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I Mylan Pharmaceuticals, Inc. PRIL-0367 
PRACS RO3-726 

VERZ 10-13-03 
CtUlSOn II 

A. Study Design 

1. Randomized, single-dose, two-way cmmovcr study under fasting conditions 
a. Forty-eight healthy volunteers and no ahanuea 

2. Dosing Regimen: 
Investigational Products: 20 mg of ud PRfLGSEiX On: Tablets distributed by Procter & 

Gamble gg 20 mg of n/mra PRiLOSECa Capsules manufactured for 
AsaaZenWLPbyMerck&CO.Inc 

a. Drug Regimen: Two dosing pa&is 
l (A) 1 tablet of fsl produd with 240 mL of mom waterafteran 

overnight fast 
* (B) I capsule of r#raux podua with 240 mL of mun temperature water after an 

overnight fsst 
b. Washout: At lcast a 7 day w-a&an ti doses 

3. Subject Evaluation: 
a. Enrollment Screening: Aecepabk 

examination, and electrourdrogram. se 
and screens for HTV antibody. bepsrtm 
pregnancy (females onlyk and drugs 

b. Study Exit: Physical B 
pregnancy screen (fanales only) 

ry measurements 

measurements, and 

4. Study Procedures: 
a. Food and fluid intake will be coarrolted &mug um%mcr& 
b. Blood sampiiug. 25 sampkr pu aob~ast w& papd conteat analysis; sampling 

should occur within one hour pna to doamg (0 ha@ after dose administration at: 

0.25,0..5, 1, 1.33, 1.67,2.2.33,2.67,3.3.33,3.67.4.4.5.5,5.5.6.7.8,9, 10, II, 12, 14, and 16 hours 

c. Blood samples collected within 2 mioutos of tme will not be considered 
protocol deviations. 

d. The blood samples will be collected in heparmrzad invened 5-lOtimes 
immediately after collection. phced m an rce bath, aarrifngui. and the plasma pipetted 
into duplicate amber polypropylene tubes, frmcn and stand at -70°C f 15’C until 
analysis. Upon study completion, the “A” plasma aamph will he directed to the 
analytical laboratory for sample analysii. The duphte 19” phsm8 samples will be 
shipped after confirmation of rowi@ for the “A” phrru mnpks. No shipment will 
occur without written consent from the BmanafYtKIj M Management at Mylan 
Pharmaceuticals. 

5. Subject Safety: The subjects will be monitored throughout tire confmement portion of the 
study. Blood pressure and heart rate will be measured pna to dosing and as scheduled 
following each dose. 

B. Analytical Laboratory and Statistical Analysis 

1. The omeprazole plasma will be measured using a validated analytical method. 
2. The final report will include concmtrations at each sampling time, the appropriate 

pharmacokinetic parameters and statistical analysis of the data. 
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I. PRODUCT BACKGROUND 

Omeprazole is indicated for the treatment of heartburn and other sym 
gastroesophageal reflux disease (GERD). It is indicated for the short 
confirmed erosive esophagitis (associated with GERD). 

Chneprazole, in combination with clarithromycin and amoxicillm, is indicated for the treatment of 
patientsivith H pylori infection and duodenal ulcer disease (active or history of within the past 5 years) 
to eradicate H. pvlori. Eradication of H pybri has been shown to reduce the risk of duodenal ulcer 
recurrence. 

The peak concentration is 1.6 hours. The elimination half-life is l-l.5 hrs.’ 

II. OBJECTIVE 

This study will compare the relative bioavailability (rate and extent of absorption) of20 mg 
PFULOSECQ OTC Tablets distributed by Procter & Gamble with that of 20 mg PRILOSEC’ Capsules 
manufactured for AstraZeneca LP by Merck & Co. Inc. following a single oral dose (1 x 20 mg) in 
healthy adult volunteers under fasting conditions. 

m ’ Drug Monograph. PRlLOSEC? Medical Economics Data Production Company. EhYsirianisaeskaefer 
57th Momvale, New Jersey. 2003; pp 619-623 
PRACS Institute, Ltd. Confidential Page 5 of 22 
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al. INVESTIGATORS AND FACIIJTIES I I 

A. Clinical Research Investigators and Facilities: 

James D. Cailson, Phann.D., Principal Investigator 
Alan K. Copa, Pharm.D., Sub-investigator 
PRACS Institute, Ltd. 
Fargo- ND 58104 & East Grand Forks, MN 56721 

Study managunmt, on-site protocol activities, dosing, and sample collection Activities: 

Craig R. Sprenger, M.D. SCM S. Harris, M.D. Thomas B. Cariveau, M.D. 
Medical investigator Medical Investigator Medical Investigator 
PRACS Institute. I.td PRACI inaitrrte, IA MeritCare Clinic 
Fargo, ND 58104 Fargo,ND 58104 East Grand Forks, MN 5672 1 

Activities: Physical examination, medical record review and medical investigator on-site 
and on-call professional sewices 

B. Clinical Laboratory Facilities: 

Anthony Thomas, M.D. 
Quest Diagnostics, Inc. 
Wood Dale, IL 60191-1024 

pepatitis B surface antigen, Hepatitis C 
antibody, HIV antibody] 

Victoria bier, MT (ASCP) 
PRACS Institute Clinical Lsboratory 
Fargo, ND 58104 

[Hematology, Chemistry. Urinalysis. 
Drug Screen, Pregnancy Screen] 

C. 

Certified reference ciinical laboratories, clinical lab sample analysis Activities: 

Analytical Facility: 

CBDRA Corporation 
8609 Cross Park Drive 
Austin TX 78754 

Activities: Qua&ate plasma concentration data 

D. Statistical Analysis: 

CEDR4 Corporation 
8609 Cross Park Drive 
Austin TX 78754 

Activities: Calculation of pharmacokinetic and statistical parameters for the drug 
concentration data 

PRACS institute, Ltd. Confidential Page 6 of 22 
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Iv. JmPERlMENTALPLAN 

A. Evaluation of Study Participants at Screening, Study Check-in and S 

1. Source of Volunteers: 

Subjects will be selected from non-institutionalized volunteers consisting of 
university students and members of the community at large. 

2. Screening Inclusion Criteria for Study Subjects: 

a. Screening Demographics: All volunteers selected for this study will be 
healthy men or women 18 years of age or older at the time of dosing. 
The weight range will not exceed f 15% for height and body frame as 
per Desirable Weights for Adults - 1983 Metropolitan Height and 
Weight Table. 

b. Screening Procedures: Each volunteer will complete the screening 
process within 14 days prior to Period I dosing. Consent documents for 
both the screening evaluation and HiV antibody determination will be 
reviewed, discussed, and signed by each potential participant before fuil 
implementation of screening procedures. 

Screening will include general observations, physical examination, 
demographics, medical and medication history, an electrocardiogram, 
sitting blood pressure and heart mto, respiratory rate and tcmpemture. 
The physical examination will include, but may not be limited to, an 
evaluation of the cardiovascular, gastrointestinal, respiratory and central 
nervous systems. 

The screening clinical laboratory procedures will include: 

. HEMATOLOGY: hematocrit, hemoglobin, WJ3C count with 
differential, KBC count, platelet count; 

* CLINICAL CHEMISTRY: serum oreatinine, BUN, glucose, 
AST(GOT), ALT(GPT), albumin, total bilirubin, total protein, 
and alkalioe phosphatase; 

. HIV antibody and hepatitis B surface antigeu and hepatitis 
C antibody screens; 

c URINALYSIS: by dipstick; full microscopic examination if 
dipstick positive; and 

. URINE DRUG SCREEN: ethyl alcohol, amphetamines, 
barbiturates, benzodiazepines, cannabinoids, cocaine 
metabolites, opiates and phencyciidine. 

. SERUM PREGNANCY SCREEN (female volunteers only) 

C. If female and: 

* of childbearing potential, is practicing an acceptable method of 
birth control for the duration of the study as judged by the 
investigator(s). such as condoms, foams, jellies, diaphragm, 
intrauterine device (IUD) in place for at least 3 months prior to 
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the study and remaining in place during the 
Of 

* is postmenopausal for at least 1 year, or 

* is surgically sterile (bilateral tubal ligation, bilateral 
oophorectomy, or hysterectomy). 

3. Screening Exclusion Criteria for Study Subjects: 

a. 

b. 

C. 

d. 

e. 

f. 

g. 

h. 

i. 

j. 

k. 

1. 

m. 

Il. 

Volunteers with a recent history of drug or alcohol addiction or abuse. 

Volunteers with the presence of a clinically significant disorder 
involving the cardiovascular, respiratory, renal, gastrointestinal, 
immunologic, hematologic, endocrine, or neurologic system(s) or 
psychiatric disease (as determined by the clinical investigators). 

Volunteers whose clinical laboratory test values are outside the accepted 
reference range and when confvmed on m-examination are deemed to be 
clinically significant 

Volunteers demonstrating a positive hepatitis B surface antigen screen, a 
positive hepatitis C antibody screen, or a reactive HIV antibody screen. 

Volunteers demonstrating a positive drug abuse screen when screened 
for this study. 

Female volunteers demonstrating a positive pregnancy screen. 

Female volunteers who are currently breastfeeding. 

Volunteers with a history of allergic response(s) to omeprazole or 
rd%ted drugs. 

Volunteers with a history of clinically significant allergies including 
drug allergies. 

Volunteers with a clinically significant illness during the 4 weeks prior 
to Period I dosing (as determined by tie clinical investigators). 

Volunteers who currently use or report using tobacco products within 1 
year of the study. 

Volunteers who have taken any drug known to induce or inhibit hepatic 
drug metabolism in the 28 days prior to Period I dosing. 

Volunteers who report donating greater than 450 mL of blood within 28 
days prior to Period I dosing. All subjects will be advised not to donate 
blood for four weeks after completing the study. 

Volunteers who have donated plasma (e.g. plasmapheresis) within 28 
days prior to Period I dosing. All subjects will be advised not to donate 
plasma for four weeks after completing the study. 

PRACS Institute, Ltd. Confidential Page 8 of 22 
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0. Volunteers who report receiving any investigational 
prior to Period I dosing. 

Volunteers who report taking any systemic prescript- 
tbc 14 days prior to Period I dosing. 

4. Volunteers who have taken any hormonal comraceptives or hormone 
replacement therapy within 3 months prior to Period I dosing. 

r. Volunteers who have ingested any vitamins or herbal products within 48 
hours prior to Period I dosing 

S. Volunteers who have any recent or signif=t change in dietary or 
exercise habits. 

t. Volunteers who have a history of dif?ieutties swallowing, or any 
gastrointestinal disease which could a&t the drug absorption. 

4. Study Check-m Procedures: 

At each study check-in, the subjects will be briefly evaluated to assess if they 
continue to meet the study inchrsio&xclurien e&ma In addition, a blood 
sample will be eolleeted for a pregnancy acroen (females or&). 

5. Study Exit Procedures: 

a. Study exit procedures will be completed witbm 14 days after the last 
blood sample collection. Tbe exit prasdum will meMe general 
observations, a physical examinatroa, bkmd prcmure. heart rate and 
temperature evaluation. 

B. 

b. The exit clinical labomtorf pro&mes will rachrde 

* HEMATOLOGY: hemto&. bbin. WBC count with 
differential, RBC count, platekt ecunt. 

* CLINICAL CHEMISfRY: carom cmatmine. BUN, glucose, 
AST(GOT), ALT(GPT). albumii total bilnubin. total protein, 
and alkaline phosphatase. 

* URINALYSIS: by drpstrck hrll mranacopic examination if 
dipstick positive; 

. SERUM PRFXNANCV SCREEN (female robjeets only) 

Study Design, Products and Procedures: 

1. Study Design: 

a. Study Design: Single dose, two-way crossover, fasting 

(1) Number of Study Periods: Two 

(2) Confinement: Approximately 16 hours prior to and until at least 
24 hours after dosing each period. 

PRACS Institute, Ltd, Confidential Page 9 of 22 
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(3) Number of Subjects: Forty-eight healthy ad 
alternates will initiate the study. 

(4) Washout between Doses: At least 7 days. 

(5) Physical Activity: After dosing, subjects should remain in an 
upright position for four hours. (See also Appendix II) 

(6) Subject Safety and Monitoring: A sitting blood pressure and 
radial heart rate will be measured prior to dosing and at 12 hours 
after each dose. (See also Appendix V) 

2. Study Products, Randomization & Dosing: 

a. Product and Randomization Code: 

A= Tesr Producr - 1 tablet of resr product with 240 mL of room 
temperature water after an overnight fast (20 mg PRILOSEC” OTC 
Tablets distributed by Procter &Gamble) 

B= Reference Product - 1 capsule of nference product with 240 mL of 
room temperature water after an overnight fast (20 mg PRILOSEC? 
Capsules manufactured for AstraZeneca LP by Merck & Co. Inc.) 

b. Randomization Sequence: 

Sequence I = A B 
Sequence 2 = B A 

3. 

c. Dosing: (See also Appendix RI) 

(1) Dose = 1 capsule or tablet (1 x 20 mg capsule or tablet) 

(2) Doses per Subject: One dose in each of the two dosing periods 
(total of 2 doses por subjwt) 

(3) Dosing Schematic: Sequential dosing 

Fluid and Food Intake: 

a. Fluid Intake: Subjects will consume 240 mL of room temperature water 
at I hour and 15 minutes prior to dosing. Water will not be allowed 
from 1 hour prior to dose administration until 1 hour after dosing, except 
that given with drug administration. (See also VI. Schematic and 
Appendix II) 

b. 

C. 

Fasting: A standardized meal will be served approximately 14 hours 
prior to dose administration after which a fast (except water) will be 
maintained until at least 4 hours after dosing. Clear fluids, such as 
water, will be allowed during fasting as described in (3.a.) Fluid Intake, 

Meals will be as scheduled. (See also VI. Schematic and Appendix II) 
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4. Sampling Details: 

a. Sample Volume & Couectioll Container: 1 x 7 mL 0 
collected in bcparinizod vacutainers won-Dickin- 
VACU’T- - greeo-q No. 76761. 

b. Sample Co&&m Q&Me each Study %riodz Within one hour prior 
todosing(Oboor)and&erdose-onat: 

C. 

(tntal of 50 M 350 mL tc4al volume) 

d. Blood samples colkcte$ w&in 2 miaotcs of scheduled time will not be 
considered pmtocoi devmttom 

e. Sample Colkcboa atni m Samplea will be collected by direct 
venipurranr, cdbctiaa tubes will be iavated !+-I 0 times immediately 
a&r colkuioa. pLesd in an ice b& eastrifuged at approximately 3000 
RPMad4~forlO~rauntbc~kstoanicebath,the 
pIawns pipet& mm duplrcate anber po&pmpylene tubes. frozen at 

tmtil shipment. Upon 
Les will be shipped to the 
piicste “B” plasma 
receipt of the “A” plasma 

written consent from the 
m Mylar Pharmaceuticals. 

C. Analytical Laboratory, Sutllrtiuf e yd Ftd Repott: (See also Appendix VI) 

1. The analytical MxnMory will meauue the #asma concentrations using a 
validated analytical mctbod. 

2. The statistical analysis will fdlow umaU and include the 
appropriate pe pmmacrs ind M auiysis of the data. 

3. The final report will inch&e m ovetvkw of ttte chic& aoalytical and statistical 
data collected over the coume of the stndv. 

PRACS Institute, Ltd. Conddential Page I 1 of 22 

Page339of883 



CEDRA DCN 11-657-T 1 

Mylan Pharmaceuticals Inc. PRIL-0367 

V. SCHEMATIC: Study Summary 

A RELATIVE BIOAVAILABILITY STTlIlY COMPARING 20 MG PRILQSE 
VERSUS 20 MG PRLLOSEC? CAPSULES UNDER FASTING CONDmONS 
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VI. SCHBMATIC Subject Flow Sheet by Period 

A RELATIVE BIOAVAILABILITY STUDY COMFARING 20 MC PRKLOSE 
VFBSUS 20 MG PRILOSEC? CAPSULES UNDER FASTING CONDITIONS 

SnmY TIME DOSE 
lizz 

BLQOD QURRY VtTAL FLUtD MEALS 
DAY -ON FOR PGNS tNTMO% 

rtm ADVERSE 
I I I I I IEvefflsI I I I 

Day -1, 1600 ( 4:00) Report to Institute and Site Orktation 
1 I1800(6:00) 1 I I l48OmL JDinncr 1 
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APPENDIX1 

ADMINISTRATIVE S'KJRY RECORDS 

A. Subject Enrollment and Identification: Participants will be consecutively and tentatively enrolled 
in the study, pending the outcome of screening procedures, in the sequence they are recruited and 
reviewed during screening. If participants are dropped for not meeting enrollment criteria, the 
tirst qualifying volunteer will replace them. 

The participant’s initials will be utilized as subject code. 

When the participants are admitted to the study site, they will be properly identified and a pre- 
labeled wristband will be applied. The wristband will contain the following information: subject 
number, subject code, subject name and the study protocol number. During confmement, the 
non-removable wristband will identify subjects for any study-related activity. During the 
ambulatory portion of the study, a tactful query will confirm subject identity prior to blood 
sample collection or any study-related activity. 

B. Study Charts and Source Documents: A  study chart will be maintained on site for each 
participant to file records such as general observations, medical history, medication history, 
physica examination, electrocardiograms, and clinical laboratory data source documents and 
related documentation. The origination record will be considered the data ‘source document’. 

C. Case Reoort Forms: Case report forms (CRF) will organize and summarize all pertinent data for 
this study, e.g. medical and medication history, physical examinations, screening tests and related 
information. The CRY’s will be available for inspection by the Sponsor’s monitors and/or 
representatives before, during, or upon completion of the study. All hand written data must be in 
legible black ink. All corrections will be dated and initialed. One copy of tbe case report forms 
will be forwarded to the Sponsor with a clinical report summary. The clinical investigators will 
retain the originals unless otherwise specified in writing by the Sponsor. 

D. Data Collection: All clinical study data will be collected by the clinical investigator(s) and staff 
and recorded on source documents. The data will be directly recorded on or transcribed to study 
specific case report forms. The clinical investigator(s) will assume responsibility for ensuring 
the completeness and accuracy of all clinical documents. 

The analytical investigator(s) and staff will collect all analytical data A  copy of the analytrcal 
data and an analytical report summary will be forwarded to the Sponsor The analytical 
investigator(s) will assume responsibility for ensurmg the completeness and accuracy of all 
analytical documents. 

The statisticai staffwill assume responsibility for ensuring the completeness and accuracy of all 
statistical documents and documentation. 

E. Retention and Availabilitv of Investicational Records: The clinical investigators will maintain 
drug records, CRF’s, and signed subject consent documents until and unless instructed in writing 
by the Sponsor that records may be destroyed or forwarded to the Sponsor. In accordance with 
U.S. Federal Regulations, these records will be available for inspection and copying if requested 
by a properly authorized employee of the U.S. Food and DN~ Administration. 
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APPENDIX II 

STUDY VOLUNTEER INSTRUCTIONS, ACTIVITY, & ME 

A. Volunteer Instructions: 

1. Volunteers will be instructed to avoid nonprescription medications within 14 days of 
Period I dosing. Any nonprescription medication consumption reported will be reviewed 
by the investigators prior to dosing. At the discretion of the investigator(s), these 
~olu~~teers may be enmlled if the medication is not anticipated to aiter study integrity. 

2. Volunteers will be instructed to report to the investigator(s) any prescription or 
nonprescription medication consumed over the course of the study. The investigator(s) 
will address the significance of the reported medication consumption on study h~tegrity. 
At the discretion of the investigator(s), these volunteers may continue study participation 
if the medication is not anticipated to alter study integrity. 

3. Volunteers will be instructed to abstain from consuming grapefruit products, caffeine 
and/or xanthine-containing products (i.e. coffee, tea, caffeine-containing sodas, colas, 
and chocolate etc.) at least 48 hours prior to days on which dosing is scbedukd and 
during the periods when blood samples are collected. At the discretion of the 
investigator(s), volunteers who violate this instruction may be enrolled or allowed to 
continue study participation if the smonnt of product consumed is not anticipated to alter 
study integrity. 

4. Volunteers will be instructed to abstain from consuming alcohol at least 48 hours prior to 
days on which dosing is scheduled and during the periods when blood samples are being 
collected. At the discretion of the investigator(s), volunteers who violate this instruction 
may be allowed to continue in the study if the timing and amnunt of alcohol conwmwl ip 
not anticipated to alter study integrity. 

5. Volunteers who have violated any of the ahove instructions may be excluded or dropped 
from the study at any time at the discretion of the investigator(s). 

B. Phvsical Activitv: 

1. During confinement, only non-strenuous activity will be permitted. Following dose 
administration subjects must remain in an upright or supine position or as per protocol to 
assure subject safety. If symptoms of dizziness or l ightheadedness occur secondary to 
phlebotomy or investigational product, the subject will be encouraged to remain in a sitting 
or supine position until the symptoms have resolved. 

c. Meals and Diet: 

1. Tvue of Meals: Subjects will be served standardized meals and beverages. Meals will 
be the same in content and quantity during each confinement period. 

2. 

3. 

Diet Restriction: No grapefruit, caffeine or xanthinetontaining food or drink will be 
allowed during the confinement portions of the study. (See also A.3. above) 

Fluid Restriction: Fluids will be restricted as described per protocol. During those 
confinement study hours when fluids are not restricted, they will be allowed ad lib. if 
requested, but will generally be controlled to avoid fluid overload and abuse. 
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DRUG ACCOUF-ITABILITY 

A. Product Shiomeat: The drug supplies for this study should be shipped to: 

PRACS InstiMe, Ltd. 
4801 Am&r Valley Parkway 
Fargo,ND 58104 

B. Product Receiot and Randomizatiou: Upon r%eipt of drug supplies, the investigator or designee 
will conduct au inventory and record date received and the amount of drug shipped. If pertinent, 
the product will be randomized to dispensing inventory and rcteatioo inventory. 

The dosing product randomization code will be determined prior to study initiation by the 
investigator’s statistical staff unless otherwise arranged by the sponsor. The randomization code 
will only be known by the statistica and inveetoty control et&. ‘The raedomieetion code will 
only be available for statistical analysis and prepamh of the fuU report Any other requests 
must be in writing and approved by the Sponsor. 

C. Product Blinding: The staff involved in monitoring the subjects, collating subjective and 
objective data, and querying the subjects on adverse events will be bhnded. as much as possible, 
to the product source under evaluation. 

D. Dtun Dose Package Labeling: The drug’s package &be1 for the dose administratiia container 
should contain, at the minimum, the suhjact’c ataiy numhcr, duty perrod. date. investigator, 
study number aud Sponsor name. 

E. Dose Administration: Jmmediately prior to dosmg, each subjacls i&ntifiition wristband label 
and drug dispensing vial label will be checked to assure t&e u a subject aumber match between 
the two labels. All doses will be administered as intended by the pr@ocol and as authorized by 
the medical investigator. Immediately after product administmtxre, the s&jeers oral cavity will 
be checked to confirm complete medication and fluid consum*. Dose admit&ration will be 
immediately recorded on the Master Flow Sheet 

The investigator or designee will accurately rccotd the date aud amount of medication dispensed 
to each subject on the drug administration log. Tbe inventory control ~&or designee will 
record dose administration on the subjects case report form. 

F. Retain Samoles: It is the responsibility of the Sponsor to ship a suff~caent oumber of dosage 
units to allaw the clinical research facility to maintain an fqpfopmte sampling on site as per 
federal requirements. Drug supplies provided for this study will be stored in a locked room free 
of environmental extremes and with restricted access. Periodic drug supply inventories and 
storage facility inspections will be conducted during the study. 

G. At the conclusion of the study, the investigator or designee will prepare an overall summary of 
all drug supplies received and used for the Sponsor. The remaining dosage units will be retained 
in a secure environment for the appropriate period of time as per federal requirements. 
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APPENDIX lV 

BLOOD SAMPLE LABELING, PROCESSING, STORAGE & 

A. 

B. 

C. 

D. 

E. 

The labels for all biological sample collection and storage containers will S amole Labeling: 
contain the subject% number, dosing period, collection date, investigator, study number and 
sample number. It is recommended to also include sample source and study hour. 

Collection of Blood Samnles: Unless otherwise directed in the protocol, blood samples will be 
sequentially coheoted via direct venipuncture at intervals as specified in the protocd. The actual 
time of sample collection will be recorded on the Master FLOW Sheet. 

SamDIe Processing: The blood samples may remain at the blood acquisition station until ah 
samples have been cellcetcd for that collection period. The samples should be transferred to the 
processing laboratory in a timely manner. The blood samples will be prooessed as per protocol 
and the matrix transferred to the polypropylene transport tube. Unless otherwise specified in the 
protocol or requested in writing by the Sponsor, the time between sample collection and freezer 
storage should not exceed 1.5 hours. 

Sat&e Storaae: Upon completing sample processing, the sampIes should be immediately placed 
in a freezer and stored at the protocol specified temperature until transfer or shipment to the 
analytical laboratory. 

Transfer or Shioment of Samnles: The clinical staff will inventory the samples which are to be 
transferred or shipped to the analytical laboratory. The Sample Inventory record will accompany 
the frozen plasma samples as per Standard Operating Procedures. 

For sample transfer, the inventoried samples will be released to the custody of the analytical 
laboratory staff for audit, inventory control and storage. Notification of sample transfer will be 
communicated via FAX to the Sponsor. 

For sample shipment, the samples will be packed in ample dry ice within a Styrofoam container 
and shipped via overnight express delivery to the analytical facility. Notification of sample 
shipment will be communicated via FAX to the analytical facility and Sponsor. The samples will 
be tracked by administrative staffto assure arrival in a safe and timely mmer. 
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APPENDM v 

SUBJECT SAFJZTY MONITORING AND ADVERSE E 

A. 
J 

Sub&t Safetv Monitor&: Study staff will monitor tire subjeots throughout the co~mement 
portion of the study. Between study pert& and during the ambulamry portion of the study, stafT 
will be available during regular working bans and vis an smweriug service for subject queries. 
The medical investigator or quahfkd tnsdtcal designee will be tm-site and/or available by pager 
throughout the study. 

The Sponsor will designate quahhat mWuluaB 10 mamtam ackmllalsouwltbthe 
investigator(s) and study stafFto ensure the cliuial invattgation follows tire approved protocol 
aud the research intent of Good Clinical &uettce. bttuual standmd opaating procedures for 
compliance with applicable gowmmeat qula&om will aim k applied. This liaison will be 
documented by personal and/or tekpbone nntr prior to sntdy initi&m and during tbe study to 
enable periodic reviews as well as clarify any que&ons which may arise during the study. 
During onsite visits, Sponsor study tuoartces will hs poviddl acuus to all study source 
documents to ensure the integrity of the data 

B. Adverse Eveuts: The btntT will round all dvwr MIO &serve& queried oc 3pontancou3ly 

volunteered by the subjects. Unless otkswms rapwed by Ibe paaal the adverse event query 
should occur prior to dosing, every 12 horns drsrutg autfrummat, aud at each return study visit 
aBer dose admiiistration. The elicited quay will be es fol&nva Thuv do you feel? How have 
you felt since -. 9” Subjects cxpemncmg xkrm maas will he Wowed until the event has 
resolved to the satisfaction of the WestqpWs) If tk su+t is Wsmitmsed by the 
investigator(s), the Sponsor will be uottfmat m  mhg(l ncho fn working days. 

Subjects withdrawn from the study due to any dnrrc evcral11 will be followed until an outcome 
is determined. &! adverse eveu or not ascribed to the test 
article, are to be recorded in tbc form. 

C. Removal of Subiects from Study: Subjects will be ti tJssy are hue to withdraw from the 
study at any time. Over the course of the at&. Ure pr) may withdraw any subject 
~omthestudyinthecaseof~~TuL.~druOcvsaacr noncompliance. When a 
subject withdraws from the study, all safety data normally tu+umd at the axl of the study will be 
obtained, if possible. 

D. Termination of study: If, iu the opinion of the mvestigum, &be incidence and severity of 
adverse events outweighs the benefit of contmuing the study, the mvcstigators may terminate the 
study. In the event this course of action is to be pumued. the itweatigators will make every 
attempt to communicate with the Sponsor prior to the decision to develop a complete plan of 
action and to assess outcomes. 
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PRACS RO3-726 

APPENDDCVI I I 

I J 
A. Analvtical Procedures: 

1. 

2. 

Samples from subjects who complete ail periods of the study and who are not withdrawn 
by I.& clinic or the phamacokincticist will bc assayul for omeprazale by anaIysts 
blinded to tbe randomimtion scheme. Chromatogrqrhic prccedtues developed by 
CEDRA Corporation will be used. 
Specific details of recovery, linearity, specificity and sensitivity of the assay will be 
included in the fmal report. 

B. Data Analysis: 

Tbc biocquivalcnco of 20 mg PlULOSBC*OTC Tablets distributed by Prodsr &  
Gamble to 20 mg PRILGSECQ Capsules manufactured for AstraZeneca LP by Merck & 
Co. Inc. will be determined by a comparison of various pharmacokinetic parameters 
derived from the plasma cormemration-time curves (e.g. AUC O-tLDC, AUC O-inf, 
Qw. 
It is the sponsors intent to complete this study in one cohort. Should separate 
enro&ments be required to complete the intended number of subjects all enrollments will 
be treated as one group for statistical analysis purposes under the following conditions: i) 
recruiting for additional enrollment(s) began before tbe end of the fmal period for the 
previous enrollment; ii) subjects are recruited from the same population, under the same 
pmtocol requirements; iii) dosing of additional enrollments began as soon as practical 
after their recruitment. 

PRACS Institute, Ltd. Confidential Page 19 of 22 

Page 347 of 883 



CEDRA DCN 1 l-657-TI 

Mylan Pharmaceuticals Inc. PRIL-0367 

APPENDMW 

REGULATORY 

A. 
I I 

htstitutional Review Board: The investigator(s) agree to provide the PRACS Institutional 
Review Board (IRB) with all approp&e material, including a copy of the protocol, consent 
document and advertising text (if study specific advertising is used). The study will not be 
initiated without written lRB approval of the research plan and consent document. Copies of the 
IREi approval should be forwarded to the Sponsor. The investigator(s) will provide appropriate 
reports on the progress of this study to the IRB and Sponsor in accordance with applicable 
government and/or Institute regulations and in agreement with Sponsor policy. The IRB will be 
informed of any modifications oftbe protocol or consent document. Approval, in writing, will 
be obtained from the IRB prior to implementation of any changes which may increase subject 
risk or which may alter the validity or objectives of the data collected. A copy of the IRS 
approval letter covering such alterations will be furnished by the investigator(s) to the Sponsor. 
For modifications to the protocol which are administrative in nature, or do not affect subject risk, 
the IRB will be notified in writing by the investigator(s), with a copy to the Sponsor. 

B. Consent Document: A properly executed. written consent in compliance with current U.S. 
federal code shall be obtained from each subject prior to entering the trial or prior to performing 
any unusual or non-routine procedure involving risk to the subject. A copy of the consent 
document(s) to be used will be mviewed and approved by the Sponsor. It will be submitted by 
the investigators to the PRACS IRB for review and written approval prior to the start of the 
study. The investigator(s) shall provide a copy of the consent to the subject and a signed copy 
shall also be maintained in tbe study records. Attention is directed to the basic elements required 
in the consent document under U.S. Federal Regulations for Protection of Humau Subjects: 

1. A statement verifying the study involves research, an explanation of the purposes of the 
research, the expected duration of the subject’s participation, a description of the 
procedures to be followed and identification of any procedures which are experimental. 

2. 

3. 

A description of any reasonably foreseeable risks or discomforts to the subject. 

A description of any benefits to the subject or to others which may reasonably be 
expected from the research. 

4. A disclosure of appropriate alternative procedures or courses of treatment, if any, that 
might be advantageous to the subject. 

5. A statement describing the extent, if any, to which confidentiality of records identifying 
the subject will be maintained and noting the possibility the U.S. Food and Drug 
Administration and the study Sponsor may inspect the records. 

6. For research involving more ihan miuiural risk, an enplarlatior~ as to whether any 
compensation and an explanation as to whether any medical treatments are available if 
injury occurs and, if so, what they consist of, or where further information may be 
obtained. 

7. An explanation of whom to contact for answers to pertinent questions about the research 
and research subject’s rights and whom to contact in the event of a research-related injury 
to the subject. 
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8. A statement that participation is voluntary and refusal to participate 
penalty or loss of benefits to which the subject is otherwise entitled; 
discontinue participation at any time without penalty or loss of bene 
subject is otherwise entitled. 

Additional elements of consent, if appropriate, must be provided to the subject: 

1. A statement that the particular treatment or procedure may involve risks to the subject 
(or to the embryo or fetus, if the subject is or may become pregnant) which are currently 
unforeseeable. 

2. Anticipated circumstances under which the subject’s participation may be terminated by 
the investigator without regard to the subject’s consent. 

3. Any additional costs to the subject which may result from participation in the study. 

4. The consequences of a subject’s decision to withdraw from the research and procedures 
for orderly termination of participation by the subject. 

5. A statement that significant new findings developed during the murse of the research 
which may relate to the subje& willingness to continue participation will be provided to 
the subject. 

C. 

6. The approximate number of subjects involved in the study. 

Investiaator’s Statement: The investigator agrees to conduct the trial as outlined in the approved 
protocol and in accordance with the Sponsor’s guidelines and all applicable U.S. federal 
government regulations. These Good Clinical Practice guidelines include, but are not limited to: 

1. Permission to allow the Sponsor, the U.S. FDA or other regulatory agencies to inspect 
study facilities and pertinent records at reasonable times and in a reasonable manner 
which ensures subject confidentiality. If this study is to be inspected by a regulatory 
agency, the Sponsor will be notified as soon as possible. 

2. Submission of the proposed clinical investigation, including the protocol, consent 
documenf and advertising text (if study specific advertising is used) to a duly constituted 
IRB for approval and acquisition of written approval for each, prior to study initiation. 

3. Use of a written consent document obtained prior to enm into the study or prior to the 
performance of any non-routine procedures that involve subject risk. The consent 
document(s) must contain all the elements as specified in the U.S. Federal Regulations 
and which has been previously approved by the Sponsor and the IRB. 

4 Submission of any pmposed chmge in or deviation km the protocol tn the lRR, wing a 
signed formal amendment document prepared by the Sponsor and/or investigator. If the 
change or deviation increases risk to the study population, or adversely affects the 
vnlidity ofrhe clinical investigation or the n~bjectk right<, IRR approval must he 
obtained prior to implementation. For changes that do not involve risk or affect the 
validity of the investigation or the subject‘s rights, prior IRB approval may be obtained 
by expedited review. 

5. Documentation and explanation of protocol deviations will be made on the appropriate 
case report form page or by written documentation to the Sponsor. 
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6. The investigator shali promptly report to the Sponsor any severe adv 
reasonably be regarded as caused by, or probably caused by, the test 

7. The investigator shall submit timely progress reports to the IRE and 
appropriate intervals, but not to exceed 1 year. The final report should be submitted to 
the IRB within 4 months afler study completion, termination or discontinuation. 

8. The investigator and study stafFshal maintain accurate source documents fkom which 
case report form data are based and accountability records which show the receipt and 
disposition of ali test article(s) shipped to the investigator by the Sponsor. 

The investigator agrees all information provided by the Sponsor, including pm-clinical data, 
protocols, case report forms, verbal and written information, will be kept strictly confidential and 
wnfincd to the personnel involved in conducting the trial. It is recognized this information may 
he given in confidence to the PRACS Institutional Review Board. 
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