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Protocol No. TPIC/BEP2550-1

Study Title.  Comparative randomized, single dose, two-way crossover open-label study
to determine the bioequivalence of acetaminophen formmulations, PARACETO"
500 mg tablet and TYLENOL® 500 mg tablet, after oral administration

to healthy Thai volunteers.

FINAL STUDY REPORT

Principle Investigator:
Dr. Deeda Jaroenkijakarn, Ph.D.
Faculty of Biomedical Science,
Central Bangkok University, Bangkok, 11000
THAILAND

Sponsor:
THAI PHARMACEUTICAL INDUSTRIES COM. LTD
(TPIC)
11-12 Phaholyothin Road,
Chatuchak, Bangkok 10900, THAILAND

Clinical Investigator:
Dr. Morthai Karndeemark, M.D.
University Hospital,
Central Bangkok University, Bangkok, 11000
THAILAND

Analytical Investigator:
Mr. Wijaya Lertkarnpean, M.S.
Faculty of Biomedical Science,
Central Bangkok University, Bangkok, 11000
THAILAND

Clinical Laboratory Investigator:
Dr. Tivavan Mankamnuan, Ph.D.
University Hospital,
Central Bangkok University, Bangkok, 11000
THAILAND

Pharmacokinetic and Statistic Investigator:
Mr. Kamnuan Reungrojmaha, B.Pharm.
Faculty of Biomedical Science,

Central Bangkok University, Bangkok, 11000
THAILAND

IRC/Ethical Approval Date:

DD/MM/YYYY

Clinical Study Date:

DD/MM/YYYY - DD/MM/YYYY

Analytical Study Date:

DD/MM/YYYY - DD/MM/YYYY

Approved Signatures:

Principle Investigator: ...

Clinical Investigator:..............ccccococovninrnnnnee.

Analytical Investigator:..................cccccccooevurnee.

.

Other Investigator:................cccocovrvininnnnnnn.

....................................... Date .../
........................................ Date .../ e
........................................ Date .../
......................................... Date .../ e
........................................ Date .../
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2. gldamsdAnu (STUDY SYNOPSIS)

Gl Yo o A Vi & ' a ¥ ~ Y Y o g )
Hamlugduuumsienem e wemlinu 3 wih naziideyasdiadosasas 11l sponsor’s
name, product information (generic name, test and reference product), study title, protocol and study

number, ethics, objectives, study design, administration, sampling, analytical method, pharmacokinetic

parameters #4A30819 1M 19N 2

M39i 2 © f2081951u  J1ldensAny1 (STUDY SYNOPSIS)

GENERIC NAME
Acetaminophen

TEST PRODUCT
Paraceto

REFERENCE PRODUCT
Tylenol®

SPONSOR’s NAME;:
THAI PHARMACEUTICAL INDUSTRIES COM. LTD (TPIC)

STUDY TITLE:

Comparative Randomized, Single Dose, Two-Way Crossover Open-
Label Study to Determine the Bioequivalence of Acetaminophen
from Paraceto® 500 mg Tablet and Tylenol® 500 mg Tablet, After
Oral Administration to Healthy Thai Volunteers.

INVESTIGATORS:

Dr. Deeda Jaroenkijakarn, et al.

PROTOCOL NUMBER

TPIC/BEP2550-1

STUDY NUMBER

TPIC/BES2551-1

IRC/ ETHICS APPROVAL DATE

Central Bangkok University Ethic Committee, Thailand
Approval Date DD/MM/YYYY

OBJECTIVES:

To investigate the single dose bioequivalence of TPIC (Test Product,
Paraceto® Tablet) and McNeil (Reference Product, Tylenol® Tablet)
500 mg acetaminophen per tablet in healthy adult Thai males after
fasting conditions.

DOSAGE REGIMEN

Test Product: Single dose, 500 mg of Paraceto® Tablet. Batch
No. ####, Exp. Date MM/YY
Refernce Product: Single dose, 500 mg of Tylenol® Tablet. Batch

No. ####, Exp. Date MM/YYYY

CLINICAL STUDY SITE

CBU Hospital (Clinical Research Ward)

STUDY SUBJECTS

24 subjects plus 4 alternatives, selected randomly from healthy adult
Thai male volunteers.

DEMOGRAPHIC DATA (N = 24)

Age = 2845.2 year; Height = 165+6.7 cm; Weight 60+9.5 kg

ADMISSION AND CONFINEMENT

Subjects were admitted the night before study drug administration,
supervised for at least 10 overnight fasting and confined until
collecting the 24-hr sample.

DRUG ADMINISTRATION

Each subject randomly received an single dose of the assigned
formulation, administered with 240 ml of water.
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M39N 2 : faeengiuuy ilsemsAiny) (STUDY SYNOPSIS) ()19)

GENERIC NAME
Acetaminophen

TEST PRODUCT
Paraceto

REFERENCE PRODUCT
Tylenol®

SPONSOR’s NAME:
THAI PHARMACEUTICAL INDUSTRIES COM. LTD (TPIC)

STUDY PERIOD

Screening: DD/MM/YYYY - DD/MM/YYYY
Enrollment: DD/MM/YYYY - DD/MM/YYYY
Period 1: DD/MM/YYYY - DD/MM/YYYY
Period 2: DD/MM/YYYY - DD/MM/YYYY

WASHOUT PERIOD

7 days from the first period:
DD/MM/YYYY - DD/MM/YYYY

BLOOD SAMPLING SCHEDULE

Thirteen blood samples were drawn at 0.00 (pre-dose sample) and
0.25, 0.5, 1.0, 2.5, 3.0, 4.0, 5.0, 6.0, 8.0, 10.0, 12.0, and 24.0
hours (post-dose). The total volume of blood draw did not
exceeded 300 ml.

BLOOD SAMPLING HANDLING

The blood sample for acetaminophen were placed in lithium heparin
tubes, centrifuged, and the separating plasma samples were
immediately stored at -20° C until analyzed.

CLINICAL SAMPLE STORAGE

CBU Hospital Lab.

ANALYTICAL SITE

CBU Hospital Lab.

BIOANALYTICAL METHODOLOGY

HPLC with UV detector, LLOQ = 50 ng/ml

ANALYTE

Plasma acetaminophen concentration

SAFETY EVALUATION

Both treatments were well tolerated. No clinically significant or serioug
ADR were observed

SURROGATE PARAMETERS

Drug plasma concentrations to indicate clinical activity.

PRIMARY PHARMACOKINETIC
PARAMETERS

C,.. AUC, ,, and AUC, _

max?

SECONDARY PHARMACOKINETIC
PARAMETERS

T, .. (AUC, ,/AUC, )%, t,,, and K,

000

PK CONFIDENCE INTERVALS

90% confidence intervals for the log-transformed Test/Reference
ratios of : Choax (105.72 (99.89-114.32) %

AUC, , (102.54 (95.24-106.51) %

AUC, . (103.28 (96.12-108.93) %

CONCLUSION

Point estimates and the 90% confidence intervals for the log-trans
formed ratios (Test/Reference) for the C,,,, AUC, ,, and
AUC, . were within the 80.00-125.00. Therefore, the
bioequivalence of TPIC (Paraceto® Tablet) and McNeil
(Tylenol® Tablet) 500 mg acetaminophen per tablet,
can be concluded.

DATE OF REPORT

DD/MM/YYYY

10
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20mM3 cl,‘lrgi)m (Route of Administration)

PO

PO

14
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8. WHUNIANHY (INVESTIGATIONAL PLAN)

o w

1 Y
AI9Usenoude 15¢ naided asdsae 11l

8.1 3UuuumMsAn¥IMIARLn (Clinical Study Design)

8.2

'
Av A

=2 Y = a 9 A A
?j‘lJLL‘]J‘]Jﬂ"I'iﬂﬂH"I 1ﬁﬁ3uiﬁﬂﬁ3l@ﬂﬂ%uﬂ/gﬂlm‘ﬂﬂﬁ’3%8‘1/116]5 A9 LYY cross over U0
parallel 59199 washout period HAZIUIUDY 1 ﬁmﬁﬁﬁmmiﬁﬂm (Number of
subjects)

J @ 9 o A Y o w Y ! % . . .
INUNNITAALUT ARDDN 1TDVDINNATNUIIAADDT 1 UAT (inclusion, exclusion,
restriction)

4 @

INUNNITDOUDT 1 llﬂ‘if’]’f]ﬂﬂWﬂﬂTiﬁﬂ‘H? (Removal or withdrawal of subject from
Assessment)
AT ;ﬁ?lﬁlmmiﬁﬂ}ﬂ (Standardization of study condition)
an Y . . . Y Y A 9 '
A5mM3 1N (Drug administration) )1W81W563J’f)”lﬁ"li (fed) ¥IDUVUENOINN (fasted)
Y o oA A qu &
THensufe) (single dose) N30 1HMAWATY (multiple does)
MUz umwveds1 1 AT (Health verification)
Gﬁ”e‘)y’au AI51882100A01 1 WAT (Subject detail) LAZIIUIUBY 1 1A (Number of
v Y
subjects) FUNMMIANY Period 1 1a¢ Period 2 5IUN4 sequence YBIM3 15 e
d' ad Y A
HAgMIIUgAUUINNITNT [071]
Aa {3 o 1 o ]
’J%LLﬁSL’JﬁTﬁLﬂUW}@ﬂNLﬁ@ﬂ (Sampling protocol/ time) ﬂ?ilﬁ?ﬂﬂﬁ’)@ﬂ?\umgﬂﬁ
3 o
INUINET sample preparation/ handling, storage)
Aa { <
USuaudeanny (Volume of blood collected)
M35z a0 1 UA3 (Subject monitoring)

ABATINMNTU AIONNIWHUFNTTY (Genetic phenotyping) [874]

I5mslrieiemsAne (Study Treatments)

5111!1@]811‘1’7;16]95} (Single or multiple)

7% :um 1 ﬁﬂ‘iﬁllﬁ?]}%um (Method of assigning subjects to treatment groups,
Randomization) ©139tF #9915 randomization schedule Lﬁammcﬁ’m%u

Mm3siUnia (Blinding)

a ?,} A Sld'
USuaninlviay (Water volume)

Auuziuiiomsonmseaunsinynss wyaluuywe
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8.3

8.4

8.5

8.6

8.7

v £ 9 % Y aAa % . .
msuummagammﬂaaﬂnmmzmayamaﬂaunmmm 1 4AT (Clinical and
Safety Records)

91M3 J1i#i91l52  9A9181 (Drug related ADR)

a d v} J a
NINUNADINIUN VIAUAN ﬂi!!ﬁz?gﬂﬂ 91U (Pharmacokinetic Parameters
and Tests)

a o a 4
(] T astlomwazmImuI (Definitions and calculation) UBIWITINIADINI

T,.. AUC,..

max? max?

o s o W = A Y o’/’ 9 [
H BIAUAT AN 1AYLASHANNINYIVDINNNUA "lﬂllﬂ C
AUC, .., t,),, efc.

A ] . Aq ° £
® fI3721TD computer software WIBN version nlalumsmuiuaie

a d L.

5UAIITHMA 00 (Statistical Analyses)
ana <Y ~ 1 a R 9 - n v

[ J amm'a'wwuau‘.amgﬂmmuuuaamwu (Log transformed) uam@yjam”ln”lmgﬂm
AT NY (Non-log transformed)
adx (o 1 Ad o 1 Y . . 19 1A o @
FSummanu@I06191a (Sample time adjustments) 141335mM3USUsEAVN
ana 4 ~ 4 9 . A Y o
APAUATIEHINTYUSY LAY computer software WIDY version Al lumsmuim
mmgmmiﬂau%“ummwhgﬁﬂumﬁa yya (Standards for bioequivalence) 321
a o 4 [ {
FMsmuIn 90% CI uazinusimssensunly

® JT¥1A1 Power of test

ada d FY Aada d

ABUANTHRUASNIFINTID ﬂﬂﬂ31ﬁlgﬂﬂﬂﬁmﬂﬂ')ﬁ?!ﬂi13ﬁ (Assay MethOdOlogy

and Validation)

® iwazﬁﬂﬂ‘iﬁ‘imiwﬁm (Assay method description)

e JunaiFuna U AMIIATIZH IUUADZYI (Start and stop date of each batch)

Y @ @ AN Yo a 4 o . . .

Wi OUIH 81 1 UATNIASUNITATINIUATIZHILAVOT (List of subjects being
analyzed)

® 5A579 oUANNYNABY (Validation procedure) ttazdoyammsimosn fy Taun

selectivity/specificity, accuracy, precision, recovery, stability, LOQ, LOD, linearity, etc.

m‘;ﬂi:ﬁ’uﬂmmwmaa%ya (Data Quality Assurance)
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0. uansAn#IkazmMIainilang (RESULTS AND DISCUSSION)

9.1 WamsANYIMAINANN (Clinical Study Results)

9.2

ANHUITIUTZHINTV0991 1 AT (Demographic characteristics of the subjects)
donu adldly 2 asdifne mndlumsAREIUY crossover 191 A9918AzIBEA
Fuenalumsiai 4 uaduiuuny parallel 1agi®1 1 Fasia oume ez
NAOIAeIA ﬁmiﬁmsnLgﬂaﬁﬂymz%’ayagﬁnﬁqel1i1aﬁ 5
51002100AVDININTTUNWAAUN (Details of clinical activity) Az mMsIHouUUn
Tn39319ms39eimuua 13 (Deviation from protocol) Fansadi 6 [0
Yoyamilder/ | wioanesod/ “uuw%" (Results of drug/alcohol/smoking usage)
Y323A1aNan13AII9INININIIMIUNNG (medical history and medical examination)
laun " wdn (vital sign) uazHana oUININGNIINEIURUAMS (diagnostic
laboratory test) UDN®1 1 A3 ﬂﬁNﬁ 7.1-7.2

51891U491M3 1952 991081 (adverse reaction) fiRannnaaduaiome auaz

a [ 4 Y a d‘ 1 = [ ] d'
HAANUNY191909NNU TUTEHINMSANEY AIAl081911 M519N 8.1-8.2

anAa d
Wwa §1Jﬂlﬂx‘iﬂ1§ﬂ‘§ili] E)‘lJﬂ’J1Ngﬂﬁﬂﬂl§)ﬂ’3§3!ﬂi1$ﬂﬂ1 (Summary of

validation and analytical results)

TheTurenamsanyIdennulas “wvl uazadsn avlugilersie juwads

M1319N 9

9.3

a d Y] d . . .
NANITUATITHMAUN BIaUFA1 AT (Pharmacokinetic Analysis)

& ' Aa o w A D] ' Sk Y A a A Y 9
“.h! IUNUANY 1IAYNINN qﬂ m@yaiu FUUWADININYASLIDYIANATUDIU Qﬂ@]ﬂ\? e

A Y A a [ = [ = a [ 4 Y
W50 VAU @599 oY WM TUTLUUANUNUNINAUNINE) ugammwammmm‘lmma AN

s Y Ay Aq ya g ) v A a VY o
LAZIIALTY ﬁ@ﬁum@y)ﬂﬂi“ﬁ?tﬂﬁWZﬁﬂWﬁlﬂ WIAUM @]ﬁﬂlﬂ !La$‘ﬂ'J3“518ﬁ$!@ﬂﬂ@813ﬂ@ﬂﬂ@@]@1ﬂ

£
~

9 [ ~ @ 1 ~ 1 di Yo a Y o
Joyan asszavniasanuluer 1 dasuaazauingiane e lasunaaduaien
d‘ Aa o o 9 a d‘ g’; 1 ~ @
NA U (MS51N 10) LASHANNUMNGIDNBY (MT19N 11) TINNW AN UNAYTLAL
{ 1 [ Y a [ 4 a [ 4 a
nlwdon NaEe o Mendaldsunansusiona suLazNANSUHE181999 (Mean
Drug Concentration VS. Time Curve for Test and Reference Product)
o Y] 4 1 [ { 1 1
AL AR WU EIEHINTZAVEURAONIAIA199 (Mean plasma concentration-time
4 1 a 1 4 I a
profile) 11® plot AWLUUNA (linear plot, §UA 1) uaziegnulauilugilaominuy

(semi-logarithmic plot, g‘ﬂ‘ﬁ 2)

Auuziuiiomsonmseaunsinynss wyaluuywe
J
yazgIuUNNTgINYeITIBNIUNIIANITI uyaluuywe
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o M A WS EAUenaIRnIe ¥eee1 1 fasuaazay (Individual
subject plasma concentration-time profile) (gﬂﬁ 3-5) Tasdoau mmunﬂﬂuﬁgmw
linear LlQ1¢ semi-logarithmic plot

o MsilmeiMan “waum aser 1 fasudazawieldTunansuaioma eunaz
HANNUINYI81984 (Individual Pharmacokinetic Parameters for Test and Reference
Product) (ﬂﬁNﬁ 12)

e “a mfSoufouvesmsiimesniun “waum a3 (C,, T,. AUC,, AUC,.) 01 1

o 1 1 Aa o 4 a o 4 Yy Aa - .
WATHUAAZAUTEHINNIANUNYINA DULLATHAANUNYIDINDY (Individual Ratio of Test

and Reference Product for Pharmacokinetic Parameters) (msnﬁ 13-15)
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RAAMH[OIIE € LLAUBELUALDRLELUBBLLUCMILHAHTILY

»

BAFIEH

B

61

|4

Mm39i 4: dedndoyadnyuzliznniveen 1 Tasid1saumsfny) nSAUANBIDY cross over (Demographic data and date of the clinical

study of individual subjects)

Period 1 Date Period 2 Date
Subject Sequence Sex Age (yr) Weight (Kg) Height (m) BMI (DD/MM/YYYY) (DD/MM/YYYY)
1 RT F 21 55 1.70 19.0 12/10/2007 19/10/2007
2 TR 20 63 1.76 20.3 12/10/2007 19/10/2007
3
4
5
6
7
24
Mean
SD
CV%
Minimum
Median
Maximum
N 24 24 24 24 24 24




03

@
2011
HILY

»

P
V3

o
|4

d‘ % ] 9 [ % d‘ Y = I~ =\ 1 1
M1319N 5. mamwﬂy‘aaﬂymzﬂizmﬂimmm 1 Nﬂi‘1/ILGIJ"Ii’JiJﬂ”IiﬂﬂHTL’]JiEﬂJmﬂiJigﬁ’JNﬂQiJ

MIANYINe 1 UATAUAZNQUAUNTONDUAVUIY (parallel study)

a o J Yy a

Yo A g
llﬂﬁuﬂa@ﬂﬂ!m&n'ﬂﬂ DULAZE19190 NTalU

I3
~

NQNM3NAA04 (Treatment Group)

WanAMNEIMA oy (Test product),

(%) d
NANNUNEND1909 (Reference product),

Ug;LUHLDBLQD@Ibﬂl,Q&MUtﬂﬂﬁﬂﬁ
=4

LLAUVBLLUALDRLELUBEELUBMILTL

LLA
=
&

[efire e

r

€CST LRBUVITELULRELUNELLEURTBUILEUILL
L@Iﬂt e

®

BRI

»

®

BRFLIErt

)

919 (1)) Mean + SD 50 + 15 51+ 14
Range 21 - 67 20 - 66
nauey (1) < 18 N (%) N (%)
18 - 40 N (%) N (%)
40 - 64 N (%) N (%)
> 65 N (%) N (%)
LN Male N (%) N (%)
Female N (%) N (%)
Eod (5ANYAY | Asian N (%) N (%)
g«'ﬁ”ama) Black N (%) N (%)
Caucasian N (%) N (%)
Hispanic N (%) N (%)
Other N (%) N (%)
BMI Mean +SD | L. Foe L + ...
Range | . S - e

a A Y A
MWINUNBIBDUE (:Y)




3
20757

gglUﬂLDI]L;D@IanQ;MLMﬂI’!Wﬂ§

)

I3

~

AUTTELULBELUNLEURTILILIUIL
LLRU.
=

=
(&2

[efire €
[ofere € LLAUBELUNLPALELUBEELURMILILAHITLY

B

BAFIEH
BAFMIEH

@ essz e

»

12

d‘ @ ] = 3 o Il A A A as = A
AN 6. AIDYNINITLE ANTIYAZIDYAVDINIAUNUAIDYIUADANLVYIULLUIINITNTIANYIN

o

¥ S . -
myua'l3 (Sampling time point protocol deviations).

|4

Actual Deviations
Subject number | Time point (hr) Scheduled time N Early/Late Reason for deviation
sampling time Hours Minutes
Period 1
07 24.0 08.40 08.55 - 15 Late Difficulty in finding vein
Period 2
10 48.0 08.45 09.15 - 30 Late Subject came late.
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s
2011
HILY

P
V3

I3

Ug&LUi‘tLDBLQD@I!;“LQ;MLMIIIZW[I;

ELHUgELUHlelSLQLM&SLU@MYLEt

BR[O QLA
BR[O €
B &

)

|4

3190 7.1 A19d19mILL

examinations).

A931882IBeANANITATIIN R0 fiAMInaTnueIe1 1 UATUAEYAU (List of individual clinical laboratory

Pre-study Laboratory value

Subject Number

Lab. Parameter Normal Range Units 1 2 3 24
Vital Signs
Pulse 60-100 beats/min 75 | e | e ] e ] e | e
Blood pressure 90-150 / <90 sys/dia mm Hg 115/80 | weee | e | s | e | |
Respiratory rate 8-14 rate/min 12 | e | e | e | s e
Body temperature 36.1-37.8 °C 370 | s | e | e | s ] e e
Blood chemistry
Serum creatinine 0.5-1.5 mg/dL 1L.O | e | e s e e |
Blood sugar 70-110 mg/dL 80 | e | e | e e e ] e
Urea nitrogen 5.8-1.91 mg/dL | | e ] e e e | e |
Uric acid 2.7-7.0 mg/dL 50 | e | e ] e e e
Sodium 130-147 mEq/L 1385 | e | e e e e
Potassium 3.4-4.7 mEq/L 39 | e | e ] e e e
Cholesterol 127-262 mg/dL 150 | o | s s e e e,
Triglyceride 50-200 mg/dL 95 | e | e e e e
Total protein 6.5-8.8 g/dL 79 | s | e e e e
Albumin 3.8-5.4 g/dL. 40 | e | e | e | e | e e
Bilirubin (total) 0.25-1.5 mg/dL 075 | e | ] e | e |
Bilirubin (direct) 0-0.5 mg/dL 0.1 | e | s s e | e
ALT (SGPT) 4-36 IU/L 200 | e | e e ] e e
AST (SGOT) 12-32 IU/L 15 | e | e ] e ] e | e |
GGT 0-50 IU/L 12 | e | s ] e ] e | e |
Serum amylase 20-115 IU/L 30 | e | e | e | e | e e
Alkaline phosphatase 42-121 IU/L 50 | e | e e e s
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LLARU.
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[efire ¢
[ofire €

BAFMIEH

»

€%

M3eN 7.2; @29619MIL AITI9AZIBEANANITATIIN 1R TANTARNNYEI01 1 UATUAAZAY (List of individual clinical laboratory

examinations. (continued))

Lab. Parameter

Normal Range

Units

Pre-study Laboratory value

Subject Number

24

|4

Hematology
Hemoglobin
Hematocrit
RBC count
Platelet count
Wbc count (total)
Neutrophils
Lymphocytes
Monocytes
Eosinophil
Blood group

Urine analysis
Appearance

pH

Specific gravity
Protein
Glucose/Sugar
Bilirubin
Ketones

Blood
Leukocytes

13-17
45-52 (M), 37-48 (F)
4.5-6.5
1.5-4.0
4,000-11,000
40-80
20-40
2.0-10.0
1.0-6.0

Clear, colorless-pale
yellow
4.5-8.0

1.002-1.020
Absent
Absent
Absent
Negative
Absent
<24

g/dL
%
million/mm’

cells/mm’
cells/mm3

%

%

%

%
A/B/AB/O

cells/ uL.

15
40
5.02
2.0
6,500
65
30
3.0
1.0

Pale
yellow
5.0
1.015
Absent
Absent
Absent
Negative
Absent
1-2
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€CST LRBUVITELULRELUNELLEURTBUILEUILL

144

4 @ 1 ] 4 1 @ v o a o 4
3199 8.1 #10819 qﬂ%’@yjammi"luﬁqﬂiz pnnenuluer 1 Wasszniemsldsunaasasiena U (TEST PRODUCT, T)

5 2

g 2

[~

3 §E' Subject AE Dosing (D/T) Onset (D/T) Resolution (D/T) AE Duration Severity Outcome Relationship
g% ge

% §° 01 Flatulence 7/10/07 / 7.30 7/10/07 / 8.30 7/10/07 / 15.00 7 h 30 min Mild Spontaneous  Possible
o @

% g 02 Diarrhea 7/10/07 / 7.40 7/10/07 / 11.30  7/10/07 / 12.00 30 min  Mild Spontaneous  Possible
= 3

: 04 Headache 7/10/07 / 7.40 8/10/07 / 03.00  &/10/07 / 05.00 2 h  Moderate Spontaneous  Probable
2

= %n 20 Diarrhea 7/10/07 / 7.30 7/10/07 / 12.30  7/10/07 / 12.45 15 min Mild Spontaneous  Possible
=D

S8 | e
ei g

= E | s e e e e e e,
i

S OO

)

M1an 8.2 Mg jUTeyaesims luitalse

wnneinuluer 1 9¥AITEHINems 18T UNaasaaie181999 (REFERENCE PRODUCT, R)

Subject AE Dosing (D/T) Onset (D/T) Resolution (D/T) AE Duration Severity Outcome Relationship
03 GI upset 28/10/2007 /7.30  28/10/2007 /8.30  28/10/2007 /11.30 3h Mild Spontaneous  Probable
09 Drowsiness 28/10/2007/7.30  28/10/2007 /12.30 28/10/2007 /15.30 3h Mild Spontaneous Possible
18 Headache 28/10/2007/7.30  28/10/2007 /11.00 28/10/2007 /12.30 1 h 30 min  Mild Spontaneous  Probable
22 Diarrhea 28/10/2007 /7.30  28/10/2007/22.00 28/10/2007/22.10 10 min  Mild Spontaneous  Probable
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Information Requested

Data

Analyte (drug)

Provide the name(s) of the analyte(s)

Internal standard (IS)

Identify the internal standard used

Method description

Brief description of extraction method; analytical method

Lower limit of quantitation

LLOQ/LOQ, units

Average recovery of drug (%)

%

Average recovery of internal standard (%)

%

Standard curve concentrations (units/mL)

Standard curve range and appropriate conc. units

Regression analysis

Regression Model and weighting factor

QC concentrations (units/mL)

List all the concentrations used

QC Intraday precision range (%)

Range or per QC

QC Intraday accuracy range (%)

Range or per QC

QC Interday precision range (%)

Range or per QC

QC Interday accuracy range (%)

Range or per QC

Freeze-thaw stability (cycles)

# cycles

Long-term stability (days)

17 days @-20°C (or other)

Short-term stability (hrs)

hours @ room temperature

Post-preparative stability e.g. autosampler

stability (hrs)

hours @ room temperature

Stock-solution stability (days)

days @ 4°C

Selectivity

No interfering peaks noted in blank plasma samples
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Y @ ] Y o 1 { 1 1% [ a o d
ﬂ151\‘1ﬁ 10: mamwa%}ay‘aizﬂmﬂmﬁammm 1 uﬂismazﬂuﬁnmmm (h) ﬂ"lflﬁﬁ\iﬂ”lihléjiﬂwﬂﬂﬂmWIElTﬂﬂ 98U (TEST PRODUCT, T)

Drug plasma concentration (ng/ml) for test product [T] at time (h)

Subject| S
0.25 0.5 0.75 1 2 3 4 6 8 10 12 16 24 48
1 RT 1.30 6.38 9.56 1020  11.91 10.99 9.69 9.04 9.31 8.25 404  3.69 2.19  BLQ
2 TR 3.63 11.77 2315 2416 2895 2587 18.10  15.67 16.28 15.86 9.66 8.18 482 195
30 e | e | e e e e e e e e e e
4 e | e | e e e e e e e e e e e
S e | e | e s e e e e e e e e
O | | e | e e e e e e e e e e
7/ O O 0O
24 | | e | e sl e e e e e
Mean | . e e e e e e e e
SD | e e e e e e e e
CV% | it e e e e e e e e e
Minimum | ... L e e e e e
Maximum | ... L e e e e e e e e e e
N 24 24 24 24 24 24 24 24 24 24 24 24 24 24

S = sequence of drug treatment, P = period of drug treatment, BLQ = below limit of quantification.
Any concentration below LLOQ was record as BLQ except at time 0.

Zero is used in the calculation of area under the curve (AUC) for times preceding the first observed concentration and in the calculation of summary statistics.
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ms1ah 11 Aedrwadeyaszave lwasaueter 1 WasuAazAUINIAI (h) MENGIN3 IASUNANH UNENS1999 (REFERENCE PRODUCT, R)

Drug plasma concentration (ng/ml) for reference product [R] at time (h)

Subject| S P
0.25 0.5 0.75 1 2 3 4 6 8 10 12 16 24 48
1 RT | 1 0.57 291 7.17 10.66  15.32 1247  12.09 9.63 8.06 7.38 542 331 230 BLQ
2 TR | 2 | BLQ 2.89 6.79 13.05  24.05 2220 2275 2044 15.93 15.21 9.66 10.834 528  3.00
30 i | o | e et e e e e e e e e e
S
S v | o | s e e e e e e e e
X O e oo
7/ L O O
24 P
Mean [ . L e e e e e e
SD | e e e e e e e e e e
CV% | et e e e e e e e e e e
Minimum | .. L i e e e e e e e e e
Maximum [ ... L e e e e e
N 24 24 24 24 24 24 24 24 24 24 24 24 24 24

S = sequence of drug treatment, P = period of drug treatment, BLQ = below limit of quantification.

Any concentration below LLOQ was record as BLQ except at time 0.

Zero is used in the calculation of area under the curve (AUC) for times preceding the first observed concentration and in the calculation of summary statistics.




1400 4

—o— Reference
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—s— Test

1000
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600 9

Concentration (ngiml)

400 A

200 4
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Time (hr)

d' o [] o v 1 [ A A 1 2 A Yo Aa o 4
gij‘ﬂl A19819N5 ML AR 3J‘WUﬁiZVi’JNi%ﬂUEﬂmﬁEJ‘VIL’JGW]N“]iuﬁﬂ 1 msma"lmuwammm
g U uazedvuilel¥m/ng (Linear plot of mean drug concentrations versus time in study
subjects (N =24))
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o
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o
10
1
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Time (hr)

gﬂﬁ 2 Fredunsmln A “wiusssn s sRusImasinameg uen 1 dasile Idsunaa sl
gma ou nasnandasidusaiieldiszduniignuiaudiuasm3iu (Semi-logarithmic plot of mean
drug concentrations versus time in study subjects (N =24))
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Test Product —4—5ub1l
1800.00 —m—5ub2
1600.00 —&—5ub3
i Sub 4
1400.00 |
c ——5ub5
.2 120000 |
& —o—5ub6
-t
§ 1000.00 Sub?
S 800.00 —5ub8
J
¥ 600.00 ——5ub9
a
©  400.00 +=oub 10
£ ~@—5ub11
£ 200.00
& —d—Sub 12
0.00
0 5 10 15 20 25 30
Time (hr)

§ v o 1 o { U o 1
5N 8 namlu aennw wiussenINszaverinag luer dasuaagiie (Individual Subject
§ o a o o
Profile or Spaghetti Plot) 1o [a5unaniaaiena oy (T)

Reference Product —aiubl
2000.00 —8—5Sub2
1800.00 —a—Sub3
.§ 1600.00 =se=5ub4
.E 1400.00 =#=5ub5
S 120000 —e—5ub6
'.Z 1000.00 —+—=5ub7
2 800.00 —Subg
a
8 600.00 —3ub3
& 20000 ——5Sub10
a 500.00 —@—5ub11
0.00 —d—Sub 12
0 5 10 15 20 25 30
Time (hr)

4 % o r'd [ % { [ o r
sUn 4 aswle avadw wiussgnINsgaveIaIneg luer Uasudazsie (Individual Subject

Profile or Spaghetti Plot) 1o [d5unanfaie18198949 (R)
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Concentration
1600.000
1400.000 A
1200.000

1000.000 \

800.000 —-T
600.000 1 R
400.000 j

200.000
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Time (hr)
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700 m
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4,00 —T
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Time (hr)
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)

RUTTELULBELUMEEURTBUHLIUIML

@ €sst

3
20757

slgglUHLDBLEG‘@II;HLEHMMIIIIN[E&

LLAUBELUMLEBLELUBLRLLUBMILILZIIILY

LLARU.
=

=
(&2

[efire €
[ofire €

BAFMIEH

»

BAFIEH

B

1€

3 o A @ o 7 o ' 4 o a o ¢ A o
Gﬂﬁ%‘i‘ﬁ 12: I9819NTL ANWITNUADTIN WD FIAUFAT §NTD1 1 matmamuzﬁa‘lﬁ’mwammmamﬂ U (TEST PRODUCT, T) LUagHannunan

$1999 (REFERENCE PRODUCT, R)

|4

AUC,, AUC,
. T,.. (h) C,.a (ng/ml) (ng.h/ml) (ng.h/ml) AUC, /AUC, | Half-life (h) Kel (h™)
Subject Sequence
Formulation Formulation Formulation Formulation Formulation Formulation Formulation
T R T R T R T R T R T R T R
1 RT 5.00 3.00 1532 1191 316.35 307.93 | 333.65 317.58 94.13 96.99 20.97 18.49 0.03 0.04
2 TR 4.50 4.00 24.05 2894 | 708.24 694.48 | 729.97 721.85 97.21 96.24 2240 2441 0.06 0.03
30 e e e e e
4 1 e e s e | s e e
5 0 o e e e s e e e
6 | . e s e e e
T 1 e e e | s e e
24 | e | s e e e e
Mean | . | s s e s e
sbD o e s e e
CV% | e | s e e
Minimum | ... L e e e e e s
Maximum | .. | e s s s e
N 24 24 24 24 24 24 24 24 24 24 24 24 24 24




4 o 1 a o v r a 4
S9N 13; AIOYNNAMTUATIEH A IUWTINDT C,,

X

o U § o a o o
YaNe1 1 Nﬂil!ﬁﬁa‘fﬂﬂ!ﬁ@?ﬁiﬂﬂﬁﬁﬂmcl/lfn

a oy (TEST PRODUCT, T) USHANA I8 1984 (REFERENCE PRODUCT, R)

Subject

C,.. (ng/mL)

Reference (R)

Ratio (T/R)

Untransformed

data

Transformed

data (In)

Untransformed

data

Transformed

data (In)

11.91

24774

1.29

1.1016

12.76

2.5463

1.40

1.1325

~N| N | ] L] N

24

Mean

SD

% CV

Min

Max

Test (T)
Untransformed Transformed
data data (In)
15.32 2.7292
17.88 2.8837
24 24
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M 14: @reeamamsiner a wmnidnes AUC,, veve1 1 uasuaazauie lasunanduaien na oy
(TEST PRODUCT, T) UagHania4i181989 (REFERENCE PRODUCT, R)

Subject

AUC,_, (ng.h/mL)

Test (T)

Reference (R)

Ratio (T/R)

Untransformed

data

Transformed

data (In)

Untransformed

data

Transformed

data (In)

[Untransformed

data

Transformed

data (In)

316.35

5.7568

307.93

5.7299

1.0273

1.0047

708.22

6.5628

694.48

6.5432

1.0198

1.0030

~| O\ | B W D

24

Mean

SD

% CV

Min

Max

o o A v o ¢
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4 o ] a J o ] a 4 o U q o a o 4
ﬂ”li"lﬂ‘ﬁ 15 AI9YNHNAMITAUATIEN A IUNITIVABT AUC, ., 18391 1 Mﬂi!!ﬁﬁs‘iﬂﬂ!ﬁ@?ﬁ/’iUWﬁﬁﬂmm

gmA 81 (TEST PRODUCT, T) UAsHAAA 91618 1994 (REFERENCE PRODUCT, R )

AUC,_, (ng.h/mL)
Subject Test (T) Reference (R) Ratio (T/R)
Untransformed [ Transformed [Untransformed | Transformed |[Untransformed | Transformed
data data (In) data data (In) data data (In)
1 333.67 5.8102 317.59 5.7608 1.0506 1.0086
2 729.97 6.5930 721.80 6.5817 1.0113 1.0017
30 e e e e
4 | e s e s e e
S5 | e e e e
6 | e e e e
T | e e e e
24 | | e e s e
Mean | ... | e | e s s
SD | | | e s s
% CV | e | e | e s s
Min | .| e | e s s
Max | .| | e s s
N 24 24 24 24 24 24
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9.4 HAMSAATIZHMI DA (Statistical Analyses)

cl Y a Aaaa 9 .. . .
i AINAMUTDNITAUINIG DAN 1Y (Statistical considerations)

a g a I3 o AN & o w aa Y 1
® MHA iq‘]Jﬂ"Ii’JLﬂi"lg‘ﬁﬂTWﬁ1%1@@3%1\1151 FAIAUAT ATNUUY MMYNN DA hlﬁll,ﬂ T
AUC,,, AUCO_ , extrapolated AUC, t,,, % llag K (miN‘ﬁ 16)

max?

y o ] U a o o s o o a 14 aa
ﬂ"liNﬁ 16 : A NNITI ANATWITIVANB T NN YIAUM G]iﬁ MAYHASHANUATISHNTN O

C

max?

Product/Statistics

max (

h)

max

(ng/mL)

AUC , *
(ng.h/mL)

AUC *
(ng.h/mL)

% ext.
AUC

1/2

(h)

el

(1/h)

Formulation T
Mean

CV (%)

N

Formulation R
Mean

CV (%)

N

Ratio of least square

mean

T/R (%)

90% Confidence
Intervals (T/R)
Lower Limit:

Upper Limit:

Power (%)

Intra-subject CV (%)

Log-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported
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a Ia A
® HAUAIICHONTNAVIN subject, sequence, period LAY treatment (formulation)slugﬂﬂﬁﬁ
a 4 Y 1 {
I AINaMIAATIEHANNLT5IU (ANOVA Table) (M3199 17) uazwamsilseuaaunae
@ o A, {
VOINNLN “FIaUA AT 1ABIT least squares (A131991 18)

4 o [ a o a o o
M9 17 : 729695 NNANITAATIZHANNULTYTIU (ANOVA Table) Y09W15 150851 ¥
9aum a5 C, . AUC,, uag AUC,

max’

C._ _ (Ln transformed data)

max

Sources
D.F. SS MS F p-values

Subject (Sequence) 22 2.3117 0.1051 5.0408 0.0001
Sequence 1 0.0245 0.0245 1.1753 0.6338
Period 1 0.0377 0.0377 1.8085 0.1925
Treatment (Formulation) 1 0.0723 0.0723 3.4684 0.0760
Error 22 0.4586 0.0208 - -
Total 47 2.9047 - - -
Sources AUCO-t (Ln transformed data)

Subject (Sequence)
Sequence

Period

Treatment (Formulation)
Error

Total

Sources

Subject (Sequence)
Sequence

Period

Treatment (Formulation)
Error

Total
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® U AIWAMIUTTHUABIWHINNWFDNY (90% confidence interval)

‘wwimmaﬁmm “oum e lelumalsziuanusiifionnein uuaﬂac
vmn"lﬂfﬂ1ﬂm’e)mmeuﬂawaumﬂmmua@mim (logarithmic) (m'mw 18)

MU A U

L Hag AUC

M3197 18 © @19819M5H AIWaNSUsENUAURABYIBATT U (Ratio of Log-transformed Least

] 3 § o 1 a J @ 4
Square Mean) uazmmmmwm%uu (90% confidence interval) UYBIATWITIUADINIUN BIUM AT

A X a A =
nlumsdszidiuanuminennedn Jya

Parameter

Ratio of Least Square Mean

90% C.I.

Ln C

max

Ln AUC,,

Ln AUC, .,

10. qlwamsdAnwr (CONCLUSION)

LY A o w = 9 o oA ~ A o o
‘lﬁlﬁiﬂ’lﬂ Eﬂﬁl‘w'\g‘ﬂ IAYLUASINYIVDINUNITE ANATNNUNIUN NG WYAVDINAANUNYI

11. tan 15891989 (REFERENCES)

a o a 09/’ a L4 aas 1
na a8y uazwammw‘f&né’wm sanamsulanadingzrinie aanun qj“lallﬂ Pl

[ 1 dyaj
1Jaananiaig

A Y, A A A A g
910den A9)A IULDY Harvard System Y1394 UY Vancouver System HIDHUUUDUS) VIL‘]JmeiﬁWu

~ A 9 a [l @ I~ = ] qa/’ A 1 A Y A
!Lﬁ%ll1/]ll1"1]?:]\1'58‘]J‘U'EJ1\1@\‘1@81\‘1“]5@@1!1@EJﬂ'J'iLﬂuu’ﬂ‘ﬂlﬂﬂ’)ﬂu@]ﬁ’E]@‘I/NiTENTHLWE]‘H’JEIiHﬂTi VAUNITO

Y a A 9 a 9 = A a 9 A a @ ] Y a eﬂ./}
6N’EN1uﬂiﬂl‘ﬂFj“ﬂi$LllL!G]’GNﬂ"li'iTﬂagl’ﬂﬂﬂﬂlﬂﬂﬁﬂl@%wumu PNDYNNTDNOIVDINNTS VY Harvard System

Y
¢t Vancouver System 819911 ladae 11/i
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The Harvard System

YOU, C.H., LEE, K.Y., CHEY, W.Y., MENGUY, R. (1980) Electrogastrographic study of patients
with unexplained nausea, bloating and vomiting, Gastroenterology 79, pp.311-4.

Royal College of General Practitioners (1998). The primary health care team. [Online].
Available from: URL:http://www.rcgp.org.uk/informat/publicat/rcf0021.htm [Accessed August 22 1999].

The Vancouver System

You CH, Lee KY, Chey WY, Menguy R. Electrogastrographic study of patients with unexplained
nausea, bloating and vomiting. Gastroenterology 1980; 79: 311-4.

Royal College of General Practitioners . The primary health care team. [Online]. 1998 [cited 1999
Aug 22]; [10 screens]. Available from: URL:http://www.rcgp.org.uk/informat/publicat

/rcf0021.htm [Accessed August 22 1999].

12. nMANWIN (APPENDICES)

121 Tasshanufnudeilasumseniid uazmie wils“e3usesninaarnIsumseiasisn
mM5398lunYpE (Approval of the Institutional Review Board) Ad3lsiwazideaisznoy
msnnsan 1dun
o 111 “pouiiAsuseslnseded veamsaudinenne Wy ninnuawznITImMsemns-

wazen (i)
o it pfuseslasamynisumIvsesisumsiitelunyudres anfunTenuienu

(Approval of the Institutional Review Board)

1n3951935AAE1I98 (Study Protocol)

HUBLL ANANNEUTON (Informed Consent Form)

eazBeavedeIie) 1 a3 lasy (Diet Listing)

510A2198AVRIN5IUEUNIIN1ATITIA (Protocol Deviation Listing) [913]

= SN 1R 4 . A Y
eazDeAMaAMItl 19152 97 (List of Adverse Events) 01900t a3 ldnangnuy
Froghasuin aaly @1san 19 [913]

@ Case report form

Az uemsdmnsIeaumsAnTa uyaluuywe

4
wazgiuuuNnsg NV IBIUNIANTI uyalunywe
&) MiINNUANZATIUMINMITUAZET 2553

38



é @ v = 1R Ia ' =2 =
AN 19 . AIDYIINITLL @Nﬁﬂﬁzmﬂﬂm@!ﬂﬁﬂﬂllWﬁ‘]Jig ANNUITEHINMIANHIFY WA

Body System / Reported AE Incidence by Treatment Groups
Adverse Event Handuaiena ou HANAUNEN51999
(Test product) (Reference product)
Body as a whole
Dizziness N (%) N (%)
Etc. N (%) N (%)
Cardiovascular
Hypotension N (%) N (%)
Etc. N (%) N (%)
Gastrointestinal
Constipation N (%) N (%)
Etc. N (%) N (%)
Other organ system N (%) N (%)
Total N (%) N (%)

d a
12.2 518numsUsziivnanmsiinsizy (Validation Report) Wouvoyaan Insunlaunsy (raw

U

Yo

1 [ [ ! y a a 4
chromatograms) 88190y 20% o1damluglseanuuen NliFedsvAareuMsINTIEH

2 Yy a P P4
FWYASIDYAUDINTITINAAD ﬂjiﬂigﬂﬂﬂﬂﬂﬂm@y’awﬁﬂ’]i’)iﬂi’lz‘ﬁ @Q@ﬂhlﬂu

v '
A o = 9

ANugnAvaazIiudIveImsinszaueian anialsinald @LLoQ) (msnﬁ 20)
Anugndoaaziiugiveams assdueiinnudutuiie WeiiluSudenfy uas
AU (within-day and between-day) ({mﬁNﬁ 21)

A “WIUSIFa "uAse (inearity) 3513 response FUANMTUTUVBIEIRTEA A
Taals regression equation (gﬂﬁ 6) 11a¥3e1) weighing factor (f’{ﬂ%’)

N1INT % recovery UDIY (ﬂ"l‘a'N‘ﬁ 22), 1la internal standard ﬁw'mﬂizmumi fin
Nnwa1 W

o a a L4
ﬂ’JW?JﬂHWW%L%W%ﬁ]\ﬁl’fN'J%ﬂWi'JLﬂin‘W (Selectivity)
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[ 1 4 1 1 a 4 1
o ﬂ'JUJﬂ\iﬂ’J“U’E)Qfﬂﬁluwa'] NWﬁ@QlUﬁ%ﬁ’NQﬂWﬁ’J!ﬂﬁWZﬁ11?%}Ll>ﬂ freeze-thaw stability
(ﬂﬁ‘lﬁﬁ 23), short-term stability (ﬂ‘liN‘ﬁ 24), long-term stability (ﬂﬁN“?l 25), post-
, \ -
preparation stability (A13197 24) 118 stock-solution stability (M3199 27), 1udu

v Y A

@ MIUDDUS MUANNUKNIE U 19U dilution integrity, matrix effect, anticoagulant effect, etc.

M1319% 20 : @108619 Within-batch and between-batch precision and accuracy of LLOQ (25 ng/ml) of

drug analysis.

Within-batch Between-batch
Sample number | Measured value| % Accuracy Day Measured value % Accuracy

1 26.07 104.29 1 25.40 101.60
2 26.75 106.99 2 24.44 97.76
3 e 3 e
4 | e e 4 1 e
5 1 e
5 1 e

Mean | ... | . Mean | = ... |

sb | . sb | .. |

%CV | | %CV |

Data expressed as mean of 5 determinations.

Az uemsdmnsIeaumsAnTa uyaluuywe

4
wazgiuuuNnsg NV IBIUNIANTI uyalunywe
&) MiINNUANZATIUMINMITUAZET 2553

40



M13190 21 © @29819 Within-batch and between- batch precision and accuracy of drug analysis at three

different concentrations i.e. low (LC), medium (MC) and high (HC).

in-batch accuracy

Between-batch accuracy

LC MC HC
Sample/
Measured %0 Measured % Measured %
Batch
value Accuracy value Accuracy value Accuracy

1 74.79 99.72 1021.57 102.16 1914.46 106.36

2 73.81 98.41 1014.99 101.50 1701.05 94.50

3 e e e s

4 | | e e e e

5 | e s s
Mean | ... | o | e s s |
SD | e s s s
% CV | s | e e s s

LC MC HC
Sample/
Measured % Measured % Measured %
Batch
value Accuracy value Accuracy value Accuracy

1 73.54 98.05 886.06 88.61 1728.14 96.01

2 78.71 104.95 999.16 99.92 1705.85 94.77

3 | e e s s

4 | e e e e e e

5 | e s s
Mean | ... | .. ] e e e |
SD | | e s s s
% CV | e | e s s e

Within-batch precision Between-batch precision
Sample/
Batch LC MC HC Sample LC MC HC
1 74.79 1021.57 1914.46 1 83.54 886.06 1728.14
2 73.81 1014.99 1701.05 2 81.71 999.16 1705.85
30 | e e 300 | e | e
4 | e e 4 | e
5 | e e S| e e
Mean | ... | | Mean | ... | |
SD | | e SD | | e
% CV | e | e | 9% CV | e | e |
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ﬂLHUg&LUHLNZlQ[!LM&ELU@MiLE!

LLA
=
&

[efire e

o

€CST LRBUVITELULRLLUNELEURTBUILEUILL
L@Iﬂt e

®

BRI

»

®

BRFLIErt

)

2500
y = 450.41x +3.0318

2 -
2000 R” = 0.3397 .

1500
1000 A"”’Hfﬂﬂﬁir'
500 ~f”fﬂgﬂ!”?

0 ""H"ff”'

T T T T

0.000 1.000 2.000 3.000 4.000 5.000
CONCENTRATION (ng/ml) SLOPE INTERCEPT R?
Nominal 25.00 125.00 250.00 500.00 | 1,000.00 1,500.00 2,000.00 450.41 3.0318 0.9997
Concentration
Back calculated 23.20 128.00 267.00 512.03 1,039.34 1,567.01 2,010.59
concentration
% Nominal 92.80 10240 | o | e | e |

Qal

a o 1 v A P & v v a 7 o 1A
1J‘V|6 PREEN] Llﬂ57”%7@5?7”7]@@ﬂ75?lﬂ§73ﬁ mmu/m HAITIVONI Llﬂj””’\lil'lﬁ537”7]@\7ﬂ75?!ﬂ§'75‘171’87(Zu@?ﬂfn\uﬁ@@




M0 22 © @IVINAITHT % recovery UoON#1 U@a¢ internal standard lusegraaeauiorums fin

nou l/ans129m5um

Peak Response
Assay no. LQC MQC HQC
Un-extracted  Extracted | Un-extracted Extracted | Un-extracted Extracted
1 84.442 80.523 145.234 135.717 247.527 266.067
2 82.856 88.050 143.994 138.685 265.931 269.555
30 s il s e e e,
e 1 O [
5 | s sl s e e i,
Mean = | ceveeeee eevvveeee | vvveeevvveeeee | e eeeeeeens
1 ) [ O S
ToCV | vvveeeevrreeeee | e e | eeeessnee eeeseeeee
Jo ReCOVETY |  wevveees evseneee | vsseesiee esseees | eeseesee seeeseees

4 o ] o o ] 1 ] <& o
mzmﬁ 28 : @1?@87\7?)?71/?7@@135118\787?‘Llﬁ'J@fnﬂlﬁﬂﬂlﬁﬂw7Llﬂ75lﬂlliﬂy7 freeze-thaw 3 cycles

Low QC (ng/ml)

High QC (ng/ml)

Assay No
1

2
3
4
5
Mean

SD
%CV

0 cycle
70.11

3 cycle
69.27

0 cycle
1583.91

3 cycle
1526.60

% Change
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d‘ @ ] @ @ ] = A o 9}4’ a gy [~/ ] [ o
MINN 24 mamdmmmm%mm71!@738870357@@41/@1:171/7'Z:m@m%mmmu/unmmm neuUNINIg

Y

AA (Short Term Stability)

LQC HQC

(ng/ml) (ng/ml)
No. 0 hr 3 hr* 6 hr* 0 hr 3 hr* 6 hr*

1 70.11 62.68 65.77 1822.51 1902.15 1792.23
2 e s e e
30 | e e e e e
Mean | ... | e e e
SD | e e e e e
cv e e e e e
% Change - - e
* na7#7??51451/538343@7177"ﬂ7@3’797’3@57045‘@@%ag’ﬁ@mwgﬁwmmumﬁ?ﬂwm’m:m?&mnimwwﬁ 5

d' o ] % o ] = A I o P a o A ad A
M3 NN 25 . 97?@517\7?737%?7\7913‘7]6\787?Uﬁ?@ﬂ7ﬂlﬁ@ﬂ!ﬂﬂ!ﬂﬂiﬂy7lZ’J‘l’lQﬂJ?’f{]JJ -80 C nio gunuaun

&g o o ]
1s1Aus 9 19E 0

Low QC (ng/ml) High QC (ng/ml)
Day after
storage” Mean concentration % Deviation Mean concentration % Deviation
(ng/ml) (ng/ml)
0 75.63 0 1746.55 0
14 74.99 -0.85 1822.51 4.35
28 74.91 -0.95 1776.61 1.72
180 62.22 -17.73 1545.94 -11.49

{ a.gzl ' a S o ]
* l?ﬁ7ﬁ?%ﬂ?5ﬂ5@ﬂﬂ@ﬂ53 3!?2‘7Wlﬂlﬁlilﬂﬂﬂfﬂ?@ﬂ%ﬂﬁ@ﬂﬂ7ﬂ@7 1

F le
AMe U A
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M519N 26 © [0 19ANVANAIVENEIHAIDIN

(Postpreparative Stability)

[-% ogl F% d’ = % ] % A
NALaS PN ‘Z??mﬂiﬂdﬂﬁ 1563981908 113

LQC (ng/ml)

HQC (ng/ml)

6 hr*

6 hr*

Mean
SD
CvV
% Change

~ Sld? [ A 1 FY a v T 1 .
* AN lsrunuszeznaInnIaz 15 lunmsiuasizalee19uuaay batch size

! o ] o o Ad o {
ﬂ1§1\1ﬁ 27 1 AIOYNANNANAIVON 1590180 TTT1UVONAIYUAS Internal Standard W!ﬂﬂiﬂy'l,z’j/ﬁ

QUNYN.......C
Stock of Analyte (ng/ml) at ..."C Stock of IS (ng/ml) at ..."C
Day after
storage* Mean concentration % Deviation Mean concentration % Deviation
(ng/ml) (ng/ml)
0 75.63 0 746.55 0
1 74.99 -0.85 760.51 +1.87
o
3o e e e

~Nq ¥ ~ ' < o yy
* !3@77/1?Wﬂ'Jiﬂi@llﬂ@ﬂié‘fﬂ&’!?ﬁﬂ/lﬂ7@?7ﬂ$!ﬂﬂ 75@5‘5@75%7@7537”1!1![1’3
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(mﬁNﬁ 28: @]’Jf’JEJNﬂ"Iﬁ‘]J'i%!?JHﬂ’JHJ!ﬁENﬂJ@\1’J%’Jl,ﬂiﬁ%ﬁﬁﬂﬂﬁ’)@ﬂNﬂ’JUﬂNﬂmﬂTW (QO) ﬁolﬂg)'}'ig‘l/i’ﬂx‘lﬂﬁ

a d @ ]
3!?]313‘1’1@]'3’881\1%3 Nya

Run | Subject LQC (75 ng/mL) MQC (2400 ng/mL) HQC (4800 ng/mL)
No. No. Cal conc. % RD Cal conc. % RD Cal conc. % RD
1 01 75.64 0.85 2545.94 2.29 4904.92 2.19
70.65 -5.80 2422.62 0.94 4938.65 2.39
2 02, 03 78.47 4.63 2244.88 -6.46 4985.66 3.87
79.60 6.13 2280.97 -4.96 4841.87 0.87
3 04 71.63 -4.50 2351.42 -2.02 4810.63 0.22
*62.83 -16.23 2340.97 -2.46 4783.61 -0.34
Mean 7244 | 0 ... 2355.84 | ... 4808.73 | ...
SD 453 | ... 5958 | .. 14036 | ...
Accuracy (%RD) 842 | ... -1.84 | ... 018 | ...
Precision (% CYV) 6.26 | ... 253 | .. 292 | ..

* Value outside acceptance limit.
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M1319N 29 VYNNG iq‘]JNﬁ‘]Ji8LiJuﬂ’JTJJmEN“U@Q’J‘E’Jlﬂi"I$°ViLiJ’fJ‘]Ji%LiJui]"lﬂﬂﬁ‘I/\llﬂﬁiﬁ"lu (Standard

o 1 { 9 1 a o [
Curve) UAZAIDINAIUANAUNN (QC) ﬁcl,“]ﬁ3W31@ﬂ133!ﬂ31$ﬁ§]’3681\1%’3 llll“ﬁ*

Summary of the Experimental Parameters and Results of the Valldation of a High performance

Liquid Chromatographic Method for the Determlnation of Sertraline in Human Plasma

EXPERIMENTAL PARAMETERS VALIDATION

Analyte Sertraline Paroxeline

Biological Matrix Plasma Plasma

Detection (m/z) 306.1-275.1 330.2-192.0

Retention Time (minute) 0.9-1.5 0.9-1.5

Analytical Range (ng/mL) 0.306-50.052 -

Minlmum Quantiflable (ng/mL) 0.306 -

Within Batch Accuracy (%) 80.9-100.2 -

Between Batch Accuracy (%) 88.7-98.1 -

Within Batch Precision (%CV) 2.3-9.3 -

Between Batch Precision (%CV) 3.4-11.6 -

% Recovery LQC-55.6 -
MQC-55.7 MQC-101.1
HQC-56.5 -

% Stability (Mean)

Freeze/thaw Il 97.6-102.7 -

Bench Top (5.25 Hours) 98.3-98.6 -

In-injector (23.95 Hours) 98.6-101.2 -

- Stock Solution (18 Days) 94.7 91.8

- LongTerm (17 Days) (-70°C) 93.8-96.4 -

- LongTerm (17 Days) (—20°C) 94.7 -

Dilution Integrity
2 Times Dilution

Accuracy (%) 97.8 -
Precision (% CV) 2.6 -
4 Times Dilution

Accuracy (%) 93.7 -
Precision (%CV) 2.1 -
- Matrix Effect

Accuracy (%) 95.9-103.5 -
Precision (% CV) 4.3-6.1 -
Ruggedness

Within Batch Accuracy (%) 97.0-107.1 -
Within BatchPrecision Z%CV) 3.9-7.0 -
Effect of anticoagulant

ACPD

Accuracy (%) 95.8-100

Precision (%CV) 3.5-5.5

EDTA

Accuracy (%) 93.6-100.0

Precision (%CV) 2.2-4.8
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12.3

a J @ : a 1 :Jl
FWNUNANITAUATICUTEAVYT (Analytical Report) Gdl);\iflalal}fi]iglﬁﬂﬂ YU Iﬂill"ljﬂl,!,ﬂiﬂﬂﬁ“];ﬂ
. 1 Y a o 1
(Complete chromatogram of analytical run) 8819UBY 20% NAHAMSIAATIZHAIBE 1T A
@ d‘ Y Ay ¥ o 3
UBNBDT 1 UAT (ETJ‘VI 7) Iﬂﬁlﬂ%ﬂ@\ill Y chromatograms ‘I/Ih],@%Wﬂfn 1 UATIYUUND
k4
#10671999 Period 1 118 Period 2 590891A53N TALNTNYD standard curve 1A QC sample
{ a J o @ 4’,’ = v v W ' 3
ﬁ"lﬁ’mﬂmmmiwwclmu@amu “rﬁf] ATUAYT (batch/run) NUNVAIDYWINHUAVDIDT 1

4 3
UATUU

300 20 . 3588 Y

— M Phas madics Melomic sy bl 8L 05 I B8P e AGA FERT

-
w

e
T

d‘ Y] [] a 4 A % d‘ o'/ [ Yo
g‘lj‘i’l 7 @061 lasu launsuveamsinsizrve lumeavesel 1 dasnnal 2 GIf’ﬂiJ\‘]‘Viﬁ\ﬁ]Wﬂillﬂi‘Ufﬂ

na oy

12.4 s1enudlieuiion “a udeyan1saza1e3znIINeINg oUAUIIAUIUY  (Comparative

12.5
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a J
Dissolution Profile Report) 1agp19ia1519 jUwadnszrinlseuneunisazaioves
a [ 4 9 a v W [ 4'
NAANINEINA DULAZE1919D4 Ada981911 15199 29
NaNgIUL AIMITUTOINIATTINUEY DIUNMIANEIINENNAATN (Certificate of clinical
Aa A { a o Aaa
facility) 10z#0U{TANITNATINUATIZHNANINAGEN (Clinical laboratory) HAZATIY

AT ‘V?"i LAVY (Analytical laboratory) [ ﬂy7 fl']
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Dissolution Conditions

Apparatus:

Speed of Rotation:

Medium:

Volume:

Temperature:

Firm’s Proposed Specifications

Dissolution Testing Site
(Name, Address)

Study |Testing | Product ID \ Batch No. | Dosage No. of Collection Times (minutes or hours) Study

Ref No. | Date (Test-Manufacture Date)| Strength | Dosage Report
(Reference - Expiration | & Form | Units Location
Date)

Study Test Product mg 12 Mean

Report Tablet Range

#: Capsule %CV

Study Reference Product mg 12 Mean

Report Tablet Range

#: Capsule %CV

Provide dissolution data for all strengths (test and reference).
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5.1 10 33INeN (Pharmacology)
5.2 1A BIAUM Gl‘g (Pharmacokinetics)
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o

6. Jngisz 9 (OBJECTIVES)
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@Qﬁﬂﬁﬂﬂﬂ!“ﬂﬂ] (PRODUCT INFORMATION)

=

7.

7.1 wWanHauMena oy (Test Product Information)

® Trade Name
Active Ingredient, Strength, and Dosage Form
Batch Number, Manufacturing Date and Expiry Date
Batch Size Compliance (can be provided by sponsor)
Product Formulation (can be provided by sponsor)

Finished Product Specifications (can be provided by sponsor)

Name and Address of Manufacturer

7.2 Naﬂﬁmw‘iméﬁﬁﬁ (Reference Product Information)
Trade Name

Active Ingredient, Strength, and Dosage Form

Batch Number, Manufacturing Date and Expiry Date
Name and Address of Manufacturer

Name and Address of Importer or Authorization Holder

¢ ® ®© & 0o ©

\J

7.3 UVaRAANMNUNYNHUNN “¥N331 (Pharmaceutical Equivalence Data)
® Comparing Content of Active Ingredient / Potency
® Uniformity of Dosage Units
7.4 %’aymﬂ?ﬁmﬁﬂummzmﬂ (Comparison of Dissolution Profile) (can be provided by sponsor)
v A k% Y Y =) A A v 0 A v d
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8. UNUMIANHET (INVESTIGATIONAL PLAN)

8.1 3iuuumsfin¥imandiin (Clinical Study Design)
® Study Design (crossover, parallel)
@ Fasted, Fed

® Inclusion, Exclusion, Restriction
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Standardization of Study Condition

Drug Administration

Removal of Subject from Assessment

Health Screening

Subject Detail, Number of Subjects, Deviation

Sampling Protocol/Time, Sample Preparation/Handling, Storage, Deviation
Volume of Blood Collected

Subject Monitoring

Genetic Phenotyping (if applicable)

8.2 IEmslheninefny (Study Treatments)

Selection of Doses - Single, Multiple
Identity of Investigational Products, Dosing
Randomization

Blinding

Washout period

Water intake volume

8.3 mstunnveyannuilasassuazdoyamandtinueda) 1 iAs (Clinical and Safety Records)

Adverse Event

Drug related Adverse Drug Reaction

a d Y] d a
8.4 WMMIMIUN “¥aaum AsuazIsna ou (Pharmacokinetic Parameters and Tests)

Definitions and Calculation

A d aa
8.5 MIAUATITHNMI DA (Statistical Analyses)

[0 ]
[=>]
o))
=)

Pe))

Log Transformed Data Analysis (AUC, C,,,)
Sampling Time Adjustments

T oo
Ty

Acceptance Criteria for Bioequivalence

ANOVA presentation

Power

NTIZHUAZMINTID 6Uﬂ31ﬂgﬂﬁ@&ﬂl@ﬁ§%!ﬂi1zﬁ (Assay Methodology and Validation)
Assay Method Description

Method of Detection

Validation Procedure and Summary Results
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Specificity
Accuracy
Precision
Recovery

Stability

LOQ
® Linearity

8.7 msﬂszﬁuqmmwmm%’aya (Data Quality Assurance)
9. Nﬁﬂﬁﬁﬂ‘ﬂ“!ﬁ%ﬂﬁ@ﬁﬂﬂﬂ (RESULTS AND DISCUSSION)

9.1 WamM3IANEIMeADHN (Clinical Study Results)
® Demographic Characteristics of the Subjects.
® Details of Clinical Activity.
® Deviation from Protocol, if any.
® Results of Drug/Alcohol/Smoking Usage, Medical History and Medical Examination, vital

sign and diagnostic laboratory test of subjects.
® Adverse event/reaction reports for test product and reference product.

9.2 wa 3UM3IA51zH (Summary of Analytical Results)

9.3 MINATIZHMIUA “¥aaum A3 (Pharmacokinetic Analyses)
® Drug levels at each sampling time, descriptive statistics
® Table of individual subject pharmacokinetic parameters, descriptive statistics
® Figure of mean plasma or urine concentration-time profile
® Figure of individual subject plasma or urine concentration-time profile

9.4 MINATIZHMI DA (Statistical Analyses)

@ Statistical considerations
® Time points selected for K, t,,
C

® Summary statistics of pharmacokinetic parameters: T, AUC,,, AUC .,

max? max?®

% AUC extrapolated, K, t,,
® Summary of statistical significance for C_, and AUC (based on log-transformed data

calculated as 90% CI of test/reference Geometric Means) and for T_  (based on

max

non-transformed data calculated as p value).

® Similar calculation for urine data: Ae and dAe/dt (Ae corresponds to AUC, (dAe/dt)

max

corresponds to C

max) *
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Intra-subject variability

Power of study

Assessment of sequence, period and treatment effects

TABLE - Analysis of Variance, Geometric least-squares means for each pharmacokinetic
parameters.

TABLE - Calculation of 90% confidence interval for the ratio of pharmacokinetic parameters

under consideration in logarithmic transformation

10. yUwam3fAny1 (CONCLUSIONS)

11. 19 15913909 (REFERENCES)

12. MANUIN (APPENDICES)
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® Study protocol and its amendments together with Institutional Review Board/Ethical
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Protocol Deviation Listing

Adverse Event Listing

Finished Product (FP) Specification and Certificate of Analysis (CoA)
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7. ﬂgfayammwammmm (PRODUCT INFORMATION)

Q

[ d
7.1 U® mawmwamnmmmﬂﬂ 91U (Test Product Information)

e

Trade Name

Active Ingredient, Strength, and Dosage Form

Batch Number, Manufacturing Date and Expiry Date

Batch Size Compliance (can be directly provided by Sponsor)

Finished Product Specifications (can be directly provided by Sponsor)

e O 6 o o o =

Name and Address of Manufacturer
7.2 U030U0IV0INANNMUN181399 (Reference Product Information)
Trade Name
Active Ingredient, Strength, and Dosage Form
Batch Number, Manufacturing Date and Expiry Date

Name and Address of Manufacturer

® O o 0 O =

Name and Address of Importer or Authorization Holder

a1an NN UNENNUN “¥N33) (Pharmaceutical Equivalence Data)

e

7.3
Comparing Content of Active Ingredient / Potency

Uniformity of Dosage Units

e @ @

7.4

=

ayanfSaumauuuDINLNMITaza 1Y 9A I “1ATY (Comparison of Dissolution Profiles)

Yoyaiio1alda1ngl#nu (can be from sponsor)

v A v Y b4 =] A A o a v J A a o d‘
7.5 T3 'e'li‘lJ‘iGQW‘SE’JNQQ‘H13Jﬂl@ﬂ@ﬁnuﬂﬂ‘ﬂui"l@ﬂHﬂu31Wﬁﬂﬂm”ﬂﬂﬂ’lﬂ DULHINOUNAANNUNT
azwaaiedmheluiesnaa (Letter with a signed statement from the applicant confirming

that the test product is the same as the one that is submitted for marketing authorization)
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319 #: 1fauiaudoyanisazare (Comparison of Dissolution Profile) 114 15azae 0.1 M HCI

% API Dissolved (mean + SD)
Time a o d a v d
(min) WNanNUNeINA oy HANAUNENNA DU IR-T | [R-T I?
min
(Test product, T) (Test product, T)
5 | e e
10 | e i i |
20 | e e i |
30 | e i e |
45 | e e s |
60 | e i i | e,
fl = {[Z_, n IR -T 1/ £_, n R]}e100 = e
2 = 50 e log {[1+(1/n) £_, n ( R, - T)2*5 & 100} = e
% API| Dissolved
120
100
80
60
40 ——T
/ e R
i !/
O Ld T T L) T L
0 10 20 30 40 50 60
Time (min)

51N

LTl

0.1 M HCI

4
a o J o o w
51 mafSeuiioudeyamsazats waadmaieis o5y
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a = I a v J Y
AN ## g1In1511]’§ﬂﬂmﬂumayawamnmmmm oulase1NN

=)

(ON]

=
gazlogn

Wandema ou
(Test product)

WaNHNED1999

(Reference product)

'

3

a o L4

FONANNUN (Product/Brand Name)

.3

a

AWA® (Manufacturer)

e

JUMIWAA  (Batch/Lot No.) | e | e
o} ﬁ Han (Manufacture Date) DD/MM/YYYY DD/MM/YYYY
U ﬁ nuA®1Y (Expiration Date) DD/MM/YYYY DD/MM/YYYY
YUIANINULUITY (Strength) ## mg ## mg
nziauen (Registration Number) N/A |

JUuUVEUATEY (Dosage Form)

1 a d' X = =
VAU 1FTuMsANEIY wya

(Bio-batch Size)

UTuueedIe 1Ay (Content of Active

Ingredients/ Potency, mean, %CV)

AN 1 WOVDIAIY Ay (Content

Uniformity, mean, %CV)

e 19 (Dose Administered)

## mg x single dose

## mg x single dose

”Sﬁmﬂﬁ’m (Route of Administration)

PO

PO
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8. HAUNMIANHYT (INVESTIGATIONAL PLAN)

8.1 3uUuuumsfAn¥Imenaiin (Clinical Study Design)
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8.6 ITUAIIZHIZAVYIMATNITATID 2UAINNGNAOIVUBIITUAIICH (Assay Methodology and

Validation)
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9. WamMsfAnyIazMIanilsig (RESULTS AND DISCUSSION)

9.1 WamsAnEIMeAaHn (Clinical Study Results)

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------
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o
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€6ST LR
jerere ¢

BAMIEH
gﬂﬁmn

»

ms1ah # JoyadsanymezsgyInsveden 1 UATIENTINMIANYT NIBIANY LY cross over (Demographic data and date of the clinical study

of individual subjects)

Period 1 Date Period 2 Date
Subject Sequence Sex Age (yr) Weight (Kg) Height (m) BMI (DD/MM/YYYY) (DD/MM/YYYY)

~N N R W

24

Mean

SD

CV%
Minimum
Median
Maximum
N
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BITELULRELUNEEURTBUMLEUILL

o
n

A ¢ssz
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LY
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P3
z

o

UBELUMLEBLEDCRFLELILIEMITIIfTE
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LLR
&

[

[efere e
[efere €

BAFMIEH
BAAIEH

2
2

TL

M13197 ##: List of individual clinical laboratory examinations

Pre-study Laboratory value

Subject Number

¥

Lab. Parameter Normal Range Units 1 2 3

Vital Signs

Pulse 60-100 beats/min | ... | o | e | e e | e
Blood pressure 90-150 / <90 sys/dia mm Hg | ... | e | e | e | s | e |
Respiratory rate 8-14 rate/min -~ [ ... | e | e | e e e
Body temperature 36.1-37.8 CHN I KRR IV (YU N IO
Blood chemistry

Serum creatinine 0.5-1.5 mg/dL | | e ] e s e | e |
Blood sugar 70-110 mg/dL | | ] e s e | e |
Urea nitrogen 5.8-1.91 mg/dL | | e ] e e e | e |
Uric acid 2.7-7.0 mg/dL | | ] e s e | e |
Sodium 130-147 mEq/L | o | e | s s e |
Potassium 3.4-4.7 mEq/L | o | e | e e s ]
Cholesterol 127-262 mg/dL | | e | e e | e
Triglyceride 50-200 mg/dL | | e ] e e e | e |
Total protein 6.5-8.8 gdl | | e e e e e |
Albumin 3.8-54 g/dL | | e | e e e e
Bilirubin (total) 0.25-1.5 mg/dL | | e | e e e e
Bilirubin (direct) 0-0.5 mg/dL | | e ] e e | e |
ALT (SGPT) 4-36 /L | e | e e ] e e | e
AST (SGOT) 12-32 oL | | s e e e | e
GGT 0-50 /L | e | e e s e e
Serum amylase 20-115 IUL | e | e | v | e | e | e e
Alkaline phosphatase 42-121 IUL | e | v | e | e | e | e
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3190 ## List of individual clinical laboratory examinations. (continued)

o

fAUFLLRURLL
4

~

o
n

Pre-study Laboratory value

Subject Number

ﬂLHUg;LUnLDBLLLQAM@ELU@MYLZ!

UiieLULEELUNREEU
=

o

sﬂ;LﬂUgﬁLUﬂLbBL;b@IbHLE;MLMfEI’UYﬂEQQW

€6ST R

[efire €
BRI €
!

BAMIEH

»

Lab. Parameter Normal Range Units 1 2 3
Hematology
Hemoglobin 13-17 gdl | | e s e ] e s
Hematocrit 45-52 (M), 37-48 (F) % | e | s e e e ]
RBC count 4.5-6.5 million/mm3 [ ... | o | e | e | e | e ]
Platelet count 1.5-4.0 cellsmm? | ... | e | e ] e | e e
Whbc count (total) 4,000-11,000 cellsrmm3 | ... | oo | e | e s
Neutrophils 40-80 D e e | e e e e
Lymphocytes 20-40 D e e e e e | e
Monocytes 2.0-10.0 % | e e | e e e
Eosinophil 1.0-6.0 D e e | e e e e
Blood group - A/B/AB/O | o | e | e e e e ]
Urine analysis
Appearance Clear, colorless-pale [ | .. | o | e | e e e |
yellow - e
pH 4.5-8.0 S O o oot oot oo vt o I
Specific gravity 1.002-1.020 - e e s s s e
Protein Absent - e e e e e
Glucose/Sugar Absent - e e e e e e
Bilirubin Absent - e e s s e
Ketones Negative - e e e e e e
Blood Absent - e e e e e

Leukocytes <24 cells/ful | o | e | e e e | e |
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2
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€L

e #: Sampling time point protocol deviations

Subject number

Time point (hr)

Scheduled time

Actual

sampling time

Deviations

Hours

Minutes

Early/Late

Reason for deviation

Period 1

01

¥
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2

M13197 ## Adverse evennt report for test and referrence product

4

Subject No.

AE Dosing (D/T)

Onset (D/T) Resolution (D/T)  AE Duration

Severity '

2
Outcome

Reletionship
to Drug"

01

01

DD/MM/YY-
DD/MM/YY ,hh/mm

DD/MM/YY-
DD/MM/YY ,hh/mm

Test Product

DD/MM/YY-
DD/MM/YY ,hh/mm DD/MM/YY ,hh/mm hh/mm
Reference Product
DD/MM/YY-
DD/MM/YY ,hh/mm DD/MM/YY ,hh/mm hh/mm

1Severity should describe either as severe, moderate, or mild.

*Medication should describe either as test or reference product.

2 . . .
Outcome should describe either as severe, moderate, or mild.

‘Relationship should describe either as probable, possible, or unrelated.
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ada d a d
9.2 WA ﬁqﬂ‘ll'ﬂﬁfn‘iﬂi'ﬁl aummgnﬁmmmﬁuﬂsww HaHaNMIBAIIZTHY (Summary of

validation and analytical results)

4 a a J
M # JUHanseIIn eUANNYNABIUBIITMIIATIZH

Information Requested

Data

Analyte

Provide the name(s) of the analyte(s)

Internal standard (IS)

Identify the internal standard used

Method description

Brief description of extraction method; analytical method

Limit of quantitation LOQ, units
Average recovery of drug (%) %
Average recovery of IS (%) %

Standard curve concentrations (units/mL)

Standard curve range and appropriate conc. units

QC concentrations (units/mL)

List all the concentrations used

QC Intraday precision range (%)

Range or per QC

QC Intraday accuracy range (%)

Range or per QC

QC Interday precision range (%)

Range or per QC

QC Interday accuracy range (%)

Range or per QC

Freeze-thaw stability (cycles)

# cycles

Long-term stability (days)

17 days @ -20°C (or other)

Short-term stability (hrs)

hours @ room temperature

Post-preparative stability e.g. autosampler

stability (hrs)

hours @ room temperature

Stock-solution stability (days)

Selectivity

No interfering peaks noted in blank plasma samples

o o A o o ¢
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9.3 HAMITAUATICHIMUN ¥IAaUA1 A3 (Pharmacokinetic Analysis)
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LL

ms1ah ##: voyaszaverluaeaveder 1 insusaeNaawNe (h) 7eKMaIns 1asunaniaais1 (PRODUCT, TEST OR REFERENCE)

Subject

Drug plasma concentration (ng/ml) for product at time (h)

~N N kWD =

24

¥

Mean

SD

CV%
Minimum
Maximum
N

S = sequence of drug treatment, P = period of drug treatment, BLQ = below limit of quantification.

Any concentration below LLOQ was record as BLQ except at time 0.

Zero is used in the calculation of area under the curve (AUC) for times preceding the first observed concentration and in the calculation of summary statistics.
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4 a o o 4 o 1 § o a o 14 a o 14 a
ﬂTﬂ\‘lﬁ #H. MNTIADTNINA VAU ATOT 1 ﬂﬂi!!ﬁﬁ$57ﬂlﬁ€lLlﬂyiﬂﬂﬁﬁﬂiumfﬂ?/lﬂ ®1 (TEST PRODUCT, T) !!ﬁ&‘fﬁlﬁ@?ﬂﬂ!%ﬁ”@%\?@\?

(REFERENCE PRODUCT, R)

0'EATOUBPIND IOMIIASY A

AUC,, AUC, .
. T, (h) C,... (ng/ml) (ng.h/ml) (ng.h/ml) AUC, /AUC, | Half-life (h) Kel (h™)
Subject Sequence

Formulation Formulation Formulation Formulation Formulation Formulation Formulation

T R T R T R T R T R T R T R

) [ O OO OO KOO UUU OUUUUPRN IV

2 | e e e e e e e | e

31 e s s e e e e

4 | e e e s e

5 1 e e e e s e e e | e

6 | e e e e e e | e

7 | e e | s e e
24 e e s e e e s
Mean | . | e e s | s s e |
SD | | e e s s
CV% | | e e | e e
Minimum | ... | e s s s e |
Maximum | .. e e s | s e
N 24 24 24 24 24 24 24 24 24 24 24 24 24 24
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max

BE Reviewer Guidance_v3.0

SUNAAAMITEINA 91 (TEST PRODUCT, T) LazHanda9ig18 999 (REFERENCE PRODUCT, R)

. AUC,, Utag AUC,..v0491 1 uasuaazseie la

Subject

a d
Mnfimes AUC,, Hi3e AUC,.,

Test (T) Reference (R) Ratio (T/R)
Untransformed | Transformed |Untransformed | Transformed |Untransformed | Transformed
data data (In) data data (In) data data (In)

Mean

SD

% CV

Min

Max
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1400 -
—o— Reference

1200 A —s— Test
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C  E00

a

(%]

=

[=]

(&]

400 A

200 4

1] 10 20 30 40 50 60 70O 80 30 100
Time (hr)

d‘ o o o r % A A U % A Yo
Ut ## sl aenaw SwiusserINsEAVeuRasa1a g Tuer Uasdle 185y
a o '8 a o o a q U a
NARAMYEINA BULATNANAMIT8181984Lde 19A1UAA  (Linear plot of mean drug

concentrations versus time in study subjects (N =24))

10000 -
—— Refarance
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1000
— e
E
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=
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2
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o
LE]
=
=]
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1
0 10 20 30 40 50 B0 70 B0 an 100

Time (hr)

d' v o J U o A A U o A Yo
ETJ‘YI #it N3 aeAu llWUﬁia'jW?Nié’,’ﬁUEl”l!ﬂﬁﬂﬂ!?ﬁ?ﬁ"lﬂ"]?Ll@? Ul ?ﬂﬁ_}
Aa o 4 Aa o s Yy a A 0 o ~ I~/ a .
AafNUNg1Na E)lll!ﬁa‘fﬂﬁﬁﬂﬂ!“l’lﬂ"l@”l\?@\?!llﬂ7“])’?]753ﬁﬂﬂ7ﬂgﬂ!!7jﬁﬂl7juﬁaﬂ7ﬂ/l% (Semi -
logarithmic plot of mean drug concentrations versus time in study subjects (N =24))
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Test Product —4—5ub1l
1800.00 —m—5ub2
1600.00 —&—5ub3
i Sub 4
1400.00 |
c ——5ub5
.2 120000 |
& —o—5ub6
-t
§ 1000.00 Sub?
S 800.00 —5ub8
J
¥ 600.00 ——5ub9
a
©  400.00 +=oub 10
£ ~@—5ub11
£ 200.00
& —d—Sub 12
0.00
0 5 10 15 20 25 30
Time (hr)

4 v o J 1 o { U o U
31]‘?]## ng1li aenY ll‘W‘lJﬁ?a‘!?fi?7\753ﬂﬂﬂ7ﬁ!3ﬁ7ﬁ7\70} luer dasunasse (Individual

Subject Profile or Spaghetti Plot) i ldsunandaaiens o (T)

Reference Product —aiubl
2000.00 —8—5Sub2
1800.00 —a—Sub3
.§ 1600.00 =se=5ub4
.E 1400.00 =#=5ub5
S 120000 —e—5ub6
'.Z 1000.00 —+—=5ub7
2 800.00 —Subg
a
8 600.00 —3ub3
& 20000 ——5Sub10
a 500.00 —@—5ub11
0.00 —d—Sub 12
0 5 10 15 20 25 30
Time (hr)

4 v o o U o { U o U
gﬂ‘ﬁ## gL AaAIIY JI‘W‘lJﬁjgz"H?7\755@U87ﬁ!?ﬁ7ﬁ7\7”} ?7«!@7 UATUANE T (Individual

Subject Profile or Spaghetti Plot) 1 lA5Unanda9ie181999 (R)
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9.4 HAMTIATIZHM DA (Statistical Analyses)
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Product/Statistics

max (

h)

max

(ng/mL)

AUC . *
(ng.h/mL)

AUC,
(ng.h/mL)

% ext.
AUC

1/2

(h)

el

(1/h)

Formulation T
Mean

CV (%)

N

Formulation R
Mean

CV (%)

N

Ratio of least square
mean

T/R (%)

90% Confidence
Intervals (T/R)
Lower Limit:

Upper Limit:

Power (%)

* Log-transformed parameters, the antilog of the mean (i.e. the geometric mean) is reported
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4 A 7 A s o s
ﬂ1§1\‘]‘ﬁ # . Wﬁﬂ7531ﬂ57&’”ﬂ?71/!!7]57j53u (ANOVA Table) ¥oNWIT1UNOTNNIA YIAUAT AT

AUC,, taz AUC ,..

max?

Sources

C,.. (Ln transformed data)

D.F.

SS

MS

p-values

Subject (Sequence)
Sequence

Period

Treatment (Formulation)
Error

Total

Sources

ed data)

Subject (Sequence)
Sequence

Period

Treatment (Formulation)
Error

Total

------

------

Sources

Subject (Sequence)
Sequence

Period

Treatment (Formulation)
Error

Total

84
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MmN #: @200 aNHanTUsENINAUNAsVeNeAT1 U (Ratio of Log-transformed Least Square
] [ 1 o U a o o P
Mean) UAYIUMIAMNTONY (90% confidence interval)YBNAINITINABI NINLA “WOUM AT 19 11

MIYsLUUANUNUNINIUN NG UYa

Parameter Ratio of Least Square Mean 90% C.I.

Ln C

max

Ln AUC,,

Ln AUC,.,

10. JiUwam3sfny (CONCLUSION)

11. 18N 19591999 (REFERENCES)
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12. MANUIN (APPENDICES)

1 = a v ci Yo U A v A v
12.1 Iﬂiﬂi“lx‘]\‘ﬂi!ﬂﬂ‘]&lTJi]El‘l’lulﬂ‘i‘llﬂ]iﬂHNﬂ HAZ/Y30 HUY BIUIVIVNAUSNIININT
a LY d . . .
mﬂﬁssums%ﬁluuuyﬂ (Approval of the Institutional Review Board)
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(Comparative Dissolution Profile Report)
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