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5.2.3.2 Study Phase Validation
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Protocol No. 100001/1

In Vivo Bioequivalence Study of two Alprazolam Tablets preparations in
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Principle Investigator:

Author of protocol:

Sponsor:

FDA approval date:

EC approval date:

Status of Protocol:

Confidentiality:

healthy Thai volunteers

Bioequivalence Unit

Thailand Clinical Research Organization

Bangkok, 11000

Thaidee Menumjai, Prof.

Rakdee Daidee, Dr.

SiamThai Pharmaceutical Ltd

11-12 Bangrak, Bangkok

12 August 2005

20 September 2005

Amendment No. 1

This document is strictly confidential. It was developed for SiamThai

Pharmaceutical Ltd. by Bioequivalence Unit and should not be

disclosed to a third party, with the exception of regulatory agencies and

study audit personnel.
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We the undersigned, have read and understood this protocol and hereby agree to conduct the
study in accordance with this protocol and to comply with all requirements regarding the obligations of

investigations and all other pertinent requirements of “ICH Good Clinical Practice Guideline” Thai

Edition.
¥o (Name) a0 (Signature) Ui (Date)

ANUUMSANYINAD (Principal Investigator)
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(Pharmacokinetic and/or Statistical Investigator)
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L,onbehalfof ............c.ooo, have read and understood this protocol. We agree
to comply with all requirements regarding the obligations of sponsor and all other pertinent requirements
of “ICH Good Clinical Practice Guideline” Thai Edition. We shall be responsible for compensation to
subjects in the event of trial-related injuries.
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Title

Objectives

Study Design

Sample Size

Products

Administration

Blood Sampling

Analytical Methods

Pharmacokinetic

Parameters

SYNOPSIS

In Vivo Bioequivalence Study of 1 mg Alprazolam Tablets preparations in

healthy Thai volunteers

To compare the rate and extent of absorption of a generic alprazolam tablet
formulation with that of a reference formulation when given as equal labeled

doses

A single dose, two treatment, two period two sequence crossover with a 1

week washout period between Phase I and Phase I1 dosing

18 (+4 stand by) healthy male and female subjects

Test product  : Generic Alprazolam 1 mg tablets (............... )

Reference product : Innovator Alprazolam 1 mg tablets (Xanax®)

Single dose of 1 mg of alprazolam tablet will be administered along with

240 mL of drinking water after an overnight fasting of at least 10 hours.

In each period, a total of 17 blood samples (5 mL each) will be collected
predose (0 hour) and at 0.25, 0.50, 0.75, 1.0, 1.50, 2.0, 2.50, 3.0, 4.0, 6.0,
8.0, 12, 24, 36, 48, and 72 hours post dose. Plasma will be separated

promptly and immediately frozen until assay.

Alprazolam plasma concentration will be assayed using validated HPLC-UV

method

t,, and Ke

‘max® ~1/2

AUC,_s,, AUC,_sor, C, o t

max?
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(AI0819)
suuluAnYeyavIaaNns
(Case Report Form)

DI O EIITD9. et eeeeereeeereeeeeseeeeesessessessasseesasseesaaseessaseesasseesaseesaaseeesaeeesaseasesanes

1. MINANTOIIEAUAT (screening)

1.1 slsllﬁllql'ﬁi"f 2UA7 (Personal and Demographic data)

“]d;'@ (NI et
ﬁvﬂf‘j CAGATESS) et
TRTAWIT (TEL D10.) et
Tudiou 1 e (Date of birth) ................c...ccocooo..... 018 (YEArS) .....oovoveeeeeeeeeeeee
INF (Gender) L] ae (Male) ] ﬂfle (female)

AIGA (Height) ..o e, %1y (cm) vimiin (Weight) ...vvveeeeereenn, nn (kg)
Body Mass Index (BMI) ..............ccovevnenn. kg / m’ (18-24)

MIQUYH3 (Smoking) [ Taine noudvigaudd Ll gqu ... /i

ﬂﬁﬁllf!ﬁ (Alcohol Drinking)[ ] laiine L uug ﬂ%& Lo .. ﬂiza/éfﬂmﬁ

USmasym el AANSY o Y

1.2 Useiams14en (Medical history)
Tsmlseddn 1 T )
M3 Rt T e,

AN Yo A ' g

g ldgsuniely 1 heuneuil
1 T e

1.3 M3A529319M8 (Physical examination)

Vital sign BloOd PIeSSUIE ...ouviinitiiiie e (mmHg)
PUISE .o, /min
Temperature................c....... °c

1.4 M3A329N 17 1AN5 (Laboratory tests)

fuiithmsasn e Joiiiniaanin Joeeiinin
Clinical Chemistry BUN oo (normal ............... )
Creatining ...........oooeeveeeeeinennn... (normal ............... )
Bilirubin .....ovveieiie e (normal ............... )
AST (SGOT) e, (normal ............... )
ALT (SGPT) oo, (normal ............... )
Alk. Phosphatase........................ (normal ............... )
GIUCOSE e, (normal ............... )
AITOTORITE ..o i
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Haematology RBC oo (normal ............... )
WBC e (normal ............... )
Haemoglobin ..............c.cevenennn. (normal ............... )
Haematocrit ....o.oveeeeeeeeeinennnn... (normal ............... )
Platelets ..... covviniiiniiiiiiaiannn, (normal ............... )
Virology HBs antigen O positive 0 negative
Pregnancy test (only female) [ positive [ negative
1.5 nagimsfaaenomainsdisumsAny (Subject Inclusion Criteria) Yes
v o1enasingmeane/ e 1gsznang 18-45 1 []
v T Body Mass Index (BMI) 18 — 24 kg/m2 []

1 A 9 [
v Ngunma Tagrumsasnaeuilszianslse, n13nsdnsene

1ag vital signs [
aa o a ua aa o a
v wamsasmiieieneiealfiamsaatinilulng []
/ =) @ a o 7 o
TunsdioranaiinsmAngananIsnadoumMsaanssaiiuay []
a 1 I Y
v Guseudnsmmsanmdieanudulaazasnulumisdeusas
a Y
ANBUTIIAY []
1.6 tnausimIfamene1aainseonaINNIANE (Subject Exclusion Criteria) Yes
X fidlszdamsuieninldlumsAnivionoulunguennldlumsdnu O
= wa 1 < a @ a
X filszdathaiulsaszuumaaueis Tsadu Tsala Tsagiiui
13015017 N0191NAAD bioavailability V831 O
= wad IS o a
X fisziaaugsnilulszdr vaziims ldesianaa []
= wva i & o 1 [ ~ {
x fHlsgiaguyniituilszsr wnnan 10 wiuaeiu) HiemnIMIguYHs
1hunan (Hesndn 10 wauae Tu) uaz liaunsaeamsguyws lanou
2 = ' =
FUMIANYIALILHINMIANY []
x 1@sumssnelsndreeounmelu 14 Sunewsumsane Tasmwize
NUNA enzyme TU519MY H
Y = aa A A ' A
X s wmInaasamsanyInaainoug melu 1 @eunousy
MIANEN O

]
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2. ﬂﬁﬁﬂ‘]ﬂ_ﬂﬂﬂﬁﬂﬂiuﬂ1ﬁ1ﬁﬁﬂi

PBE10

2.1 Period 1 Sufi 1 ....o........ I [
Vital sign BlOOd PIreSSUIE ...vuivitiiiteiiiee e e s (mmHg)
PULSE .ot /min
Temperature........c..ceoevvenine °c
Sample
Sampling time Theoretical time Real time Remark
no.

1 0 hr 6.00-7.00

Administration 7.00
2 0.5 hr 7.30
3 1 hr 8.00
4 1.5 hr 8.30
5 2 hr 9.00
6 2.5hr 9.30
7 3hr 10.00
8 4 hr 11.00

Meal 11.15
9 6 hr 13.00
10 8 hr 15.00
11 12 hr 16.00
13 24 hr 7.00 (day 2)
14 48 hr 7.00 (day 3)
Adverse event / Adverse drug reaction ] 1w e

%

@musieauerns iialszasd Tuiindeyaadlunuusisamgnisel luiedssaar)
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22 Period2 Uit 8 ............ Lovierannan, Lo,
Vital sign BlOOA PIreSSUIE ..vuivitiiieieiete e e e e (mmHg)
PULISE «.eeeee e /min
Temperature........c.cceoevvenne °c
Sample
Sampling time Theoretical time Real time Remark
no.
1 0 hr 6.00-7.00
Administration 7.00
2 0.5 hr 7.30
3 1 hr 8.00
4 1.5 hr 8.30
5 2 hr 9.00
6 2.5hr 9.30
7 3hr 10.00
8 4 hr 11.00
Meal 11.15

9 6 hr 13.00
10 8 hr 15.00
11 12 hr 16.00
13 24 hr 7.00 (day 9)
14 48 hr 7.00 (day 10)

Adverse event / Adverse drug reaction O No O YeSuiiiaeoiiiaeiiieee,

@museauerns hiialszasd tTuiindeyaadlunuusisaumgnisel liieseaar)

AITOTORITE ..o iv
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O Spontaneous Reporting System Q intensive @ Clinical Trial
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wouna , 2 = undodu

dayalngonuinanisniliwioUszdoa

manisniludolszaodnwu (Adverse Events)

o/a/U fiwumamsni

A WwaUnaNViaoUjuGNSIazwan1SASI9S10N19
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S:UMIWSIUSOYDIDINS
(Seriousness)
O 'lsifrausa (Non — serious)
O 4181159 (Serious) A
Q1. Death (szy YA/,
Q2. Life-threatening

Q3. Hospitalization—initial/prolonged

4. Disability

5. Congenital anomaly

Q6. Required intervention to prevent

permanent impairment or damage

manasinamansniliwols=aoa

o qui‘ff (Dechallenge)
Q 1. exmsAtuathedna
(Definite improvement)
Q2 amslidau
(No improvement)
0 3. lainsu (Unknown)
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(No recurrence)
Q3. lainsu (Unknown)

o ladfinnglddn
(No rechallenge performed)

waaws (Outcome) ninagunie
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U 1. ADR : szduANiaziilu
O 1.1 Mdusinau (Certain)
O 1.2 1ragld (Probable)
O 1.3 a1aazld (Possible)
O 1.4 a3&® (Unlikely)

O 1.5 ligunsnszuszau (Unclassified)
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