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An Open, Randomized, 3-Period, Crossover Study to Determine The Dose

Proportionality of the Montelukast (MK—0476) Sprinkle Formulation in Healthy Adults.
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An Open, Randomized, 3-Period, Crossover Study to Determine the Bioequivalence of

the Chewable and Sprinkle Formulations of Montelukast (MK—-0476) in Healthy Adult

Volunteers.
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W AT Y 7 ORI REIZ RIE TR EFD LB Z RN 2720 O3H HlE
fe g7 a A g -5l
{EBR At ZH 5 0 183
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Evaluate the Effect of Food on the Pharmacokinetics of the Sprinkle Formulation.
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An Open, 1-Peniod, Single-Dose, Multicenter Study to Evaluate the Satfety, Tolerability,
and AUC,,, (AUC Determined by a Non-Liear Mixed-Effect Model) of Montelukast
Administered as a Chewable Formulation 1n 2- to 3-Year-Old Children with Asthma.
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An Open, Single-Dose, Multicenter Study to Evaluate the Safety, Tolerablity, and

Plasma Concentration Profiles of Montelukast Sprinkles m 6- to 24-Month-Old
Children.
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A Multicenter, Double-Blind, Randomized, Parallel-Group Chronic Asthma Study
Comparing Montelukast with Placebo 1n 2- to 3-Year-Old Patients.
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A Multicenter, Open-Label, Controlled Safety Extension Study Comparing
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A Multicenter, Open-Label, Controlled, Extended Safety Study of Montelukast 1n
Infants and Young Children With Chronic Asthma.
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h.4. 72 Knorr B, Nguyven HH, Kearns GL, Villaran C, Boza ML, Reiss TF, et al. Montelukast dose

selection 1n children ages 2 to 3 years: comparison of population pharmacokinetics between

children and adults. J Clin Pharmacol 2001; 41(6): 612-9.

5.4.3 {GRRFHRRRLER  [RARTL 8 %)

5.4.4 {BERFHRR GO [RHETR3E %)

5.4.5 (ERAHR RCEE  [RBRIRE %)

5.4.6 {BERFHRR GO [RHETR3E %)

5.4.7 XTHB S RLER AR R ﬂ. K )

5.4.8 Vo VTEE 10/ X T VASE 10/ T VT F T TINEE S/ X T VAF T T

WEES (BT IV AN MU T L) ERRE

b.4.9 The Childhood Asthma Management Program Research Group. Long-term effects of
budesonide or nedocromil in children with asthma. New Engl J Med 2000; 343 (15): 1054-
63.

5.4.10 PR, My EMEFRKICHE LW EIEEORMEHE B ARESZHHR 2002
4057: C1-6.

5.4.11 EORHE IR, PP, AR, g Eia, ATERIE=RE, EEMER fi. AT A =
A 3 b U m  FRR LR  MK-476 O RN RE SN BAT T 5 2 ] &k
ERER  FRARZESE 2001; 17 (4): 493-517.

5.4.12  MRL Nonclinical Study Report: Evaluation of [N 25 an inhibitor of six
cytochrome P450 activities in pooled human liver microsomes. 26-Jan-20035.

5. 4. 13 Clinical Study Report: An Open-Label, Randomized, 2-Period, Crossover Study to Assess

the Effects of Montelukast on the Pharmacokinetics of Rosiglitazone, a CYP2(C8 Substrate,
in Healthy Adult Subjects. 19-Oct-2005.

2.1 CID®DE

-4 -




.14

15

.16

Y

.18

.19

.20

21

22

VR

24
VA

.26

21

.28

.29

Milgrom H, Bender B, Ackerson L, Bowry P, Smith B, Rand C. Noncompliance and
treatment failure 1in children with asthma. J Allergy Clin Immunol 1996; 98 (6 Pt 1): 1051-7.

Volovitz B, Duenas-Meceza E, Chmielewska-Szewczyk DA, Kosa L. Astafieva NG, Villaran C,

ct al. Comparison of oral montelukast and mmhaled cromolyn with respect to preference,
satisfaction, and adherence: a multicenter, randomized, open-label, crossover study 1n
children with mild to moderate persistent asthma.  Curr Ther Res 2000; 61 (7): 490-306.
Knorr B, Matz J, Bernstein JA, Nguyen H, Seidenberg BC, Reiss TF, et al. Montelukast
for chronic asthma i 6- to 14-year-old children: a randomized, double-blind trial. JAMA
1998; 279 (15): 1181-6.

Churg A, Brallas M, Cronin SR, Churg J. Formes frustes of Churg-Strauss syndrome.
Chest 1995; 108 (2): 320-3.

Wechsler ME, Drazen JM. Leukotriene modifiers and Churg-Strauss syndrome: an update.
Am J Respir Crit Care Med 2000; 161 (3): A1935.

Turvey SE, Vargas SO, Phipatanakul W. Churg-Strauss syndrome 1 a 7-year-old receiving
montelukast and inhaled corticosteroids. Ann Allergy Asthma Immunol 2003; 90 (2): 274.
Wechsler ME, Pauwels R, Drazen JM. Leukotniene modifiers and Churg-Strauss
syndrome: adverse effect or response to corticosteroid withdrawal? Drug Saf 1999:; 21 (4):
241-31.

Weller PE, Plaut M, Taggart V, Trontell A. The relationship of asthma therapy and Churg-
Strauss syndrome: NIH workshop summary report. J Allergy Clin Immunol 2001; 108 (2):
175-83.

Keogh KA, Specks U. Churg-Strauss syndrome: Clinical presentation, antineutrophil
cytoplasmic antibodies, and leukotriene receptor antagonists. Am J Med 2003; 115: 284-
90.

Lilly CM, Churg A, Lazarovich M, Pauwels R, Hendeles L, Rosenwasser LJ, et al. Asthma
therapics and Churg-Strauss syndrome. J Allergy Clin Immunol 2002; 109 (1): S1-19.
Noth I, Strek ME, Leff AR.  Churg-Strauss syndrome. Lancet 2003; 361: 387-94.
Shelhamer JH, Levine SJ, Wu T, Jacoby DB, Kaliner MA, Rennard SI. NIH conference.
Arrway mflammation. Ann Intern Med 1995; 123(4): 288-304.

Mochizuki H, Shigeta M, Morikawa A. Development of bronchial hyperresponsiveness
during childhood. J Asthma 2001; 38 (1): 1-21.

Szeptalus1 Z, Todoran L, Elsdsser S, Jagdt B, Wank H, Urbanck R. Cord blood
leucocytes/basophils produce and release sulfidoleucotrienes 1 response to allergen
stimulation. Clin Exp Allergy 1999; 29: 382-7.

Tridon A, Fauquert JL, Dibet P, Betail (G Labbe A.  Atopy parameters in asthmatic infants.
J Invest Allergol Clin Immunol 1999; 9 (4): 222-8.

Azevedo I, Blic J, Scheinmann P, Vargaftig BB, Bachelet M. Enhanced arachidonic acid

2.1 CID®DBE®X
- 75 -




.4.30

0.4 31
.4.32

0.4.33

0.4.34

0.4.35

9.4. 36

0.4.3]

5.4. 38

0.4.39

metabolism 1n alveolar macrophages from wheezy infants. Modulation by Dexamethasone.

Am J Respir Crit Care Med 1995; 152: 1208-14.

=R, SIE. PECA. PNERESOWEIIT oA 3 U o o ST
gl 7o B AN FIAvay POERKHME —A4FY IR FIAvna
v 7 E LT “HEMmRBR— RIRESR 1997 13 (2): 423-56.

Dalsgaard NJ. Prion disease. An overview. APMIS 2002; 110: 3-13.

Smith AC, Fechally J. New insights mto the pathogenesis of IgA nephropathy.
Pathogenesis of IgA nephropathy.  Springer Semin Immunopathol 2003; 24: 477-93.

Masi1 AT, Hunder GG, Lie JT, Michel BA, Bloch DA, Arend WP et al. The American
College of Rheumatology 1990 criteria for the classification of Churg-Strauss Syndrome
(Allergic granulomatosis and angiitis). Arthritis Rheum 1990; 33 (8):1094-100.

Lanham JG Elkon KB, Pusey CD, Hughes GR. Systemic vasculitis with asthma and
cosmophilia: A clinical approach to the Churg-Strauss Syndrome. Medicimme 1984; 63
(2):65-81.

Jennette JC, Falk RJ, Andrassy K, Bacon PA, Churg J, Gross WL ¢t al. Nomenclature of
systemic vasculitides. Proposal of an international consensus conference.  Arthritis

Rheum 1994: 37 (2):187-92.

Steinherz PG, Steinherz LJ, Nisselbaum JS, Murphy ML. Transient, marked, unexplained
clevation of serum alkaline phosphatase. JAMA 1984; 252: 3289-92.

LR, A2 %e=r, Eeaelsml, IiE e, e, MEBsRS M. JFELRT A VA
INB = T b S T — @S TV Y T AT o Z—B D 2 ] NEE
AR 1985; 38 (10): 2413-7.

RN, R = B PDRXEmE 65 - B

.

i

A R4 2 2005

—

i

/
s

b

T
It
p—

e R 55k

2T HE - TR M

AR RS R R e Al

bbb

2.1 CID®DBE®X
- 26 -




