo for YTCE (p=0.061), and overall, for the combined studies, 43% TOP vs 19% placebo

=0.001). When treatment response is defined as 275% reduction, the percentages are 26% TOP
vs 7% placebo for YTC (p=0.026), 30% TOP vs 5% placebo for YTCE (p=0.005), and overall,
for the combined trials, 28% TOP vs 6% placebo (p<0.001). :

Subgroup population analyses (age or gender) failed to demonstrate a statistically
significant treatment difference with respect to PGTC seizures. There were too few non-white

patients for definite conclusions TOP’s effect in different racial subgroups. Table 20 reviews the

data for the pooled population, groured by PGTC seizures and all seizures. Median percent.
reduction and percent responders (>50% seizure reduction) were reviewed by geographical
location (see Table 21). .

. FDA biostatistician, Dr. Sue-Jzne Wang, was asked to explore the possibility of
differences between trials conducted in the US and Europe. YTC, the positive study, was an
essentially US study (with a single center in Costa Rica), whereas YTCE contained centers in the
US (39% of the patient population) and Europe (61%). Baseline seizure rates were similar
between TOP and placebo arms in Ecropean centers (3.5 seizures/month vs 3.2), but not US ( (8.8
vs 2.5). Nonetheless, when country subgroup data was submitted to protocol-defined primary
efficacy analyses, percent reduction in PGTC seizures were not statistically significant (p >0.09)
for TOP in either the US (48% TOP vs 37.9% placebo) or Europe (60% vs 31.4%); see p 8 of Dr.
Wang’s review.

The sponsor conducted several additional post hoc analyses to examine potential
differences in treatment effect for PGTC and all seizures:

(1) COMPLETERS

PGTC : Table 11 reviews PGTC seizure data on subjects who
completed the trials. Median percent reduction from baseline in average monthly PGTC seizure
rates were 64.2% TOP vs 9.3% placebo in YTC (p=0.005), 60% TOP vs 33.8% placebo for
YTCE (p=0.094), and, collectively, 60.7% TOP vs 27.1% placebo (p=0.002). Dr. Wang
also found a numerical trend - albeit not statistical significance — in favor of TOP for percent
reduction in PGTC seizures (60% TOP vs 33.8% placebo for study YTCE (see her review, p
9). In terms of treatment response for completers, results generally favor TOP for the
categories of (a) >50% (a similar pattern showing statistical significance in favor of TOP for
YTC and collective (combined study) analyses, and a numerical trend for YTCE,; see Table 12),
and (b) >75% (for YTC, 35% TOP vs 11% placebo [p=0.02), YTCE 39% TOP vs 10%




- placebo [p=0.003), and, collectively (combined analysis), 37% TOP vs 11% placebo
[p<0.001}); see Table 13 and Figure 5. '

CATEGORY OF ALL SEIZURES: the percentages for completers were similar to the intent-to-
treat population. Study YTC saw 50.8% TOP vs 5.2% placebo (p<0.001); YTCE, 25.3% vs
12.6% (p=0.192); and the pooled population, 40.1% vs.11.5% (p<0.001). In terms of
Ireatment response, the percentages were again consistent with the intent-to-treat
population. For >50% seizure reduction, study YTC had 50% TOP vs 18% placebo
responders (p=0.001); YTCE, 35% TOP vs 17% responders (p=0.131); and, for the pooled
.~ population, 43% TOP vs 18% responders (p=0.001). When treatment response was defined
as >75% seizure reduction, all groups demonstrated statistical significance in favor of TOP:
29% TOP vs 8% placebo for YTC (p<0.017), 23% TOP vs 0% placebo for YTCE
(p<0.017), and 26% TOP vs 4% placebo for the combined studies (p<0.017).

(2) "SUBJECTS WHO EXPERIENCED PGTC SEIZURES WITH OTHER GENERALIZED
SEIZURE TYPES”:

C : In general, 82% of the combined populations of the two
trials had PGTC seizures; the remainder “were believed to have PGTC seizures of unclear
etiology” (v 53/168, p 61). (Data on subjects with only PGTC seizures were summarized, but
the numbers were too few to conduct meaningful statistical analyses.) For subjects who
experienced PGTC seizures with other generalized seizure types, the median percent reduction
in baseline average monthly seizure rate trended in favor of TOP for YTC (56.7% vs 6.4%;
p=0.066) and YTCE (48.5% vs 27.3%; p=0.065), but collectively was statistically significant
(50.9% vs 21.4%; p=0.011). For subjects with only PGTC seizures, there was trend in favor
of TOP (v 53/168, p 62). In term of treatment response for subjects who experienced PGTC
seizures with other generalized seizure types was sirnilar to results for the intent-to-treat
population. In YTC, 52% TOP, compared to 21% placebo, subjects realized a >50% seizure
reduction in their seizures (p=0.011). For YTCE, the percentages were 50% TOP vs 26%
placebo (p=0.0004); and collectively, 51% TOP vs 23% placebo (p=0.002). For the category
of 275% seizure reduction, the percentages were 31% TOP vs 12% placebo for YTC

- (p=0.060), 31% TOP vs 11% placebo for YTCE (p=0.063), and collectively 31% TOP vs 12%
placebo (p=0.008); see 53/168, p 63. . '

CATEGORY OF ALL SEIZURES: statistical si gnificance was shown for study YTC (40.1%
TOP vs -3.3% placebo; p=0.005), but not for YTCE (17.3% vs -2.3%; p=0.368). No
percentages were provided for the pooled population. With respect to treatment response
for >50% seizure reduction, all groups demonstrated statistical significance: YTC (38% vs
18%; p<0.033), YTCE (31% vs 9%; p<0.033), and the pooled population (34% vs 13%;
p<0.033). For >75% seizure reduction, all groups favored TOP: YTC (21% vs 6%;
p=0.062), YTCE (22% vs 0%; p<0.006), and the pooled population (21% vs 3%:;
p<0.006).

- Summaries of other seizure types, also classified as generalized, favor TOP, as shown by

Table 17. Representative numbers were adequate for absence, myoclonic, and tonic seizures.
The subject’s Global Evaluation of Improvement in Seizure Severity was a secondary

efficacy parameter; see Table 18. In YTC, 62% TOP subjects vs 56% placebo patients (p=0.490)
showed an improvement (minimal, moderate, or marked), though more TOP patients saw
themselves as markedly improved (21% TOP vs 7% placebo). In YTCE, the percentages were
statistically significant (48% TOP vs 33% placebo; p=0.026); and 33% TOP subjects registered as
markedly improved vs 0% placebo (p=0.024). Overall, for the pooled population, the percentages
were statistically significant (54% TOP vs 44% placebo; p=0.020); and more TOP patients
described themselves as markedly improved (27% vs 4%: p=0.017). A similar pattern of results
was seen when global evaluation scores were analyzed for completers (see Table 19): for YTC,




24% TOP vs 8% placebo (p=0.259); for YTCE, 39% vs 0% placebo (p=0.009); and, for the
combined trial population, 62% TOP vs 49% placebo (p=0.005).

Despite the disparate results of studies YTC and YTCE, a case can nonetheless be made in
support of TOP as adjunctive treatment for PGTC seizures. However, the reasoning to support
this indication is based on a much lower standard of evidence than is traditionally offered:

(1) New FDAMA guidance document allows for proof of efficacy on the basis of a single
study plus supportive data. In the case at hand, there is a positive trial, YTC, which is
supported by corroborative data showing efficacy in partial-onset seizures in adults (an
already approved indication) and children (see above). :

(2) TOP efficacy was similar in both trials, 56.7% in YTC (which was strongly positive)
- and 57.1% in YTCE.

(3) TOP appears effective in the treatment of other generalized seizure types, such as tonic
seizures and drop attacks. In study YTC, the median percent reduction from baseline in the
average monthly tonic seizure rate numerically favored TOP over placebo (28% vs an
increase of 1% in placebo) and, in the Lennox-Gastaut study (primarily pediatric subjects),
the between-group difference with respect to drop attacks was statistically significant
(14.8% median percent reduction in average monthly rate, as compared to an increase of
5.1% for placebo; p=0.041).

(4) Study YTCE’s placebo rate of 33% was remarkably high. In most other trials, including
epilepsy trials, the placebo rzie hovers around 10-12%.. The reason for the high placebo
rate is unclear, although the sponsor suggests as possible causes (a) the high dropout rate
of >20% (in YTC: 7% placebo vs 13%; in YTCE: 28% placebo vs 22% TOP), and (b) the

imbalance in baseline seizure rate favoring the placebo group.

(5) In study YTC, 13% of TOP vs 5% placebo remained free of PGTC seizures (p=0.225),
and 5% of TOP vs 0% placebo subjects free of all seizures (p=0.173) during the double-
blind phase -- both categories (not protocol-defined endpoints), while not statistically
significant, demonstrated a numerical trend in favor of TOP. Additionally, in YTCE there
is a statistically significant difference between groups for treatment response defined as
>75% reduction in baseline seizure rate (p=0.04), unadjusted for baseline PGTC seizure
rate.

(6) For study YTCE, post-hoc analyses by the sponsor, which adjusted for the
substantial imbalance in baseline PGTC seizure rates, favor TOP more strongly, resulting
in a p-value (0.078) for the primary variable (percent reduction from baseline in PGTC
scizure rate), and a highly significant difference (p=0.016) for the comparison of treatment
response based on PGTC seizures (p=0.002).

(7) In study YTCE, fewer patients in the TOP group (7 placebo vs 1 TOP) reported serious
or limiting adverse events directly related to an increase in PGTC seizure rate or severity.

The serious reservations and weaknesses attached to data from unblinded trials
notwithstanding, information derived from results of the unblinded extensions to YTC and YTCE
are at Jeast suggestive of -- that is, point in the direction of -- drug efficacy in the treatment of
PGTC seizures. Table 9 in the Four-Month Safety Update (v 3/45, p 32) shows that rates for
median percent seizure reduction from baseline for PGTC and all seizures Jump dramatically once
placebo patients are placed on drug and are consistent with rates obtained for treats in the controlled
trials and unblinded extensions. :




Table 9: Overall Summary of Topiramatc’s Efficacy in Protocols YTC/YTCE
(All Subjects Who Entered the Open-Label Extension Phase)

Double-Blind Placebo Double-Blind Topiramate
Subjects Subjeets .
Double-  Open-Label Dopble- Open-Label
Blind Phase  Extension Blind Phase  Extension
Yariable (N=66) (N=66) /(N=6S) (N=65)
Median Average Daily Dose, mg/kg/day 4.1 . 62 4.0 6.4
PGTC Seizures .
N 6s* - 65" 65 65
Median % reduction from baseline® 27.0 63.3 62.0 58.1
77 % weaiment responders® ...23 62 57 58
All Seizures B
_N 66~ 66 65 6S
Median % reduction from baseline® 9.4 42.1 40.1 326
s ‘ _% wreatment responders® 17 45 - 43 42

*One ofﬂuﬁﬁsuhjmdidmexpaiunnmmndm.
* Monthly seizure raze = 28 x (vo. scizures during period)/(no. days during period).
€ Subjects with SMmmmdu:ﬁonﬁmbudimlcimm.
(According to the Sponsor, most of the TOP subjects who completed the controlled segments of
- YTC and YTCE had their dosage slightly increased when they entered the unblinded extensions
[see Table 3, Four-Month Safety Update, v 3/45, p 24]).

In order to provide additional support for the PGTC indication, the sponsor submitted a
very late sSNDA addition, dated 4/28/98 (nine months after the date of the original SNDA), in the
form of a response to a March 1998 talk given by Dr. Russel] Katz (Deputy Director, ,
Neurophannacologica] Drug Products, FDA) about the problems of approvin g a drug with two

contradictory trials, one negative and one positive. The sponsor performed a subgroup analysis,
using tonic-clonic seizure data from the Lennox-Gastaut trial. 38 (39%) of the 98 subjects (age

. range: 2-42; mean TOP age 11.9, mean placebo 13.8) in the tria] had tonic-clonic seizures during
baseline: 21 placebo and 17 TOP. Of these, 14 (37%) were <7 years old, 4 (1 1%) were 8-1 1,9
(24%) were 12-16, and 11 (29%) were >17. TOP subjects realized a 34.8% median percent
reduction from baseline in the average monthly seizure rate for tonic-clonic seizures, whereas
placebo subjects experienced an increase of 4%, a between-group difference favoring TOP
(p=0.034): :

( —
\'\

— — — [
i )

e There are, however, several problems withthe analysis. First_ e derived fr

.2 small subgroup of the larger study population. )
. | Third, “tonic-clonic seizures™ may be generalized or of

on the basis of an

partial-onset in origin; the true nature of these seizures can only be determined
G/ ‘




pediatric partial-onset seizures share the same mechanism of action as those in adults, there is no
evidence to date that this is also true of PGTC seizures.

Lastly, there remains the question of TOP efficacy for PGTC seizures in the pediatric age
group. Subgroup analyses detected no statistical difference between the response in pediatric and

In sum, TOP should be approved as an adjunctive ageﬁt to treat PGTC seizures in adults,
but not children.

III. SAFETY

DATA BASE: The safety data base is comprised of: ,

(1) the three supplementa] NDAs (with ISS centering on the pediatric experience new to the
drug), which examine information from blinded, controlled trials plus some on-going open-labe] -
experience through 30 June 1996; A .

(2) the Four-Month Safety Update (through 2 April 1997); and

(3) additional more recent information through 11 March 1998, submitted 20 March 1998 by
FDA request (this medical reviewer).

Safety parameters used in all studies included vitals, weight, EKG, physical and
neurological examination, Jabs (hematology, chemistries, urinalysis), adverse events, and
patient/caregiver global evaluations of mental status (compared to baseline and scored at the Jast
double-blind visit as worse [0], no change [1], minimally improved (2], moderately improved [3),
or markedly improved [4]; see v 13, p 33).

Adverse events were coded in accordance with the sponsor’s “modified” WHOART
dictionary (“an included term js the description most closely related to the investigator’s
terminology, the preferred term In a group of closely related included terms, and the body system
is a broad category including related preferred terms” [v 13, P 39)). The Kaplan-Meijer method
was used to examine the relationship between time on study medication and occurrence of
treatment-emergent adverse events. Other results, such as the patient/caregiver global evaluations
of mental status, were summarized. _ .

.




results can be found in labeling.
Unlike the adult indication, evidence to support safety in the pediatric population is new. The
pediatric cohort (310 subjects in all) consists of subjects from the controlled trials, the open-label
eextensions, and nine additional open-label trials (EPPD-001, YOL, YOLE, YEP, YLT, Y1, YJ,
{ - Table 2 from the sSNDA ISS (v 56/168) displays the patient population through 30
“June 1996 and Table 1 (20 March 1998 submission), adding7 patients, updates this information
through 11 March 1998. The double-blind group__containedg 98 TOP pediatric subjects (YP,
YTC, and YTCE); of the 101 placebo subjects, 96 entered the open-label extension, receiving ™
study drug. Moreover, there were 116 pediatric subjects from other open-label trials (109 subjects
_as of the cut-off date of the SNDA + 7 additional subjects who enrolled subsequently in those trials
* and were included in the Four-Month Safety Update). There were nine additional open-label trials
(EPPD-001, YOL, YOLE, YEP, YLT, Y1, YJ, . _YI and YJ were double-blind,
‘ placebo-controlled monotherapy trials in subjects >14 years with partial-onset seizures that also
' included open-label extensions (from which the safety-base subjects were taken); TOP was
administered at one of two target dosages (100 or 1,000 mg/day) after gradual withdrawal of
background AEDs. YEP and YLT were long-term open-label extensions for subjects with partial-
onset seizures who completed open-label protocols (YKP/YKT and YCO2) or drug interaction
protocols (M-215, M-216, M-218). EPPD-001 was an open-label pharmacokinetic study in which
‘subjects (with any seizure type), aged 4-17, received TOP at four successive, increasing dosages
(1, 3, 6, and 9 mg/kg/day; each for 7 days), after which they could enter a long-term extension (if
- <14 .years, the dose could be increased to a maximum of 30 mg/kg/day, or <1600 mg/day; if >14,
_the dose could be increased to a maximum of 2,400 mg/day). -

\

DEATHS: TOP labeling provides a SUDEP incidence of 0.0035 death per patient-year for the
exposed adult population. The safety review for the original TOP NDA (partial-onset seizures in
adults) consisted of 1446 individuals, of whom 20 were in the age 4-12, and 68 in the age

13-18, group. There were no pediatric deaths (the youngest was a 20 year old).

In the sNDA, Four-Month Safety Update, and recent 20 March 1998 submission, the
combined safety base lists a total of 8 deaths, 6 of them in pediatric subjects. Three deaths form
part of the clinical data base (1 adult, 2 children), another 3 are the result of voluntary spontaneous
reports (all pediatric); 2 come from voluntary spontaneous European reports (1 adult, 1 pediatric).
Following is a summary of available information (from the Four-Month Safety Update v 13/45, p
304, and v 21/45, p 337; 20 March 1998 subrnission, P 12; and clarification of the information via
personal communication, 5/13/98, with Michael Kaufman and Catherine Glenkowski, RW
Johnson):

(1) sTUDY YTCE: 49-year-old, 75.9-kg female, with PGTC seizures, irregular menses, and

~ depression, who died suddenly as a result of a seizure disorder after 152 days of double-
blind placebo treatment in study YTCE. Concomitant AEDs included lamotnigine 300
mg/day, valproate 500 mg/day, sertraline, and estrogen/medroxyprogesterone as hormone
replacement. Based on information available through day 126, she experienced two tonic-
clonic seizures (one during the third trial week, or the titration period; and a second during
the 17th, or the stabilization period). On day 152 she was found dead at home. An autopsy
report concluded that the death was “as a result of a seizure disorder.” The investigator
. assessed the relation of the death to study treatment as “unlikely.”
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- (3) sTUDY YP: 10-year-old girl, with partial-onset seizures who had been randomized i TOPIn
study YP at 9.4 mg/kg/day, dropped out of the tria) after 441 days for lack of efficacy.
- More than 5 months after withdrawal, she was found dead. No autopsy was performed,
and the cause of death is unknown; the relation to TOP was felt “to be doubtfu)” (SUDEP,

- K): 13-year-old boy with intractable epilepsy, associated with a
hypothalamic hamartoma, congenital hydrocephalus, hypopituitarism, on nasogastric

— nutrition, was receiving TOP 600 meg/day adjunctive therapy. Concomitant AEDs were

primidone 500 mg/day and CBZ 400 mg/day. On TOP for about 2 months, he was

‘hospitalized “slightly dehydrated and severely constipated” and “essentially unconscious,

. flexing to pain, and vocalizing incoherently.”” The patient died suddenly; the cause of death

‘ was unknown. ' -

5) SPONTANEQUS REPORT (US): 9-year-old male, with undefined epilepsy, was receivin g TOP
150 mg/day, along with PHT 275 mg/day and vigabatrin 1,500 mg/day. “He had a seizure,
choked, and died in his sleep.”

(6) S): 4-year-old male, receiving TOP 225 mg/day for 6 days was
“found dead at home, face down on a pillow. Death was attributed to asphyxiation
following a seizure and was considered unrelated to TOP therapy.”

) A : 25-year-old female “with sudden death.” No dosing
information provided. :

base, which consists of 310 children and represents an estimated 459 subject-years of exposure.
There were two pediatric deaths in this population, yielding a SUDEP rate of 2/459, or 0.00436
deaths per patient-year; because one of the patients had been off medication for >5 months, this
rate might therefore be construed as the worst-case scenario. Nevertheless, the rate appears to fall
within the expected range, described in current labeling, for the incidence of SUDEP in epilepsy
patients in general (from 0.0005 for the general epilepsy population, to 0.003 for a clinica) trial
population, to 0.005 for patients with refractory epilepsy).

SERIOUS ADVERSE EVENTS: A list of all serious adverse events in adults and children, and their
incidence rates, can be found in the two tables in Appendix 4c. Similarities shared by many of
these patients are (1) other concomitant serious medical problems, and (2) the severity of their
underlying seizure disorder. Following are brief narratives of cases during the double-blind trials
and selected cases from open-label extensions, which the sponsor provided in the 20 March 1998
submission:

KEY: db= double-blind phase op=open-label phase

Study Pt Age/Sex/Group Adverse Event Onset | Resolved | Tx Related

YP-db 13 | 5F - placebo CONVULSIONS AGGRAVATED. Day 26 | Day 27 | Possible
25 mg/d Hosp on day 26 for prolonged
postictal state; discharged day 27 and
completed study. Concomitant drugs:
VPA 1,125 mg/d, ethotain 1,125
mg/d.




YP-db 74 1 9M-placebo | INFECTION VIRAL. Hosp with Day 66 | About Unlikely
175 mg/d cough, sore throat, fever, vomiting Day 73
(probably flu) day 66, given IV
antibx. LP negative. Resolved 7 days
later. Concomitant drugs: CBZ 600

mg/day. -
YP-db 116 | 5M - placebo CONVULSIONS AGGRAVATED. 104 Not Unlikely
A 100 mg/d Concomitant drugs: DPT 125 mg/d. / available

Had 55-min scizure and elevated temp
on day 104 after discontinuing AEDs
'x 2 days. Seizure cluster on day 105
led to hosp. PHT level 8.6. Loaded
with IV PHT to give level 15.5 on
day 106, at which time seizures
stopped; temp reached 102.

YP-db |2 11 M - TOP CONS'I'IPATION._'_¥ o 49 64 Unlikely
' 125mpg/d (5.2 | Hydrocephalus, quadriparetic CP,
mg/kg/d) constipation. Had sinusitis day 49,
{x sulfa; then constipation day 50.
Hosp on day 58 for fever,
dehydration, anorexia, abd pain; was .
rehydrated and placed on antbx,
laxatives. Prolonged PT treated with
vit K. Discharged day 64. Still on
TOP x 580 days.
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YTC-db { 146 | 6 M - TOP 100 PNEUMONIA. PMH: MR, 40 54 - | Unlikely

mg/d (3.9 bowel/bladder incontinence,
mg/kg/d) hypotonia, nonketotic hyperglycemia.
Concomitant drugs: gabapentin 800

mg/d, phenobarb 120 mg/d,
lorazepam 0.5 mg/d. Hosp on day 40
(during titration period, TOP dose
100 mg/d) for markedly severe
pneumonia; discharged day 44, full
resolution day .54.

- BEST POSSIBLE copy
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|
YP - op

4 M - TOP
open-label x 1
yr + pt's 22-
month-old F
cousin

OVERDOSE. Hosp after found asleep
and difficult to arouse; found to have
shallow resp, unresponsive except to
pain. Tx lavage, charcoal, intubated,
and hydrated. Discharged 2 days later;
OD sxs resolved 3 days later, and

.| TOP restarted. He feceived his last

TOP dose 7 'months later (8.7

| mg/k/g/d). His TOP supply had run

out, and his gave extra CBZ. Asa
result, his seizure activity increased: 3
days later, he became ataxic, fell, and
blacked out -- sxs felt to be due to
CBZ toxicity. The sxs resolved
within 3 days, and he was withdrawn
from the study due to noncompliance.

The 22-month-old F was found “with
awild look in her eyes,” then became
unresponsive. On admission, she
was irritable, combative when
touched, had an arched back, extended
legs, and questionable dystonic neck
posture. Tx lavage, charcoal, and
normal saline IV. 2 days post
overdose, she was unresponsive,
staring, and posturing bizarrely. The
next day, she was asymptomatic and
discharged.

~365 ~367

Remotely

| related

Likely

YP - op

45

2M - TOP
29.3 mg/kg/d x

7 months

SEPSIS AND
GASTROENTERITIS. PMH:
frequent RSV infections, pneumonia,
otitis. Concomitant AEDs:;
phenobarb 112.5 mg/d, lamotrigine
250 mg/d, diazepam. Hosp about 7
months into op extension when
developed fever to 104, despite x
with ibuprofen and diazepam, and
increased seizures. WBC 23,000;
+blood cx. Tx antibx and discharged
11 days later. Then, 10 weeks later,
hosp for gastroenteritis, tx with
lorazepam; discharged 4 days later.
Continued TOP.

-7 In1l

months | days

Remotely
related

<o

-\

12




flyp - op

47

3 M - placebo
arm of the db
trial, then on
TOP 26.4
mg/kg/d during
op x 8 months

AGGRAVATED CONVULSION
AND VIRAL INFECTION.
Concomitant AED: VPA 750 mg/d.
Hosp after ~8 months on TOP for 2
prolonged episodes (5 hrs) of alterpcf
mental status and walking in circles.
Dx: otitis, sinusitis, pneumonia,

-viral syndrome. Tx antibx.

Continued TOP.

-8
months

Remotely

| related

“Typ-op

530

14 F - TOP
5.96 mg/kg/d

AGGRAVATED CONVULSION,
DYSPHAGIA. Concomitant AEDs:
clonazepam 0.525 mg/d, lamotrigine
50 mg/d. Hosp on day 82 after
increased seizure activity, becoming
“heavily sedated leading to difficulty
swallowing. Events resolved (date
unknown) and the pt was continued
on TOP. Per sponsor: “This
represents the first case of difficulty
swallowing (dysphagia) submitted as
an expedited repon.”

82

Definitely
related

EPPD-
001 -op .

]

10 F - TOP
950 mg/d (23.1
mg/kg/d)

CONVULSIONS GRAND MAL.
Concomitant AEDs: phenobarb 180
mg/d (Felbatol has just been
discontinued).- Day 2, and persisting
throughout study, slowed mentation
was observed. Erythema was noted
after ~7 months (not TOP related).
Hosp after 1 yr with partial complex

| status x 1 day; previously had up to 5

simple partial seizures/week. Still on
TOP x 620 days.

~210

~365

Persist-
ing

(Probably
related)

Not related

Remotely
related

YOL - op

22

13 M - TOP
1100 mg/d

(10.1 mg/kg/d)

CONVULSIONS AGGRAVATED.
PMH: multiple seizure types,
encephalitis age 10, obesity, MR,
multiple neurological abnormalities.
Concomitant AEDs: CBZ 1200
mg/d, PHT 400 mg/d, chlorazepate
37.5 mg/d. Hosp on day 164 after
“large seizure,’” for which received
diazepam 5 mg, and increased seizure
frequency over next 4 weeks. TOP
was increased to 1300 mg/d and PHT
discontinued. 4 weeks post discharge,
again had serious aggravated
convulsions; TOP increased to 1900
mg/d (17.5 mg/kg/d), before tapering
due to incffectiveness (off day 686).

164

686

Not related

0

N

- f )




YOL-op | 181 | 14 M - TOP
300 mg/d (3.8
mg/kg/d)
increasing to
1200 mg/d
(15.2 mg/kg/d)

CONVULSIONS GRAND MAL,
CONVULSIONS AGGRAVATED,
EEG ABNORMAL. PMH: partial
complex seizures 180/month +
simple partial seizures 3/month.
Concomitant AEDs: ethotoin, PHT

350 mg/d. Day 22; after

discontinuation of ethotoin, had
status; day 27 had serial seizures,
resolving with IV PHT and
lorazepam. ~5 months into
enrollment had seizure surgery; TOP
increased to 1300 mg/d, but then
tapered because considered ineffective,
eventuaily off on day 226.

226

Remotely
related

lyo,e- {230 [15M-TOP
op 200 mg/d (3
mg/kg/d)

HALLUCINATIONS, APATHY,
FATIGUE. PMH: gelastic seizures.
Concomitant AEDs: CBZ, VPA,
clonazepam. Hosp on day 59 with
visual hallucinations and apathy (loss
of contact with his environment). Tx
diazepam with resolution. EEG
showed no seizures. Also noted
fatigue from day 57 to 68, when TOP
discontinued. Follow-up 3 yrs later: -
fatigue resolved.

57

68

Probably
related

YOLE- 967 { 15M-200
op mg/d (4.5
mg/kg/d)

CONVULSIONS AGGRAVATED.
Concomitant AEDs: CBZ 1200 mg/d
and VPA 1500 mg/d, reduced |
month, then discontinued 4 months,
after TOP began. ~6 months into
study, breakthrough seizures occurred
on 3 days, ~1 week apart. Hosp, tx
diazepam; CBZ and VPA resumed
with resolution of seizures. TOP

continued.

Probably
related
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o |
YFC-op |65 [11F-TOP FEVER, RASH, RESPIRATORY 163 167 Possibly
175 mg/d (5.3 | DISORDER, CONVULSIONS related: rash
mg/kg/d); GRAND MAL HALLUCINATIONS. and
randomizedto | Concomitant AED: VPA. Hosp day hallucina-
TOP during db | 163 with fever (103), rash, GTC tions;
stage seizure x 20 min; tx antibx, intubated remotely
x 1 day. Fever and rash resolved in 3 related:
’ days. On day 165 had auditory convulsions
‘ (lasting 1 day) and visual (lasting 2 grand mal;
days) hallucination. Till on TOP x not related:
663 days. fever and
respiratory
disorder
PfYTC-db | 146 |6 M -6.7 PNEUMONIA. PMH: gastrostomy | 40 54 Remotely
andop mg/kg/d; tube, MR, nonketotic hyperglycemia. related
' randomizedto | Concomitant AEDs: gabapentin 800
TOP during db | mg/d, phenobarb 120 mg/d,
stage lorazepam 0.5 mg/d. Hosp on day 40
(titration phase) with pneumonia, tx
'| antibx, discharged day 44, pneumonia
resolved day 54. During op, on TOP | 303 310 Remotely
17.2 mg/kg/d (concomitant AED: - related
phenobarb), hosp on day 303 due to
increased seizure frequency, mild to
moderate respiratory distress, fever; dx
pneumonia, resolving in 7 days on
antibx. Lamotrigine added, still on
TOP.
YTCE- |218 |15M-TOP PANCREATITIS. Concomitant 310 ? Remotely
op 4.6 mg/kg/d (db | AED: phenobarb 90 mg/d, PHT 500 related.
‘ ‘stage), mg/d, lorazepam 3-4 mg/d. Hosp on
increasing to | day 230 for bronchitis, hypovolemia,
8.7 mg/kg/d suspected pancreatitis (amylase 389,
(op stage) ref range <310; lipase 3566, ref range
<208). Had cholecystectomy. TOP
resumed. '

An examination of the table in Appendix 4a generally shows a comparable or lower percentage of
similar complaints listed in current labeling. The side effect profiles for the pediatric and adult
populations are compared below.

_ The adult experience with TOP has been examined in detail in the original NDA. More




extensive postmarketing experience has not turned up any additional serious problems with the
drug to date (personal communication, April 1998, with Mary Mease, FDA Epidemiology, who
provided a computer printout of the entire postmarketing experience to date). '
The major side effects - listed in current labeling with incidences >5% (in the order placebo,
200-400 mg, 600-1000 mg) -- have been disorders of the following systems:
neuropsychiatric (somnolence 10%, 30%, 26%; psychomotor slowing 2%, 17%, 25%;
nervousness 7%, 16%, 21%; difficulty with memory 3%, 12%, 13%); confusion 5%, 10%,
15%; depression 6%, 8%, 13%; difficulty with concentration/attention 1%, 8%, 15%;
anorexia 4%, 5%, 11%; mood problems 2,%, 4%, 10%)

<" GI (nausea 6%, 12%, 14%; dyspepsia 5%, 8%, 6%; abdominal pain 3%, 5%, 7%,

_constipation <1%, 5%, 3%) -~
¢entral and peripheral nervous system (dizziness 14%, 28%, 32%; ataxia 7%, 21%
17%; speech disorders/related speech problems 3%, 17%, 14%; nystagmus 12%, 15%,
15%; paresthesia 3%, 15%, 15%; tremor 6%, 11%, 14%; language problems <1%, 6%,
12%; coordination abnormal 2%, 5%, 4%)
respiratory (URI 12%, 12%, 12%) _
vision (diplopia 6%, 14%, 15%; vision abnormal 3%, 14%, 11%).
A comparison with figures in Appendix 4a generally shows lower percentages among the adult
population of the sSNDA.

WITHDRAWALS DUE TO ADVERSE EVENTS: There were relatively few withdrawals for adverse
events in the controlled trials: none in YP* 2 in YTC (1 in each arm; see Table 8 YTC), and
12 in YTCE (5 TOP, 7 placebo; see Table 8 YICE). There were no real differences between the
side effects experienced by the TOP 2nd placebo patients.

OVERALL ADVERSE EVENT PROFILE: By request (20 March 1998 submission), the sponsor
compared the incidence of adverse events in adults, occurring with a frequently >1%, from the
original NDA (6 trials for partial-onset seizures in adults) with the profile obtained in the sSNDAs
and Four-Month Safety Update (adults with PGTC seizures - The
results can be seen in Table 2 of that submission. No significant change in the overall adverse
event profile was seen in adults.
In pediatric subjects, 7 neuropsychiatric events, along with weight decrease, occurred more

frequently (>5% difference) in TOP subjects than placebo, as follows:

--somnolence (26% vs 16%)

--anorexia (24% vs 15%)

--fatigue (16% vs 5%)

--nervousness (14% vs 7%)

~difficulty with concentration/attention (10% vs 2%)

--aggressive reaction (9% vs 4%)

—difficulty with memory (5% vs 0%)

—weight decrease (9% vs 1%).
With the exception of anorexia, mood problems, aggressive reaction, and personality disorder

(behavior problems), neuropsychiatric adverse events were less often reported in pediatric than in
adult patients. It may be true, as the sponsor suggests, that children are less likely to report
adverse events: they may be less able to articulate their complaints or may be less willing to do so.
But the incidence of mood problems and personality disorder (behavior problems) were similar
between TOP and placebo groups. On the other hand, such adverse events as headache, vomiting,
and diarrhea occurred more frequently among placebo subjects.

: Furthermore, the incidence of common neuropsychiatric events reported in the SNDA ISS
for the 303 pediatric subjects that formed its cohort did not increase appreciably (<5% increase for
individual adverse events) in the total TOP group of 310 pediatric subjects in the Four-Month
Safety Update over the sNDA population (303 subjects), despite a longer duration of exposure to
study drug (12.5 months to 18 months). Somnolence (41%) and anorexia (38%) were the most
frequently reported, followed by fatigue (25%), nervousness (21%), headache (20%), insomnia




(15%), mood problems (11%), difficulty with concentration/attention (11%), and personality
disorder (11%).

The studies for all three indications each contained an assessment of patient mental status by
means of a questionnaire completed by the subjects or caregiver, at the first and final visits of the
double-blind phase. In YP responses were scored on a scale from 0 (worsened) to 7 (marked
improvement);, YTC/YTCE, a 4-point scale was employed (from 0, or worsening of
mental status, to 4, or marked improvement). For YP, comparison of the two questionnaires
(before and after) showed that most subjects in both groups (the TOP and placebo) recognized no
change from baseline, though numencally more TOP patients were seen as improved on each of

“the four scales . For __and YTC/YTCE, companison of the two questionnaires
showed similar results for TOP and placebo groups __YTC Table 22, and YTCE
Table 22). I

Weight loss occurred in 22% adult vs 11% pediatric subjects. According to the sponsor,
anorexia is related to weight loss in both children and adults: subjects with weight loss reported as
an adverse event were more likely to have also reported anorexia (26/34; 76%) compared with
those who did not exhibit weight loss (84/274; 30%). The sponsor suggests that the slower
titration rates and lower dosages in the sNDA studies may explain the differences in the adverse
event profile, as well as the fact that children may not report certain types of subjective symptoms
(depression) as readily as adults. The rate of discontinuation due to adverse events was also lower
among children (0% in the double-blind trials among TOP subjects, 11% overall among TOP
subjects) than adults (11% and >20%, respectively).

Another commonly reported adverse event in the original NDA adult population was
paresthesia (15% for dosages of 200-400 mg/day, 18% for dosages up to 1000 mg/day), attributed
by the sponsor to the drug’s similarity to the carbonic anhydrase inhibitor group; the side effect led
to drug discontinuation in 2% of the patients. In contrast, only 6% of the children and 8% of the
adults in the SNDA or Four-Month Safety Update reported paresthesias, and none in either age
group discontinued therapy due to the complaint.

As aresult of its acuvnty as a carbonic anhydrase inhibitor, TOP increased the incidence of
kidney stones in adults in the original NDA population by 2-4 times that of a similar, untreated
population (1.9% confirmed kidney stones). Three cases were found in the pediatric group:

T s e

(2) SPONTANEQUS REPORT: 23-month-old female, on TOP 50 mg/day for about 3 months,
passed a kidney stone, considered *probably related to TOP.” Concomitant medications
included lamotrigine 200 mg/day and CBZ 300 mg/day; the patient was also on a
ketogenic diet. The diet was stopped, but TOP was continued.

(3) SPONTANEQUS REPORT: 5-year-old male, with Menke’s syndrome, passed a kidney stone
while on TOP 25 mg/day, lamotrigine (dose unknown), and primidone (dose unknown).
“The reporting physician felt that the patient’s free water was decreased by 300 ml.”
Concomitant medications included ascorbic acid and antacids. No other information is
available.

SAFETY LABS AND OTHER DATA: There were no abnormalities in adult or pediatric subjects not
already mentioned in current labeling, and there were no significant differences between the two
age groups. There were no noteworthy treatment-related changes from basceline at the start of the
double-blind phase to the final visit at the end of the double-blind phase in mean vital-sign
measurements in YP. YTC/YTCE. Data in the sSNDAs, Four Month Safety Update, and 20
March 1998 submission do not differ significantly from information found in current labeling.

042




There were no additional safety concerns or precautions.

IV. DOSING RECOMMENDATIONS

Based on the current package insert, the recommended dose in adults, as adjunctive treatment
for partial-onset seizures, is 400 mg/day in 2 divided doses. In studies YTC and YTCE, which
“included pediatric as well as adult subjects, the daily target doses of 175, 225, and 400 mg were

based-on weight and intended to approximate 6 mg/kg/day (maximum: 9.3 mg/kg/day) for pediatric
patients and 6 mg/kg/day for adults. The titration schedule as add-on for adults with PGTC
seizures is identical to the regimen recommended in the labeling for partial-onset seizures: 50
mg/day as starting dose, with weekly increments of 50 mg/kg until the target dose of 400 mg/day
is reached. Among pediatric subjects (98 total in the 4 double-blinded studies, YIC__ ___ YP),
_most received a target dose of 5-9 mg/kg/day (median: 6.1 mg/kg/day). The recommeénded titration
schedule, reflecting the 4 double-blind trials, begins with a dose of 25 mg/kg/day (or less, based
on a range of 1-3 mg/kg/day), with increases every 1-2 weeks, as tolerated, in increments of 1-3
mg/kg/day. Titration should be guided by response and side effects. In study YP, the starting
dose for subjects <43 kg was 25-50 mg/day, increasing by 25, 50, or 75 mg/day every 1-2 weeks
over a 6-week period until the target dose was reached. In studies YTC and YTCE (17 pediatric
subjects total), subjects <43 kg started at 50 mg/day for the first 28 days, increasing the dose in
increments of 25 to 75 mg/day every 2 weeks over an 8-week period, until the target dose was
reached. In YL, a more rapid titration was employed, increasing the daily dosage by 2-3
mg/kg/day every week over a 3 week period. The sponsor, however, recommends a slower rate
"of titration for better tolerability. The sponsor states that maximum doses of 30 mg/kg/day
(specified in the pediatric protocols) may be administered in adults and children, as tolerated, for
optimal seizure control, but it should be noted that there is very little experience with such high
doses (see Appendix 2 of the 20 March 1998 submission). ‘

In subjects with renal impairment (creatinine clearance <70 m/min/1.73 m2), the dose should
be halved. No dosage adjustment is suggested for patients with moderate hepatic impairment
(about 30%). In both subsets of patients, titration should be guided by response and side effects,
and a longer time period is required to reach steady state. (See v 53/198, pp 101-2.)

APPEARS THIS WAY

V. CONCLUSION ON ORIGINAL

Topamax (TOP) was approved as adjunctive therapy for the treatment of partial seizﬁres in
adults with epilepsy on December 24, 1997. The sponsor has submitted three supplemental NDAs
to support its use as an adjunctive agent in the treatment of (1) pediatric partial-onset scizures

_(3) primary generalized tonic-clonic seizures inadults. 7

The sponsor has provided adequate proof of efficacy and safety to support all three
indications at the recommended doses.




VI.RECOMMENDATIONS

I recommend approval of topiramate, as an adjunctive agent, for the treatment of (1)
. ] PP : g
pediatric partial-onset seizures I .

(3) primary generali;;d {o_nic-c]oni;: sexzuregxgadults

s

Richard M. Tresley MD
Medical Reviewer

[ .

NDA 20,505 (1) Supplements (Topamax: [a] pediatric partial-onset seizures.
(c] generalized tonic-clonic seizures), (2) Four-Month Safety Update; (3) 20 March 1998 (ISE
update); (4) 28 April 1998 (additional analyses) div file/Katz R/Ware J/Tresley R/9 May 1998
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VII. TABLES

PAGES
Study YP (vol 13/168) | 45
Study YTC (vol 20/168) .. | 56
Study YTCE (vol 39/168) 62
Integrated Summary of Efﬁcacy (ISE; vol 53/158) 71
20 March 1998 Submission 78

APPEARS THIS 'WAY
ON ORIGINAL




{E)
<
S
{otvumaday ‘aqazeyy) §1330gn¢ o soquinyg Kq FETESY
€0 €0 TS (r°8) 19°0) (9°9) ($°0) (L) (9'9)
¥ T T T T T T ¥ 1 0
(mvumado £ 0q33n1d) N133lgng Jo Jaquamy Kq 1w
(€D A (€5 (°5) (9'9) (09} (5°9) (L'G) (3'9) 1
f T T T T T T T T 0 4oz
-0t !
“10c W g Q
Joe m L861 "sein2jeg onde)d3 jo uoRBISINO [BUOHRUIOIY oyy was
x {or , “Sjuswesow Bujwwims pue ‘Buimeyd ‘suswesow
Jot m 1o 2 348 opwykys “8'9 ‘seinz|e8 |wjeuoey pwWoS S9DPNIOV) 8)y] ‘sepoBeed
lo muontommn OusUlY U uohedliEsRIO Ajep ey} ewos pue miep ejejdwooy
" 1o m 0 ejenbapeu) jo esneseq Paisse|d eq jouuso jey) seinzies e sepnidu)
-1 0 .
" m fu sainzies Jdeyde pejjissejun
: m dos {seinzies apejse) Seinzies djuoly -4
0L
N a
. 8 muwedo; g - 06 .
. 1., ies e amrsmorns | 5ain2|es 2juo-ojuoy 3
. 00t
J 06 K
nuNdo ) —g— 1INTPS 1Y QOhZN_Ow O_CO.P D ....
0QtyY ... = 001 T .
$9.n2(88 dju0ly o)
(dA (9201024 ‘s13{qng pazwopuey [1y)
) 13133 £q uafanpay sy anzieg waaiag JO YurY URIN € 2andrg $8.n2108 d|uojs0Apy a9
. SISKA teatunt) pararduto)
_ oy =N _ _! N Pisuneosy parsghuion sainzies eoudsqe jeodlly 2
Sainzias eouesqy "L
| — SITA Ra1LD podyduroy $8inzjes 8duesqy v
=N 0=N fuawieal] pInuNLoISIq
i {(amsjnauocauou jo 8AIS|NAUDD) sainzjes pezijeiauen
$0.n2jes pez|jesoush
0l sainzjas |ejued xa;dwo? o} Bujrjone sainzies jejured ojdwyg ‘€
NOILETINOD AQNLLS Sainzies pazyeieusb o) buaoro seunzies |ejued xaidwog e
an Sainzjas pazjesauab o) Sujajone $a.nzias jenued ejdwig ‘L
S$a.nzias pezifeseus Ajuepuooas o) Burjone sainzies eyeg 9
, Euoﬁ,__“.c . . Swisjiewolne yya 9
sinadosq . Y'Yy Ul Se saimeey iy 'q
$aJmesy ou yim ‘8
s “.. o @ :n.nc “ :wm o 5 Soud $53USN0195U0 Jo Juswyeduy
102 B Mecrr Mene } Duissaiboid pue sainzias |epued sidwis se Buuubeg :
- R [ i g7¢ oL G N :
An..au" s husut Betid! (ssausnoasuos jo luawiredw) yum) sainzies {ensed xejduwon '\
14313 199(qng 4q sfesoq r=n) swoydwAs o_c.oan YiIm K
1y =N) 30 wnz swoldwAs ojwouoine wim ‘€
(KepAw) ojewendo ] oqed swoidwAs Liosuas jmivads Jo Aiosuesojewos YiMm 2
- : swoydwids Jojows Yy 1 o
., . ./ . \ . (pasiedwi Jou S$sausnojosuod) sainzes jejued ejdung ‘v
. . ’
/. poing vomea o v sainzies (1220 “feo0)) |eveyq 9

QNT18-378N04 ‘ISYHd INIWLYILL

S3IN23S jo uoNEAYSSRID [RUONBWSI| 1| INTWHOYLLY

Aqtdyuy L Aq33
-y

ASVIld ANIT3ASVE




Y19
AVK; Sp1

140 NO
S¥¥3ddy

TYNIDINO NO
AYM SIH1 S¥V3iddY

“Apras woy umespinm Jo asmyd uoiunKs o1 Knv3 10) pamn[eas pafing '
pouad vonenn an Jo Juruidag H &
3ane8s 93%Id Punq-IIGROp AN JO PID A 18 $18IND0S (TQ13A O) Iuods L PUe "uoNIRENUI JO (a3t ‘Jumnpg Kjrep
40 1MANIE Wiingad 0F K1Y "SIRLIAY [0 (3434 £, 00KM U1 uRLA0AAY JO SUORRR|ELS [0q0)D fvarey
Upo sp e (g she@) gpuv Lot
‘pourad uonenq 2 jo TuvuiBag w 01 3anfa
31wyd punq-21ANoP M 10 Pud 1D 19 Aiaaas airzes 1,129(qn8 Ut WALIA0XRUY J0 UONEAI%AD 1303 [TRIIVY .
PIMAUDT 5m Inp Apras uojaq pownso)od fem Funsa AveuTany 1w [ TEDY

11 6423 10q "WORIDTM 1_s0iedIaus A T 31od 3q PIn03 15t EnrvuBad Juuny ‘CUnA Sy Tuneq
“ANAVG Fiimp PRI I 11834 JEIAPY KU 3midea or parepdn tem Laotary pearpapy ” Js.un_a—g_ﬂhﬂ““u-—“
e t
x x X x uuas_““ﬁ_w“.snﬂ.u 40 "SPLOMUS jo 2N 20D *(£ep 1od suniT omi sy read savipuenb vy 5 UumMIA SuauEn
X X X X X voaespow Lput avusdiug ‘IPIWEIIVOT IPIWRIOZNON PIPAIUI W SYIUOW 21y jred U] suonedpom waunowo)
X x x x X x x kap omadug rapngorydou jo Loy
apusuwpy e
X X X X X X X wontauaues suswd (1)gFV TRUmII0NIS 57 .__UEE..-.D:B:S_SLW
X X X X X roOTROVIRIOS e
nurmd anuwndoy 210J2q 3Aep 09 Ui BMIP mwwuadys uv pasn so Sap PIRWEAdYD Uv QM Jstmess] -
NUIIBIT SpauTioseuing sk aay 1evd uppuw Kouvutiew jo Asompy s Kowvusyrw pouny
u . uoguneas reqofs BWM__ Wdumie appms Jo Loy
1 ] SgdY mpmoouod
X x x o ox x X x st by OM1 24) JO 3UO E¥ PIN SFAUN ‘WISQ (1UOISE00 YUY 210w w0 wouioTRIPOTUq Supey
x X x Sn!__ﬂq..u adoamay AduRig v 2umyduo 00d Jo loonpy
X x x x M3 Lovwoge) P .
X .M X x u..wzza AJo101ewoiduiks snoysied Juniqiyxa jo bo:ﬁ” .ﬂgﬂm
AvIvirmny Ham B _uu |
x usgenrhes ocyt yrwang -Aj|enuas 1o $1011QI4UT I5EPIXO SutuROUOW SO ‘ta3zijinbuesn sofeus ‘Aderag AIIMABCONNT
X x % x x x " saap amare pduos Buinnbos  saplosyp poow o JMPAEd v o (sqivow xys yewd M upm) Loy
nuussny Gowg “2¥nQu $rup J0 oYoore Jo Ly
X X x Jo kavnday ‘tosor01d £q pamoyi¥ 10u vonTd|PaW Jo 380 A1 AMITIOU J0 (810 o1 uj voprdRpned
X X m .E.ES_.MW_““.H%M 3198433 sredust pNod YIYM (1aswasip 3ULDOPU 10 JjoqERW ‘TRunsNUPNTS ‘mapYsoFosnt
X X Lotay amarag ‘21801093ukS *reuas ‘sneday ‘MN2s3A01pIED 3°3) Stwaip (rOtpawt fo Loty 1wom Jogudig
1npIveag ey . .B..:__— en
(it} :E.G.g [ O] (1% 957 (XvQ) Ampaxaly umy) $33) U9 JuLunaoo £2:nz10s sno1wny e pauyap twaned parnsnp uj Aquo Supmo nnes
== s._...:ﬁsm : AT : Ns:_ua__ oo “Adezp ywesinanconue svudosdds
TR ’ Yim Jukidwos ofiym HHUOW Y Ul .B_Ko__aw sney w3 jo Aoy .
{dA 10301013) , PR - {
sanpaso [ru] £33 Jo 9[npayds p Aqey,
Iism nda(qns pue s21esop .35. Aruwo) Al pauy2p-(0301018 vo pareq ddie: ww-.au IN2I0%Y] 5 e e e -
- e %.- Lt 13p1081p 21801011 2a1t525902d 30 SN JO 23183 IqWITIL)
WA IW OOl (1) WaqmIw () + yer dmey y
WYUR WOl () WV YR R I @) v ae huSZIT) e ge Bw gz ty) s euaL WA _ouo_Mtc .
04 XVWErPAwoor  xviwlapdwoor  eqntwoni (1) wWventwszio) waamdugr(z)  Jafre D P L i AL
Wl T B 52 (1) d 4 3w £2 (1) X . 's3utpuyy wweayudss moqum 25eyd sujfateq Suunp ng
+ @ %a oot M.W .“...S_M: - , ‘saseatyp 2130} aatsradoud Lenusod Suppnprs R 20 vess 15
Wyamdnwoot (1) wven Juoot(l) wWamMsz(0)  wdan du gy (z) (a1 96-52) *fsdapd d alao io pag
y9012¢ XvWdepAu gy xvWAwABSTT  Wvandwgz(0) Wy anduz (7) Wimnmtugz(z) Iery-rg TR ARG s send us_hoonhuﬂuh.-.”“naa”uow“oewr .Sao..—wupan
Wdan ool (1) w4 qn w001 (1) L 13 1
v (o WY MO wentusD e an st ) @vess U0 188I] I® YUm .nu-ﬁ. o__:owB A=p-9¢ otn Fuump 20218 15U rensed xis Supustadxg
oLos AVWApAuw sl XyWABAUSLL WY WIsgzis)  Wyandugr ()  wdandwsz(p) M5y "SQIV ‘0Mi urtp AI0W 0U ING ‘U0 IIEI] 1w M Adesap ymmucouoy
wWamtucr()  waantug(o "$21nz}38 pazifesanad LiLvpuosds noyitm 1o qm $2Inz128. 19500 [Anr4
V Wyndag(z)  Wyandusi() wantwr(y  waandwer (1) (a1 1590 ‘391 1%eo1 10 30 39819
FLoN0s XvWiwAus  xyWwipAuszi  wyantuiz(n - wyandwer () Wdqndugz (1) eye-n “fonuod yuiq jo poyaw siqeidssan ue Furonwd so ‘waIpfIyo Suueaq Jo ozun.ﬂs
1 ganonq | UIEM [P . v . N
Aty ' s.%fans Ajreorshyd o ‘rysrevsurasd IRy J ‘pov. 93w jo sl 9] o) 9uo0 apusy o ey
alroq pimy — T (dX _oom.oé
vq Tpmis .
o A oo NG vosnpou] Koy T aiquy

ANPIYRS Jusoq Neureado | ig 3q

UL Pim 20 Lpuapuadapul repuaies 3unz1at ¢ umum 0 E..m,-u‘vnE 1M o1 Kijmqeuy




