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11. Conclusions

1. Maxalt 5Smg and 10mg are effective for the acute treatment of migraine
headache, when measured by the 2 hour headache response rate.

2. Both the 5mg and 10mg are effective at providing complete relief at 2 hours,
and both had higher cure rates at 24 hours compared to ?Iacebo.

3. Both 5mg and 10mg are effective in the treatment of a 1* headache
recurrence within 24 hours.

4. Both 5mg and 10mg are effective in relieving nausea, photophobia, and

phonophobia at 2 hours. There was no difference from placebo with respect

to vomiting.

The 10mg dose is more effective than the 5mg dose.

The response rates are maintained across four consecutive migraine attacks.
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7. The efficacy of rizatriptan 5mg and 10mg are comparable to that seen with
sumatriptan 50mg and 100mg and there is little evidence that one drug is
better than the other.

8. Rizatriptan 5mg or 10mg is generally well tolerated.

9. The most common AE's were dizziness, somnolence, asthenia/fatigue,
nausea, chest pain, vomiting, diarrhea, headache, paresthesias, and
pharyngeal discomfort. These are typical of AE’s seen with other 5HT1g/1p
agonists.

10. Rizatriptan does not exhibit systematic ECG or laboratory abnormalities.

11. Diastolic blood pressure increases only slightly with rizatriptan use.

12.There are no clinically meaningful differences in the safety profile with regard
to age, race or gender. Women generally have more AE’'s compared to men,
but this was also present in placebo patients.

13. The safety profile of rizatriptan is not affected by medications concomitantly
used for migraine prophylaxis, although rizatriptan levels are increased when
used with propranolol. Lower doses of Maxalt should be taken when used

concomitantly with propranolol. APPEARS THIS wAY

12. Recommendations ON ORIGINAL

Based on my overall review of this NDA, rizatriptan is safe and effective on an
intermittent, outpatient basis for the acute treatment of migraine headache
attacks.

/8/

Armando Oliva, M.D.
APPEARS THIS WAY Medical Reviewer

ON ORIGINAL R Levin,MD. /S/  (see menc)

ao 3/25/98

cc:

HFD-120

NDA 20-864
electronic copy-Levin
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ON ORIGINAL



. 314918S0d 1839

[l2M pue 'pajesajo) ||om ‘ejes| 8Z-61 9 0 gt [ o ot jeseuesul 0L's [eseuesu| 10 LEO
papuawiwooal Ade
suonesayfe buisop ou| s9-g9z 8l 0 8i L |1 Al ‘ujos [eao| ‘(u|os |8Jo0) § uonounysfp |euas 10 120
sinsai (ad) ot uoljoesau|
ejqeuea Alybiy inqg ‘toays ouf eg-02 (s} 11 [ L 0 | Lt 18{qel SL'0lL euipiuojd 5daa €20
(ad) o1 uoyoeseyul
%02 Aq duoo uejduyezu oull zg-02 Md) L1 (s) 91 S 9 S | Lt 18(ge3j0 1 jojoueidosd 0480 610
, Bid) et exbuio
UoiBINWINOOR 0U ‘pajess|o) l8M| 0E-61 (s) el 0 €1 S 8 sidiqey ‘exbwg| sesop jelo ynw 5480 810
(id) 81 uonoeIaul
usas uofoeigiul oul gy-glL (s) o2 4 06cloc|o 18iqejo1 uabonse Ddgqa to_
(AD ¥
%0¥ IIBABOIg ‘paulino Jeyun) Md| Ly-g2 ye 0 vel 2t |2l Al12igel| si‘or's's'z|  Aungessio} ‘Alejes 10 9 S_
(qey)
NI Pegiosqe jijam pue ejes| Gp-g1 ct 14 9l 9 ot 131981 ‘N 0L'(ND S jeseuenul 5d4aad S —o_
¢ (jei0)
payjuap) seyjogeiawt| Lg-2g 9 0 9 0 9 ' oL (ADE wsijogelow 0 m—o_
Oid) st CAD v ONTD _
uass uoidiosqe jeseueiu) poob| 9g-02 (s) 91 L 9l 0 ]9 ] 'Al'ieseuenu| 01'8'9'v'e {eseuenul 9dgad LLO
(edodufs) syusns or+orv Md ‘Alliqels|o)
|ebeaosea g o} enp peddols Apnis| pe-g2 9t 9l gl g | vt 18|qe) ‘02+02 ‘Aisjes 0daa 0 —o_
eunweiobla (ad) ot G20
uey) uoiosuod ydued ssey|  pe-1g {s) 21 L L] o |4 leigey] ‘068 ‘01|  oweudpowsy Dd48Q 600
qe) buioy
uwy/br o Md ‘Aujiqese|oy
pauijino ho,ﬁ:_ Md| 0e-8L el 4 €l 0 |€L 131981 ‘All 9'0v'02'0L'S ‘A19jes Dd4aa 200
100|9A
Aiape |eigessd uo yeye ou| ze-12 0l 0 £e 0 |oI 18|geljoy Moj} pooiq Ddaa mook
! qel Ad ‘Allliqeiajo)
uoneJjsiuiwpe g o} ebejueape ou| gg-61 9l 0 94 0 |9l ‘ujos jejo 11| 02'0L's‘e't ‘Aiejes 9daqg £00
Md) 91 08'09'0' Md ‘Aliqelsioy
pajeJejo) |jom jou Buipg< sesoa| 8z-81 (Mieges) /1 0 Ll 0 |21 13|9e3{ 02'01'2°L°G'0 ‘A1ajes 9daq 200
1 eseyd
s)nsay aby pazAjeuy paddoaqg {jelor| 4 W | uonejnwiog abesoq ubiseg {09030.d

Ad09 3181SS0d 1539

sotpmi§ [pau]) 11V Jo 219V €6 A9V

saipnig |ealull) |y Jo ajqel - v xipuaddy



Ad09 3191SS0d 1534

(@) 1v81
pajess|o} llom| 99-g1 m&.vmf LvS | vesl | vvol {oge 19|qe} 01's| uoisuaixe uus) buo| 10| 62/52/22
9) 11e
pajesa|o} |lam ‘aAndeye| 69-g1 (s)zie V3 18€ | 82¢ | €5 osipide. 01's| Aejes ‘Aoeolye ‘0d8QA 6£0}
00t (e) 1601 00}
0} 8jqesedwod (| ‘9ANIBYS 01'S| S9-81 (s) 6601 2/L  |8921]0e01 |8€e2 181qey| ewns ‘gl ‘| Alajes ‘Aoedyie Ddad 0€0
. 0S ewns (9) 882
0} 8jgesedwod pue aAdaYs g1 69-81 {s) 26¢ eyl £€6 | 592 1891 191981}  0G ewns ‘g]  Aajes ‘Aowolye 0d4dAa 620]
syoeye {3) 2oV
ejdnnw 18A0 aAndeye bwol| $9-8i (s) 0¥ v6 gLy | 66€ | ¥ 191qe3{01 Aiajes 'Aoeoyye 0d4aa 520
(e pi2
aAyoaye sasop yioq| 1/-8i L (s) 821 9/2 |eivi|eier]|ioz 19|qE) ot's] Aejes ‘Aoeoye Dd8qa 220
€ aseld
NI Yitm xewd (id) 81
emo) ‘snojoeolye seadde yoq| £5-12 (s) L2 9 2|61 {8 18|qe1 pue NIjS jeseuenul D490 wmof
(ured jsayo |) eiwaydsi Ho3 ou] 2Z-gl : %mp S T I 19iq8) 2xbwig || Aiojes 5seAoipIed Ddaa 020}
V DY
BAOBYD JOU G2 ‘BAIDBYS OL'G| 65-61 (s) 81p 96 viS | ovp | b2 19iq¢e) ol's's’g| AMejes ‘Aoeoye DHEA So_
s3v (o) ¥y
dep esop ‘eAnoaye sesop ealy) [ile] 8S-8i (s) 6v¥ Zel 185 | SIS | 99 19|q¢) ov‘'02'0L}] Aejes ‘Aoealye DdaQ 800
$8SOp Jamoj| Apnis o} 00!
©pBUW UOIS|Oap usaym panujuodsip| 0SL-61 0 Li 9z | oz | 9 18{gel] ewns sA Op| Alejes ‘Aoeaiyie Dsodaa 500
Ajjiqessjo
eAloaye bwoy| 15-22 g9 ! 59 | o |se 19|98} ov'oz| ‘Aoeoys ‘Aiejes DdEQ 00
Z oseld
1094 oul 2Zy-61 (id) 91 (s) 21 I L] 8 |6 191Ge1jo 1 uoloeIelul |YSS Od8d £90
paulino Jayuny Md| 2v-61 (id) v2 (s) 92 2 92 | v1 [ 21 | osipidesis|qe; 01's Yd 10 Zv0
papuswILIods) !
suopesa)je buisop ouj £9-62 g1 0 9l | v {2 Al '18igel| (A)) | ‘(qe1) § uolounysAp Jeal 10 L0
jusjeainbaoiq (A) :
wnpoud ¢ eseyd pue | eseyd} pv-61 (Md) 81 (s) 61 i 6L | 0o |6t Al 19198Y ¥ (ge)) 01'S eousjeainbaoiq 10 o0
uoljoeisul
1o8jje ou| vp-22 (Md) ve (s) 52 1 S¢ | 2L | €L 18igeljol 18300|q Bj8q 0d8q 8€0
ONV pue xew) oull 62-61 Zl 0 AR EERE 191981{0 1 uojoeIBil JIOYW 0dad LE0
BunoX Ui uss se 3id Jeiuis| 7769 Did) 91 (s) 02 0 oz [ ot ot s19|qeljo} Aiseple 9daq 9€0
pejeid|o} [jem Ajjeseusb| 6v-61 id) 91 (s) o€ 0 ge [ 81 |81 sjo|qe} gxbui | sasop (816 ynw Odaq GEO
pejeisjo} jjom "uondiosqe tejwis| /e-g) 2t 0 2L | o [=zi ] iwigerosipdeiiol asipidel 70 €20
S8jews) u| pauljino Jeyuny Md| 8e-12 (e) g (s) 6 | 6 6 Jo snouaAenull  6'6271'G'0 snousAeAU 10 ZE0
paqiosqe ! |
86/S2/€ 3oIe| ‘siejqe) yexew ‘¥98-02 VAN
. 6+ 10 0g| obed mewey (BIPSN 021-O4H ‘AN ‘BAIC  ‘Buuy



Appendix B - Protocol Summaries of Pivotal Trials

Study 022

Title

A randomized, triple-blind, double-dummy, placebo-controlled, parallel groups,
outpatient study to examine the safety and efficacy of MK-0462 10 mg p.o. and
MK-0462 5 mg p.o. for the treatment of acute migraine and migraine recurrence.

Study Centers
The study was conducted in 46 centers—28 in the US and 18 in 9 other
countries.

Objective

Primary

e To examine the safety and efficacy of nzatnptan 5mg and 10mg for the
treatment of acute migraine.

Secondary

e To examine the safety and tolerability of rizatriptan 5mg and 10mg for the
treatment of a first migraine recurrence developing within 24 hours.

o To examine the safety and tolerability of rizatriptan 5mg and 10mg when
administered up to 3 times in a 24 hour period.

e To examine efficacy of rizatriptan 5mg and 10mg in patients with severe
headache at baseline.

Design

Randomized, double-blind, double-dummy, placebo-controlled, paraliel groups,
multicenter, outpatient study. A single dose for initial treatment of a 2/3 grade
migraine headache, followed by up to 2 additional doses within 24 hours for
recurrence.

Duration
One migraine attack. The study was conducted 3/95 - 1/96.

Setting
This was an outpatient study.

APPEARS THIS WAY
Sample Size ON ORIGINAL

1218 migraine patients.

Selection

Key Inclusion Criteria

e male or non-pregnant female, 18-65 years old, with at least a 6 month history
of migraine (IHS criteria), with 1-8 migraines per month
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Key Exclusion Criteria
e basilar or hemiplegic migraine
» significant medical ilinesses (including heart, kidney, liver, neurological,
endocrine, gastrointestinal, hypertension)
e pregnancy or nursing
Concomitant Medications
Not allowed:
within 2 weeks: MAO inhibitors, methysergide, propranolol, metoprolol, or lithium
within 48 hours: any ergot derivative or Midrin '
within 24 hours: any opiate
within 6 hours: antiemetics or any other form of analgesia APPEARS THIS WAY
. ON ORIGINAL
Dosage
Rizatriptan 5mg, 10mg, and placebo

Schedule

Patients were randomized to 3 treatment arms, shown in Table 94. The ratio was
3:2:2 for 5mg:10mg:placebo as initial treatment. Randomization of the second
and third dose was 1:1. Patients were instructed to take the initial treatment at
the onset of a moderate to severe migraine headache. Rescue medication was
permitted anytime 2 hours post dose.

Patients were instructed to take study medication for their first and second
recurrence, if necessary. Rescue was again permitted 2 hours post dose. The
treatments were all separated by at least 2 hours.

Table 94: Study 022,Treatment Assignment

Initial Treatment First Recurrence Second Recurrence

(1:1) (1:1)

5mg Smg
PBO (n=304)
10mg 10mg APPEARS THIS WAY
- s ON ORIGINAL
5mg (n=458)
5mg smg
PBO PBO
10mg (n=456)
10mg 10mg
Study 025
Title

A randomized, triple blind, placebo-controlled, outpatient study to examine the
safety and efficacy of MK-462 10 mg p.o. in the treatment of multiple attacks of
migraine headache.
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Study Centers
The study was conducted in 23 centers in the United States.

Objective

Primary

o To confirm the efficacy of rizatriptan 10mg in the treatment of a first migraine
attack.

Secondary

e To examine the safety and tolerability of rizatriptan after treatment of muitiple
migraine attacks.

Design
Multicenter, triple blind, placebo-controlled, randomized, multiple dose design.
Patients were assigned to one of 5 random treatment sequences (Table 95).

Table 95: Study 025, Treatment Assignment
Group (N)' Attack1 Attack2 Attack3 Attack 4

1(83) Placebo 10mg 10 mg 10 mg
2(82) 10 mg Placebo 10 mg 10 mg
3(84) 10 mg 10 mg Placebo 10 mg
4(77) 10 mg 10 mg 10 mg Placebo
5 (81) 10 mg 10 mg 10 mg 10 mg

"Number of patients in group who treated at least the first attack

Patients in the first 4 groups received active treatment for 3 of the 4 attacks. The
last group received active treatment for all 4 attacks. The design allowed
treatment by period interactions to be evaluated. Assessment of headache
severity, functional disability, and associated symptoms were performed up to 4
hours post dose during each attack.

Those who received 10mg for the initial attack were allowed to take 10mg for
each of up to 2 recurrences within 24 hours. Those who received placebo for the
initial attack also received placebo for recurrences. The repeat doses were not
randomized and therefore did not provide information regarding efficacy of a
second or third dose. Distinct attacks had to be at least 24 hours apart.

Patients who completed the blinded portion of the study were allowed to enroll in
the open-label controlled extension for up to 1 year.

Duration
Four (4) migraine attacks, each separated by at least 24 hours. The study was
conducted between 4/95 - 1/96.

Setting
This was an outpatient study.

Sample Size
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407 migraine patients.

Selection

Key Inclusion Criteria

* male or non-pregnant female, =~  years old, with at least a 6 month history
of migraine (IHS criteria), with 1-8 migraines per month

Key Exclusion Criteria

e basilar or hemiplegic migraine

* significant medical illnesses (including heart, kidney, liver, neurological,
endocrine, gastrointestinal, hypertension)

e pregnancy or nursing

Concomitant Medications

Not allowed: )

within 2 weeks: MAO inhibitors, methysergide, propranolol, metoprolol, or lithium

within 48 hours: any ergot derivative or Midrin

within 24 hours: any opiate

within 6 hours: antiemetics or any other form of analgesia

Dosage
Rizatriptan 10mg, and placebo.

Schedule

The study had three periods: pretreatment, treatment, and post-treatment. The
pretreatment period included screening and baseline evaluations, and study
medication was dispensed in 4 bottles, one for each migraine attack.

The treatment period began when the patient developed a grade 3 or 4 migraine.
He/she ingested one tablet from bottle one. The patient rated efficacy measures
at0, 0.5, 1, 1.5, 2, 3, and 4 hours post-dose. The procedure was repeated for
each of the next 3 attacks, separated by at least 24 hours.

Escape medication was allowed for non-responders beginning 2 hours after the
initial dose, and consisted of analgesics. Treatment with ergot derivatives or
Midrin was not allowed for 24 hours.

There was a follow-up visit after the first attack to ensure that patients
understood the study procedures. They also returned in one month whether or
not they treated any migraine attacks during that period.

The post-treatment period began following the treatment of the 4™ attack.
Patients returned to the clinic within 7 days for a post-treatment evaluation.

Study 029

Title
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A Randomized, Placebo-controlled, Parallel-Groups, Outpatient -Study to
Compare the Efficacy and Safety of MK-0462 5 mg p.o. and Sumatriptan 50 mg
p.o. for the Acute Treatment of Migraine

Study Centers
56 Centers internationally (31 UK, 9 Norway, 2 Switzerland, 14 Sweden)

Objective

e To compared rizatriptan 5mg p.o. to sumatriptan 50 mg p.o. in terms of time
to headache relief (i.e., response)

e To compare the efficacy of rizatriptan 5 mg p.o. to that of placebo at 2 hours
post-dose

Design
This was a randomized, double-blind, double-dummy, placebo-controlled,
parallel groups outpatient study.

Duration .

1 day. The study was conducted between 8/95 - 5/96.

Setting APPEARS THIS WAY
This was an outpatient study. ON ORIGINAL

Sample Size
792 migraine patients

Selection

Key Inclusion Criteria :

e male or non-pregnant female, - years old, with at least a 6 month history
- of migraine (IHS criteria), with 1-8 migraines per month

Key Exclusion Criteria

e basilar or hemiplegic migraine

o significant medical illnesses (including heart, kidney, liver, neurological,

endocrine, gastrointestinal, hypertension)

e pregnancy or nursing

Concomitant Medications

Not allowed:

within 2 weeks: MAQ inhibitors, methysergide, or lithium

within 48 hours: any ergot derivative or Midrin

within 24 hours: any opiate or analgesic

within 6 hours: antiemetics

Dosage ,
Rizatriptan 5mg (+ placebo)
Sumatriptan 50mg (+placebo)
Placebo x 2
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Schedule

After screening, eligible patients were randomized to receive rizatriptan 5mg,
sumatriptan 50mg or placebo for initial treatment of a grade 2 or 3 migraine
headache. Patients rated headache severity, functional disability, and associated
- migraine symptoms at baseline and again at 0.5, 1, 1.5, 2,3, and 4 hours post
dose. A “satisfaction with medication” questionnaire was filled out at 2 hours.

Escape medication was permitted after 2 hours for persistent headache and/or
recurrence. A second dose of study medication was not given. The time to
recurrence was also recorded.

Patients returned to the-clinic within 7 days of treatment for a follow-up
assessment.

APPEARS THIS WAY
Study 030 ON ORIGINAL

Title

A Randomized, Placebo-controlled, Parallel-Groups, Outpatient Study to
Compare the Safety, Tolerability, and Efficacy of single oral doses of MK-0462 5
mg, of MK-0462 10 mg and Sumatriptan 100 mg for the Acute Treatment of

Migraine

Study Centers

47 Centers internationally (Canada, South America, Europe, Middle East, South
Africa, Australia) APPEARS THIS WAY
Objective ON ORIGINAL

e To compared rizatriptan 10mg p.o. to sumatriptan 100 mg p.o. in terms of
_ time to headache relief (i.e., response)
e To compare the efficacy of rizatriptan 5mg and 10 mg p.o. to that of placebo
at 2 hours post-dose

Design
This was a randomized, double-blind, triple-dummy, placebo-controlled, parallel
groups outpatient study.

Duration
1 day. The study was conducted between 9/95 - 5/96.

APPEARS THIS WAY
Setting ON ORIGINAL
This was an outpatient study.
Sample Size

1099 migraine patients

Selection
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Key Inclusion Criteria

e male or non-pregnant female, years old, with at least a 6 month history
of migraine (IHS criteria), with 1-8 migraines per month

Key Exclusion Criteria

e Dbasilar or hemiplegic migraine

e significant medical ilinesses (including heart, kidney, liver, neurological,
endocrine, gastrointestinal, hypertension)

e pregnancy or nursing

Concomitant Medications

Not allowed:

within 2 weeks: MAO inhibitors, methysergide, or lithium

within 48 hours: any ergot derivative, sumatriptan, or Midrin

within 24 hours: any opiate

within 6 hours: analgesic, antiemetics

Dosage APPEARS THIS way

Rizatriptan 5mg
Rizatriptan 10mg _ ON ORIGINAL

Sumatriptan 100mg
Placebo

Schedule

After screening, eligible patients were randomized to receive rizatriptan 5mg,
rizatriptan 10mg, sumatriptan 100mg or placebo for initial treatment of a grade 2
or 3 migraine headache. Patients rated headache severity, functional disability,
and associated migraine symptoms at baseline and again at 0.5, 1, 1.5, 2,3, and
4 hours post dose. A “satisfaction with medication” questionnaire was filled out
at 2 hours.

Escape medication was permitted after 2 hours for persistent headache and/or
recurrence. A second dose of study medication was not given. The time to
recurrence was also recorded.

Patients returned to the clinic within 7 days of treatment for a follow-up
assessment.

APPEARS THIS WAY
ON ORIGINAL
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APPEARS THIS WAY

Appendix D - Adverse Dropouts ON ORIGINAL
Table 97: Dropouts Due To Adverse Events
Study Age Study Drug
Number | AN | Gender|(Yrs)| Treatment Day Adverse Experience | Duration | Intensity | Serious | Related Recovered
Phase | .
010- 001 0016 F 29 }Riza 40 mg 1 Headache 25 Min Moderate No  |Probably Yes
1 Somnolence 9 Hours |Moderate No  |Probably Yes
1 |Vomiting 10 Min Severe No |Possibly Yes
< 1 |Bradycardia 5 Min Severe Yes |Probably Yes
1 |Hypotension 5 Min Severe Yes |Probably Yes
1 Palior 5 Min Severe No  |Probably Yes
1 |Bradycardia 5 Min Moderate | Yes |Probably Yes
1 Pallor 5 Min Moderate No  |Probably Yes
010- 001 0015 M 25 |Riza 40 mg 1 Syncope 0.5Min |Severe Yes {Possibly Yes
1 Sinus bradycardia 0.5 Min  |Moderate No |Possibly Yes
1 Urinary incontinence 0.5 Min  |Moderate No |Possibly Yes
1 Asystole * 0.1 Min  |Severe No  [Possibly Yes
017- 001 0018 F 35 |Riza 10 mg 14 |Pain, chest 21 Days [Mild No  |Definitely not [Yes
14  [Pain, abdominal 21 Days {Mild No |Definitely not {Yes
28 |Palpitation 1 Hour Miid No |Probably not |Yes
N42- 001 0022 F 28 |Riza 10 mg 2 |Depression 2 Days Severe No |Probably not {Yes
2- 001 0122 F 19 |Riza 10 mg 8 [Pregnancy test positive 19 Days |N/A No |Definitely not |Yes
J07- 001 0001 M 29 |Riz iv 60mg/kg 15 {Headache 38 Min Moderate No |Probably Yes
008- 001 0013 M 23 |Placebo 7 |Muscle/ ligament/ fascia |14 Days [Moderate No |Definitely not |No
disorders
019- 001 0001 M 20 |Propranolol 1 Pancreatitis 5 Days Moderate No |Probably not [Yes
019- 001 0101 M 27 |[Propranoiol 2 Dizziness 3 Days Moderate No |Possibly Yes
2  |Chest pain 3 Days Moderate No  |Possibly Yes
f 2 |Asthenia/ fatigue 3 Days Moderate No |Possibly Yes
023- 001 0007 M 33 |Clonidine 1 Bradycardia 10 Min Severe No |Probably Yes
1 Hypotension 4 Hours |Severe No |Probably Yes
1 |Syncope 0.5 Min  |Severe No |Probably Yes
038- 001 0010 M 28 |Nadolol 80 mg 3 |Hypotension 3 Days Moderate No |Probably Yes
043- 001 0007 M 30 (Paroxetine 3 {Blood pressure increased |13 Days |Mild No  |Probably No
Phase Il
026- 001 0019 F 30 |Riza5mg 4  [Cramp, muscle 61 Days |Severe No |Definitely not |Yes
020- 002 |2049 F 31 |Riza 10 mg 1 Dyspnea 3 Days Mild No  |Definitely Yes
1 Paresthesia 10 Min Moderate No  |Definitely Yes
1 Pain, chest 1.8 Hour {Moderate No  |Definitely Yes
020- 002 |2051 M 26 |[Riza10mg 1 Tachycardia 26 Min Severe Yes |[Definitely Yes
1 Pain, chest 30 Min Severe Yes |Definitely Yes
020- 002 |2061 F 52 |Riza 10 mg 1 Tachycardia 3 Min Mild No  |Probably Yes
1 Tremor 2 Hours  |Mild No  |Probably Yes
n20-002 {2065 F 34 |Placebo 1 Paresthesia 30 Min Moderate No |Probably Yes
ase Il
1-<2- 040 ]5376 I F I 42 Eiza 5mg 14[Migraine E Days ]Severe l Yes lProbany not |Yes
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"122-040 5375 F 23 |Riza 10 mg 1 IDizziness 12 Hours |Severe No |Probably Yes
1 Somnolence 12 Hours |Severe No  {Probably Yes
025- 011 6212 F 42 IRiza 10 mg 2 Pain, chest 2.5 Hour |Mild No |Possibly Yes
2 |Somnolence 14.8 Moderate No |Possibly Yes
Hours
025- 014  |6268 F 30 |Riza 10 mg 1 Dizziness 30 Min Moderate No |Probably Yes
1 Edema 10 Hours |Moderate No |Probably Yes
1 |Tremor 30 Min Mild No |Probably Yes
1 [Sweating 30 Min Moderate No  |Probably Yes
025- 017 16332 F 52 {Riza 10 mg 1 Urticaria 3 Days Severe - No  |Probably Yes
1 Dyspnea 1 Hour Mild No  |Probably Yes
1 Dysphagia 1 Hour Mild No |Probably Yes
025-002 |6394 F 24 |Riza 10 mg 2 {Menstruation disorder 5 Min Mild No |Possibly Yes
025- 021 6404 | _F .50 |Riza1tOmg .. 1 Dizziness 2 Hours {Moderate No |Probably Yes
025- 017  |6339 F 37 |Placebo 1 Vomiting 1 Day Moderate No |Probably Yes
025- 007 {6133 F 30 (Placebo 28 |Somnoience 10 Hours {Moderate No |Possibly Yes
025-010 {6190 F 45 |Placebo 1 Accommodation disorder |2 Days Moderate No }Possibly Yes
1 Mental acuity dec. 2 Days Moderate No {Possibly Yes
030-032 |7587 F 58 |Sumatriptan 1 Vomiting 5 Min Mild No [Possibly Yes
Phase lll Extensions .
022- 005  |4905 F 23 }Riza5mg 216 {Rash 17 days |Mild No |Possibly No
022- 008 [4228 F 46 |Riza5mg 72 |Pain, chest 8 Hours |[Severe No  |Definitely Yes
85 |Pain, chest 11 Hours |Severe No  |Definitely Yes
022- 008  |4246 F 46 |Riza5mg 146 (Pain, back 3 Days Severe No |Definitely not |No
‘2-017 |0184 F 46 |Riza5mg 146 |[Hypertension 1 Day Moderate No |Probably not |No
22-017 |0185 F 46 |Riza5mg 23 |Pain, back 83 Days [Moderate No  |Definitely not |No
I 48 |[Bum 58 Days {Moderate No |Definitely not |No
022-017  |4529 F 35 |Riza5mg 110 |Pain, back 37 Days |Moderate No |Definitely not [No
022- 019 (4604 F 42 |Riza 5mg 39 }Pain, chest 20 Days |[Moderate No {Possibly No
022- 020 |4615 F 50 |Riza5mg 7 |Nausea 1.5 Hours |Moderate No  |Probably Yes
7 |Dizziness 30 Mins  |Moderate No  |Probably Yes
022- 020 |4625 F 45 |Riza5mg 8 Diarrhea 4 Hours |Moderate No  {Probably Yes
) 8 [Nausea 15 Mins  [Moderate No |Probably Yes
8 |Warm sensation 30 Mins  |Moderate No  |Probably Yes
8 |Dizziness 15 Mins  [Moderate No |Probably Yes
022- 023 14729 F 34 |Riza5mg 17 |Nausea 1 Hours [Moderate No  |Probably Yes
022- 028 14890 F 38 (Riza5mg 141 |Pain, back 14 Days |Severe No |Definitely not {No
022- 036 |5230 F 54 |Riza5mg 23 |Mental acuity dec. 14 Hours {Moderate No  |Definitely Yes
022- 038  |5220 F 41 |Riza5mg 115 {Depression 41 Days |Moderate No |Probably not {No
022- 040 |5385 F 28 |Riza5mg 179 |Depression 36 Days |[Severe Yes |[Definitely not |Yes
022- 042 15008 F 46 |Riza5mg 38 [Diarrhea 12 Hours [Moderate No |Prob not Yes
38 |Asthenia/ fatigue 12 Hours |Severe No |Prob not Yes
38 |Nausea 12 Hours |Moderate No  |Prob not Yes
029- 002 [9031 F 53 |Riza5mg 121 |Disorientation 4 Hours |Moderate No  {Probably Yes
028- 002 (9096 F 48 |Riza5mg 28 [Somnolence 2 Hours [Severe No |Probably Yes
029- 002 |9117 F 56 |Riza 5 mg 16 |[Somnolence 5 Hours |Severe No |Probably Yes
n29- 002 2539 F 47 |Riza5mg 31 {Psychic disturbance 4 Hours [Moderate No |Probably Yes
-002 |9175 F 48 |Riza 5 mg 34 |Paresthesia 20 Mins  |Severe No |Probably Yes
N 34 Cold sensation 20 Mins  [Severe No  |Probably Yes
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il 35 |Paresthesia 1.5 Hours |Severe No |Probably Yes
29-005 9617 F 25 |Riza 5mg 7 |Dizziness 6 Hours |Moderate No |Probably not |Yes
7 |Hypesthesia 3 Hours [Moderate No |Possibly Yes
8 |Nausea 2.5 Hours |Moderate No |Probably not |Yes
16 |Dizziness 8 Hours  [Moderate No |Probably not |Yes
16 |Nausea 8 Hours  |Moderate No |Probably not [Yes
16 |Ataxia 4 Hours {Moderate No |Possibly Yes
1029-005 |9626 F .27 |RizaSmg 39 |Vomiting 340 Mins |Severe No |Probably Yes
39 |Nausea 340 Mins [Severe No |Probably Yes
029- 008 31’?88 M 60 [Riza 5 mg 20 |Nausea 4 Hours  |Moderate No [Probably Yes
029- 008 |9259 F 45 |Riza5mg 17 {Dizziness 2 Hours |Moderate No |Probably Yes
* 17  |Visual disturbance 2 Hours |{Moderate No  |Probabiy Yes
) . 17 |Panic disorder 2 Hours |Moderate No  |Probably Yes
022- 008 |4232 F 46 |Riza 10 mg 178 |[Dizziness 3 Hours {Moderate No  |Definitely Yes
178 |[Nausea 3 Hours [Moderate No |Definitely Yes
179 |Dizziness 3 Hours |Moderate No  |Definitely Yes
179 |Nausea 3 Hours  Moderate No (Definitely Yes
022- 010 |4294 F 19 |Riza 10 mg 19 |[Vomiting 4.6 Hours |Moderate No |Probably Yes
20 |Headache S Hours |Severe No |Probably Yes
022-012 |4355 F 39 |Riza 10 mg 7  {Pain, chest * 2.3 Hours |Moderate No [|Possibly Yes
7 |Vomiting 3 Days Moderate No |Definitely not [Yes
022-013 ]|4388 F 39 |Riza 10 mg 28 [Nausea 2 Hours [Severe No  |Probably Yes
29 |Nausea 2.5 Hours [Severe No |Probably Yes
29 |[Dizziness 2.5 Hours {Severe No  |Probably Yes
31 |Nausea 3 Hours |[Severe No  |Probably Yes
31 |Dizziness 3 Hours |Severe No |Probably Yes
022-017 14516 F 51 |Riza10mg 248 |Hypertension 6 Days Mild No |Prob not No
022-017 {4527 F 41 |Riza 10 mg 174 |Blood pressure inc. 41 Days {Moderate No |Def not No
022- 017 4542 F 29 |Riza 10 mg 45 |Migraine 3 Days Severe Yes |Def not Yes
022-019  [4590 F 50 |Riza 10 mg 153 |Urticaria 4 Days Moderate No |Possibly No
022- 022  |4690 F 41 |Riza 10 mg 35 [|Nervousness 5 Hours [Moderate No  |Probably Yes
. 35 |Hypertension 5 Hours |Moderate No  |Probably Yes
35 |Headache 5 Hours [Moderate No  [Probably Yes
35 |Palpitation 2 Hours  |Moderate No  |Probably Yes
022-024 4740 F 42 |Riza10mg 115 |Edema/ swelling 4 Days Mild No |Possibly Yes
022- 027 |4846 F 57 |Riza 10 mg 7  }Orthostatic effects 14 Days |Moderate No |Possibly Yes
18 |Ataxia 2 Days Moderate No [Possibly Yes
022-030 |5163 M 41 |Riza 10 mg 202 |Headache 1.5 Hours |Moderate No |Possibly Yes
229 |Nervousness 11 Hours |{Moderate No |Possibly Yes
022-034 5283 F 46 |Riza 10 mg 30 [Somnolence 1 Day Mild No  |Probably Yes
022- 035 |5190 F 50 |Riza 10 mg 1 Dizziness 4 Hours [Severe No  |Definitely Yes
1 Somnolence 4 Hours |Severe No |Definitely Yes
2 [|Dizziness 4 Hours |Severe No |Definitely Yes
2 |Dizziness 2 Hours  |Severe No |Déefinitely Yes
2 |Somnolence 4 Hours |Severe No |Definitely Yes
2 |Somnolence 2 Hours [Severe No  |Definitely Yes
7 |Dizziness 2 Hours [Severe No |Definitely Yes
7 |Somnolence 2 Hours |[Severe No  [Definitely Yes
5251 F 33 |Riza 10 mg 68 |Rash 31 Days |Moderate No |Possibly Yes

E&- 037
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1022- 037 |5262 F 46 |Riza 10 mg 285 |Thrombocytopenia §Days |Severs Yes |Probabiy not |Yes
290 |Thrombocytopenia 3 Days Moderate No |Probably not |Yes
J022-039 [5107 F 25 [Riza 10 mg 22 |Pain, chest 4.3 Hours |Mild No  |Possibly Yes
022- 044 {5340 F 54 |Riza 10 mg 27 |Discomfort, pharyngeal 2 Hours  {Mild No  |Probably Yes
022- 045 {5463 F 38 |Riza 10 mg 38 |Migraine 16 Days |[Severe Yes [Probably not |Yes
J025-006 [6107 M 57 }Riza 10 mg 65 [Agranulocytosis 20 Days No |[Probably not [Yes
77 |Agranulocytosis 8 Days No [Probably not [Yes
025- 009 6163 F 33 |Riza 10mg 2 |Anxiety 2 Hours |Moderate No |Probably Yes
2 |Insomnia 2 Hours  [Mild No  |Probably Yes
2 |Paresthesia 2 Hours |Moderate No |Probably Yeos
8 |Anxiety 17 Hours |Moderate No |Probably Yes
4 8 [|Insomnia 17 Hours |Mild No  |Probably Yes
i 10 |Insomnia 1 Hour Mild No  |Probably Yes
20 |Anxiety 11 Hours {Moderate No  |Probably Yes
025- 012 |6230 F 37 |Riza 10 mg 64 [Dizziness 1.5 Hours [Mild No |Possibly Yes
64 [Nausea 11 Hours [Mild No |Possibly Yes
64 |Discomfort, pharyngeal 30 Mins  {Miid No |Possibly Yes
64 |Tightness, regional 30 Mins  {Mild No |[Possibly Yes
025- 013  |6253 F 38 {Riza 1T0mg 64 {Pain, Chest 2 Hours |Moderate No |Possibly Yes
64 |Arthralgia « 2 Hours  |Moderate No |Possibly Yes
029- 002 |9020 F 39 |Riza 10 mg 44 |Headache 1.5 Hours |Severe No |Probably Yes
029- 002  |9052 F 44 |Riza 10 mg 84 [Somnolence 2 Hours  |Mild No  |Probably Yes
88 {Somnolence 2 Hours  |Mild No |Probably Yes
89 [Somnolence 2 Hours  |Miid No |Probably Yes
93 [Somnolence 2 Hours  {Mild No  |Probably Yes
85 [Somnolence 2 Hours  [Miid No |Probably Yes
96 |Somnolence 10 Hours  |Mild No  |Probably Yes
103 |Somnolence 2 Hours  [Mild No |Probably Yes
104 {Somnolence 2 Hours  [Mild No  |Probably Yes
029-002 9052 112 {Somnolence 2 Hours  [Miid No Probably Yes
(Cont.) (Cont. 113 |Somnolence 2 Hours  |Mild No  |Probably Yes
: 126 [Somnolence 2 Hours  |Miid No  (Probably Yes
128 |Somnolence 2 Hours  [Mild No {Probably Yes
130 |[Dizziness 2 Hours [Severe No |Probably Yes
130 {Somnolence 2 Hours  |Mild No  |Probably Yes
130 |[Disorientation 2 Hours |Severe No  |Probably Yes
130 |Flushing 2 Hours |Moderate No  |Probably Yes
130 |Dizziness 2 Hours {Severe No |Probably Yes

029- 002 9092 F 37 |Riza10mg 48 |Paipitation 10 Days |Moderate No |Probably No
029- 002 {9109 F 43 |[Riza 10 mg 112 |Dizziness 4 Hours |Severe No  |Probably Yes
112 |Nausea 4 Hours  |Mild No  |Probably Yes
029- 002 |9110 F 35 |Riza 10 mg 53 |Rash 10 Hours |Moderate No |Probably Yes
85 |Rash 15 Hours |Moderate No |Probably Yes
56 |Rash 13 Hours |Moderate No |[Probably Yes
029-002 [9118 F 49 [Riza 10 mg 59 |Euphoria 2 Hours |Moderate No |Probably Yes
) 59 |Dyspepsia 2 Hours  [Mild No {Probably Yes
°79-002 19161 M 50 |Riza 10 mg 28 |Somnolence 2 Hours [Severe No |Probably Yes
28 |Nausea 2 Hours [Severe No  |Probably Yes
luzQ- 002 9164 F 43 |Riza 10 mg 21 |[Bradycardia 8.8 Hours |Miid No |Probably Yes




(

Armmando Oliva, MD, HFD-120 Medical Review

Page 147 of 149

NDA 20-864, Maxalt Tablets, Merck 3/25/98

1029-007 9317 M 31 |Riza 10 mg 69 |Vomiting 1.5 Hours |Severe™ No |Probably not |Yes
)29- 011 9475 F 33 |Riza 10 mg 76 |Nausea 11 Hours {Moderate No |Probably Yes
76 |Headache 11 Hours |Moderate No |Probably Yes
76 jAsthenia/ fatigue 11 Hours |Moderate No  |Probably Yes
76 |Vertigo 11 Hours {Moderate No |Probably Yes
76 |Abnt Breathing pattern 11 Hours {Moderate No  |Probably Yes

029-026  |9968 F 45 |Riza 10 mg 110 |Pulmonary infarct 23 Days |Severe Yes {Prob not No
029-031 [0018 F 54 |Riza 10 mg 12 |Pain, chest 3 Hours [Moderate No  |Probably Yes
022-028 |0168 F 30 |[Std Care 86 [Trauma 33 Days |Severe No |Definitely not |Yes
022- 042 |5026 F 36 |Std Care 31 |Palpitation 2 Hours  |Moderate No |Probably Yes
31 [Pain, chest 2 Hours |Moderate No  |Probably Yes
K 31 |Discomfort, pharyngeal 2 Hours  |Moderate No  |Probably Yes
022- 042 (5049 F 42 |Std Care 38 |Somnolence 3 Hours |Moderate No  |Probably Yes
022-042 |5056 | - F ~ 38 |Std Care 3 (Dizziness 2 Hours [Severe No |Probably Yes
029- 003 {9357 F 47 |Std Care 33 |Vomiting 24 Hours |Severe No |Definitely not |Yes

APPEARS THIS WAY

ON ORIGINAL
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Appendix E - Laboratory Adverse Events in Phase 3 Studies

Table 98: LAE’s in Acute Phase 3 Studies (ISS Table D-95, page D-311)

BEST POSSIBLE COPY

o —— e ——
Rizatiptan 5-rvg Tablet Rizavipan 1010g Tablet Placebo Sumattiptan S0 mgf100 mg
Nu986 Ne1224 N=606 NaT37
Lab Test N n %« |GR| N n % | R | N o % |GR] N n % | %R
AEMATOLOGY
‘Hemoglobis T o3 0 o0 oo Jaf o o0 | oo [ |1 02 | oo [ ms 1 01 | oo
Hemoglotis 4 13 0 00 J oo Jua} 1 01 | oo | s | 1 02 [ oo | 78 2 03 | on
Hemamaitt o1 0 00 [ o0 J1s | o 0w oo |sm ] 02 | oo J= 1 01 § op
Bemawocitd 91 1 o1 oo Jums | 1 o1 | oo | sw {1 02 | oo | » 0 oo | oo
Plasdet oouat o1 0 o0 Joo Juul o oo [ oo §ss | 2 02 | 02 | 7 0 oo | oo
Plantetcount & o ) 0o foo Jiaa | o o0 | oo |ss | 2 |os | o2 |7 1 o1 } oo
Lewooymes T 9713 1 00 { o0 Juar | o 00 | oo | s ] o Joo | oo |8 1 01 | o1
Lekooyses 4 o3 2 | o2 o0 fran| ¢ os | o3 |swe | 2 Jos | o3 |me 1 o1 | o1
% Newsophils T %9 0 00 Joo |m| 2 02 1 oo {ss | o Joo | oo |70 ) oo | oo
| % Neuspphis %9 2 o2 o || 2 02 J o1 s, | 1 02 | oo | m0 0 o0 | oo
% Moncoytes - %9 0 f-o0o Joo @i 1 o1 | oo [sss | o | oo | o0 |70 0 oo | oo
% Lymphocytes %9 3 03 | 02 Je| 2 02 § 00 |sss] o Joo | oo |70 0 o5 | oo
% Lymphocytes 4 %9 0 00 | oo |1m | 2 02 | o1 {s5 ] o oo | oo [0 0 o0 | oo
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