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AMANUIN 8

NANFIULEAITILARIUAMNINYBIY NCE (New Chemical Entity)
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Wirdandasdiduni

AMSUN1TIL TSN

1

w
N

DRUG SUBSTANCE (NAME, MANUFACTURER)

S.1.1 Nomenclature (name, manufacturer)

, BE
v
S.1 General Information (name manufacturer) v
v
v

Recommended International Non-proprietary name (INN)

Compendial name, if relevant -

Chemical name(s) -

Company or laboratory code v

Other non-proprietary name(s) (e.g., national name, USAN, BAN) -

Chemical Abstracts Service (CAS) registry number -

S.1.2 Structure (name, manufacturer)

Structural formula, including relative and absolute stereochemistry

Molecular formula

Molecular mass

S.1.3 General Properties (name, manufacturer)

RN AN AN NNV ANV ENENENENEN

ANERNERNER NI NN

Physical description (e.g., appearance, colour, physical state)

Physical form (e.g., preferred polymorphic form, solvate, hydrate) -

Solubilities (eg. solubility profile, tabular format, reporting in (mg/mL)

pH and pKa values

Other relevant information

S.2 Manufacture (name, manufacturer)

S.2.1 Manufacturer(s) (name, manufacturer)

ANERNERNEANERN
ANERNERNEANERN

ANERNEANIR NI NN N NI NI NN NN ENE VNN NN
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Wrdandasliguni

msiiade dmdumsiduszesii
1, BE 2 3,4
- | Name, address, and responsibility of each manufacturer, including contractors, and v v v
each proposed production site or facility involved in the manufacturing of the
batches to be used in this clinical trial
S.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer) v v v
- | Flow diagram of the synthetic process(es) 4 4 v
- | Narrative description of the manufacturing process(es) - 4 4
S.2.3 Control of Materials (name, manufacturer) v v v
- | For drug substances or drug substance manufactured with reagents obtained from v v v
sources that are at risk of transmitting Bovine Spongiform Encephalopathy
(BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin),
provide an attestation (with supporting documentation, if applicable) confirming
that the material is free of BSE/TSE agents
- | Information on starting materials - v v
S.2.4 Controls of Critical Steps and Intermediates (name, manufacturer) - - v
- | Summary of the controls performed at critical steps of the manufacturing process - - v
and on intermediates
S.3 Characterisation (name, manufacturer) v v v
S.3.1 Elucidation of Structure and other Characteristics (name, manufacturer) v v v
- | List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and summary v v v
of the interpretation of evidence of structure
- | Discussion on the potential for isomerism and identification of stereochemistry v v v
(e.g., geometric isomerism, number of chiral centres and configurations)
- | Summary of studies performed to identify potential polymorphic forms (including v v v
solvates), if available
- | Summary of studies performed to identify the particle size distribution of the drug v v v
substance, if available
- | Other characteristics v v v
S.3.2 Impurities (name, manufacturer) 4 4 4
- | Identification of potential and actual impurities arising from the synthesis, v v v
manufacture and/or degradation
List of drug-related impurities (e.g., starting materials, by-products, intermediates, v v v
chiral impurities, degradation products, metabolites), including chemical name and
origin
Drug-related Impurit
(chegmicat namepor dyescriptor) Pructure orign
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#IIUNITIY TN
1, BE 2 3,4
List of process-related impurities (e.g., residual solvents, reagents, catalysts), v v v
including compound name and step used in synthesis
- | Actual levels of impurities (e.g., drug-related and process-related) found in v v v
batches to be used in this clinical trial
Results
Impurity
Acceptance (include batch number and use)
(drug-related and
Criteria (e.g., clinical)
process-related)

S.4 Control of the Drug Substance (name, manufacturer) v v v

S.4.1 Specification (name, manufacturer) - v 4
Specification for the drug substance - v v

Analytical Procedure
Test Acceptance Criteria
(Type and Source)

S.4.2 Analytical Procedures (name, manufacturer) - v v
Summary of the analytical procedures (e.g., suitability, key method parameters, - v v
conditions)

S.4.3 Validation of Analytical Procedures (name, manufacturer) - v v
Tabulated summary of the validation information (e.g., system suitability testing, - v v
validation parameters and results)

S.4.4 Batch Analyses (name, manufacturer) v v v
Description of the batches to be used in this clinical trial v v v

Date of Manufacture and
Batch Number Batch Size Use (e.g., clinical)
Site of Production
Summary of results for the batches to be used in this clinical trial (should include v v v
tests, types of analytical procedures (e.g., HPLC, GC), and actual results)
S.4.5 Justification of Specification (name, manufacturer) - v v
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318N15%IT0 e o au o

HIMTUNTIYTTEEN

1, BE 2 3,4

Justification of the drug substance specification (e.g., manufacturing experience, - v v

stability, historical batch analysis results, safety considerations)

S.6 Container Closure System (name, manufacturer) v v v

Description of the container closure system(s) for the storage and shipment of the v v v

drug substance

S.7 Stability (name, manufacturer) v v v
S.7.1 Stability Summary and Conclusions (name, manufacturer) v v v
Summary of stability studies to support this clinical trial (e.g., studies conducted, v v v
protocols used, results obtained)
Proposed storage conditions for the drug substance v v v
S.7.2 Stability Protocol and Stability Commitment (name, manufacturer) v v v

If full long term stability data is not available at the time of filing, provide a v v v
summary of the stability protocol and a commitment for the continued

monitoring of the drug substance stability according to the protocol

S.7.3 Stability Data (name, manufacturer) v v v
The actual stability results (i.e., raw data) may be found in v v v
Summary of analytical procedures and validation information for those - v v

procedures not previously summarized in 2.3.5.4 (e.g., analytical procedures used

only for stability studies)

DRUG PRODUCT (NAME, DOSAGE FORM)

P.1 Description and Composition of the Drug Product (name, dosage form)

Description of the dosage form

Composition of the dosage form

ANENENENAN
ANENENENAN
ANENENENAN

Composition, i.e., list of all components of the dosage form, and their amounts on

a per unit basis (including overages, if any)

Strength (label claim)
Component and Quality
Standard (and Grade, if Function
Quantity Quantity
applicable) % %
per unit per unit
Total
Composition of all components that are mixtures (e.g., colorants, coatings, v v v
capsule shells, imprinting inks)
Description of accompanying reconstitution diluent(s), if applicable v v v
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1, BE 2 3,4
Type of container closure system used for accompanying reconstitution diluent(s), v v v
if applicable
Qualitative list of the components of the placebo samples to be used in this - v v
clinical trial, if different from the components listed in 2.3.P.1(b)

P.2 Pharmaceutical Development (name, dosage form) v v v
Discussion on the development of the dosage form, the formulation, - v v
manufacturing process, etc
For sterile, reconstituted products, summary of compatibility studies with v v v
diluents/containers

P.3 Manufacture (name, dosage form) v v v

P.3.1 Manufacturer(s) (name, dosage form) v v v
Name, address, and responsibility of each manufacturer, including contractors, and v v v
each proposed production site or facility involved in the manufacturing of the
batches to be used in this clinical trial
Attestation that the dosage form was manufactured under Good Manufacturing v v v
Practices (GMP) conditions

P.3.2 Batch Formula (name, dosage form) v v v
List of all components of the dosage form to be used in the manufacturing v v v
process, and their amounts on a per batch basis (including overages, if any)

Strength (label claim)
Batch Size(s) (number of dosage units)
Component and Quality Standard
(and Grade, if applicable) Quantity per batch
Total

P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form) v v v
Flow diagram of the manufacturing process v v v
Detailed narrative description of the manufacturing process, including equipment - v v
type and working capacity, process parameters
For sterile products, details and conditions of sterilization and lyophilization v v v

P.4 Control of Excipients (name, dosage form) v v v

P.4.1 Specifications (name, dosage form) v v v

P.4.5 Excipients of Human or Animal Origin (name, dosage form) v v 4
List of excipients that are of human or animal origin (including country of origin) v v v
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msiiade dmdumsiduszesii
1, BE 2 3,4

Summary of the information (e.g., sources, specifications, description of the testing v v v
performed, viral safety data) regarding adventitious agents for excipients of human
or animal origin
For excipients obtained from sources that are at risk of transmitting Bovine v v v
Spongiform Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE)
agents (e.g., ruminant origin), provide an attestation (with supporting
documentation, if applicable) confirming that the material is free of BSE/TSE
agents

P.4.6 Novel Excipients (name, dosage form) v v 4
Summary of the details on the manufacture, characterization, and controls, with v v v
cross references to supporting safety data (nonclinical and/or clinical) on novel
excipients

P.5 Control of Drug Product (name, dosage form) v v v

P.5.1 Specification(s) (name, dosage form) - v v
Specification(s) for the drug product - v v

Analytical Procedure
Test Acceptance Criteria (Type and Source)

P.5.2 Analytical Procedures (name, dosage form) - v v
Summary of the analytical procedures (e.g., key method parameters, conditions, - v v
suitability)

P.5.3 Validation of Analytical Procedures (name, dosage form) - v v
Tabulated summary of the validation information (e.g., system suitability testing, - v v
validation parameters and results)

P.5.4 Batch Analyses (name, dosage form) v v v
Description of the batches to be used in this clinical trial (or representative v v v
batches)

Strength and Batch Date of Manufacture Input Drug Use (e.g,
Batch Number Size and Site of Production Substance Batch clinical)
Summary of results for the batches to be used in this clinical trial or v v v
representative batches (should include tests, types of analytical procedures (type
and source), and actual results)
P.5.5 Characterisation of Impurities (name, dosage form) v v v
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Memiate dmdumsiduszesii

1, BE 2 3,4

Information on the characterization of impurities, not previously provided in S.3.2 v v v
(e.g., summary of actual and potential degradation products)

P.5.6 Justification of Specification(s) (name, dosage form) - v v
Justification of the drug product specification (e.g., manufacturing experience, - v v
stability, historical batch analysis results, safety considerations)

P.7 Container Closure System (name, dosage form) v v v
Description of the container closure systems, including unit count or fill size, v v v
Materials of construction of each primary packaging component v v v
For sterile products, details of washing, sterilization and depyrogenation v v v
procedures for container closures

P.8 Stability (name, dosage form) v v v

P.8.1 Stability Summary and Conclusions (name, dosage form) v v v
Summary of stability studies to support this clinical trial (e.g., studies conducted, v v v
protocols used, results obtained)

Description of stability study details v v v
Storage Batch Size Container Completed (and
Conditions (°C, % orength and and Date of Closure Proposed) Test
RH, light) Batch Number Manufacture System Intervals
Summary and discussion of stability study results v v v
Proposed storage conditions and shelf life (and in-use storage conditions and in- v v v
use period, if applicable)

P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form) v v v
If full long term stability data is not available at the time of filing, provide a v v v
summary of the stability protocol and a commitment that the stability of the
clinical trial samples or representative batches will be monitored throughout the
duration of the clinical trial or proposed shelf life

P.8.3 Stability Data (name, dosage form) v v v
The actual stability results (i.e., raw data) may be found in v v v
Summary of analytical procedures and validation information for those - v v
procedures not previously summarized in 2.3.P.5 (e.g., analytical procedures used
only for stability studies)
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Attachment Number

Subject
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HIANUIN 9
sUwuuntledosusananineien (Certificate of a Pharmaceutical Product)
Certificate of a Pharmaceutical Product”*”
This certificate conforms to the format recommended by the World Health Organization

(¢eneral instructions and explanatory notes attached).

Certificate No:

Exporting (certifying) country:

Importing (requesting) country:

1. Name and dosage form of product:

1.1 Active ingredient(s)2and amount(s)>per unit dose :

For complete composition including excipients, see attached.™

1.2 Is this product licensed to be placed on the market for use in the exporting country?”
oYes o No

1.3 Is this product actually on the market in the exporting country?
o Yes o No 0 unknown

If the answer to 1.2 is yes, continue with section 2A and omit section 2B.

If the answer to 1.2 is no, omit section 2A and continue with section 2B.s

2A.1 Number of product license7 and date of issue :

2A.2 Product-license holder (name and address):
Name:

Address:

2A3  Status of product-license holder:
oa ob oc
2A.3.1 For categories b and ¢ the name and address of the manufacturer producing the dosage form are :»
Name:

Address:

2A4 Is Summary Basis of Approval appendeol?P10

o Yes o No
2A.5 Is the attached, officially approved product information complete and consonant with the license?
(yes/no/not provided)

o Yes o No o Not provided

2A6  Applicant for certificate, if different from license holder (name and address) :"*2

Name:
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Address:

2B.1 Applicant for certificate (name and address) :
Name:

Address:

2B.2 Status of applicant 8
oa ob oc
2B.2.1  For categories b and c the name and address of the manufacturer producing the dosage form are :*
Name:

Address:

2B.3 Why is marketing authorization lacking?
o not required o under consideration

o not requested o refused

2B.4 Remarks :"1

3. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which
the dosage form is produced?P14P
o Yes o No o N/A

If no or not applicable proceed to question 4.

3.1 Periodicity of routine inspections (years) :
32 Has the manufacture of this type of dosage form been inspected?
o Yes o No
33 Do the facilities and operations conform to GMP as recommended by the

World Health Organization?=
o Yes o No o N/A
4. Does the information submitted by the applicant satisfy the certifying authority on all aspects of

the manufacture of the product?”'®

If no explain:

Address of certifying authority:

Telephone number:

Fax number:

Name of authorized person:

Signature of authorized person:

Stamp and date:
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Explanatory notes

1 This certificate, which is in the format recommended by WHO, establishes the status of the pharmaceutical product
and of the applicant for the certificate in the exporting country. It is for a single product only since manufacturing
arrangements and approved information for different dosage forms and different strengths can vary.

2 Use, whenever possible, International Nonproprietary Names (INNs) or national nonproprietary names.

3 The formula (complete composition) of the dosage form should be given on the certificate or be appended.

4 Details of quantitative composition are preferred, but their provision is subject to the agreement of the product-
license holder.

5 When applicable, append details of any restriction applied to the sale, distribution or administration of the product
that is specified in the product license.

6 Sections 2A and 2B are mutually exclusive.

7 Indicate, when applicable, if the license is provisional, or the product has not yet been approved.

8 Specify whether the person responsible for placing the product on the market :

(a) manufactures the dosage form;

(b) packages and/or labels a dosage form manufactured by an independent company; or

(0) is involved in none of the above.

9 This information can be provided only with the consent of the product-license holder or, in the case of non-
registered products, the applicant. Non-completion of this section indicates that the party concerned has not
agreed to inclusion of this information.

It should be noted that information concerning the site of production is part of the product license. If the
production site is changed, the license must be updated or it will cease to be valid.

10 This refers to the document, prepared by some national regulatory authorities, that summarizes the technical
basis on which the product has been licensed.

11 This refers to product information approved by the competent national regulatory authority, such as a Summary
of Product Characteristics (SPC).

12 In this circumstance, permission for issuing the certificate is required from the product-license holder. This
permission must be provided to the authority by the applicant.

13 Please indicate the reason that the applicant has provided for not requesting registration :

(a) the product has been developed exclusively for the treatment of conditions - particularly tropical diseases -
not endemic in the country of export;

(b) the product has been reformulated with a view to improving its stability under tropical conditions;

(c) the product has been reformulated to exclude excipients not approved for use in pharmaceutical products
in the country of import;

(d) the product has been reformulated to meet a different maximum dosage limit for an active ingredient;

(e) any other reason, please specify.

14 Not applicable means that the manufacture is taking place in a country other than that issuing the product
certificate and inspection is conducted under the aegis of the country of manufacture.

15 The requirements for good practices in the manufacture and quality control of drugs referred to in the certificate
are those included in the thirty-second report of the Expert Committee on Specifications for Pharmaceutical

Preparations (WHO Technical Report Series, No. 823, 1992, Annex 1). Recommendations specifically applicable to
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biological products have been formulated by the WHO Expert Committee on Biological Standardization (WHO
Technical Report Series, No. 822, 1992, Annex 1).

16 This section is to be completed when the product-license holder or applicant conforms to status (b) or
(c) as described in note 7 above. It is of particular importance when foreign contractors are involved in
the manufacture of the product. In these circumstances the applicant should supply the certifying
authority with information to identify the contracting parties responsible for each stage of manufacture
of the finished dosage form, and the extent and nature of any controls exercised over each of these

parties.
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1. nifsde CFS daseonlnedssmalnanidoUssmaifmnefidinaunaznssunisemsuazesuses
yifedo CFS floanlasUssmedminefidrinaunmenssunisomawareniuses I nadeluil
1.1 Usziafdmioduiweskdnsusisldiisissmagdn dududnun
1.2 Usziagudnlaifimsdmhesdndasifinanidesanlifinsdiazdoddudnsusisanamvie
1.3 nsdidun aufl dinaunuensunIsosLaLeuaNAlS
2. lunsdifivilsde CFS sanlasUsumeagidmmine Feswuuionaaifiuiu feil
2.1 YsEDTUTRUVAHENNNUTLNARNER

2.2 AMMSUNARNN UYWL IS bkUULENENS fasa Uil

P

2.2.1 viladeTusennUsemaguan NrytenuTuTeIRMANINAIHERATY
UINTFIUANG

P v [

2.2.2 wiisdesuseunnsgiundndasiidanunnssaubelnunandaandmiely

q

Uszinageanyifsda CFS

'
=

3. CFS gnude 1 waevtlsdosuseanute 2.1 wagde 2.2.1 fAod0an3eiuieddeninulaeviieauyessy
ﬁwﬁwﬁLﬁm%mﬁumiﬁﬁuaLLawamﬁmeﬁefumwmﬁmﬁ?uﬁ] vidonmhonuenuuiissuses
a. wilsde CFS dosszyseadensioluil
4.1 Youdnsfudi
4.2 Forjuan uazAn TGS
4.3 Fomwiidanumneiusesin “dwieldlulssmeadosnviisio”
4.4 Fopnudug mufiusaynowdnsasmruny
- nansarieliszydnlsenaufmendAguasUsunume
- Lﬂ%lmﬁal,l,wmﬂﬁizqi;u (model) %39 individual products 7
5. fomnuluntisde Crs dudunvidu uenanmwsinguliuuadunmlnevtonudngs laed
mhsnuiideioldTuses
6. lunsdlilddiun CFs uwnuatuads dedld¥unsiusesdonuannmissnuresisude
MmhsnuenYu vidoyanaiziuTes
7. lunsdifdundnsusivaresonisusly CFs aduliedu fesdu CFS atfuatamiey
g W mihfinsaaeunisusesdiun
8. 19 CFs fiogmisldmelussoznaiidmusly CFs du warlunsdififlfszyengnislélitu crs nmelu

syegan 2 U duwsiuniean CFS

nuemn audadnineus atun 398/2544 asiuil 4 Aatau 2544 uAluiisfinnuadadninenus adun
122/2548 a¢3ui 25 NuUATUS 2548 wagui luiiudnmuidsdinaus adui 477/2549 aaiuil 29 fuengy
2549

LUUTNEUTENIAND98T 1599 518888 8ATaMNUANEINUNSENIMSaA9e Ll US98 NINSBNNTIIeN19AETN a1 7 8.A.66 11 43



AAELIN 11 (USUUse 7 4.0.66)

KUUASIVEDULONANTAIIAULDY HIRTU LavAIIY
° o A & v Y = a o '3"Uﬁ
m%aqmgmmmaﬁamL‘U'mﬂui'mia'lm'ﬁlnitwanﬁ'mEJ
SWALATINTSG
(WUU UW.8.8.1)
TFDA CT no.
d9uil 1 a3UNaNIIATIVERULBNENT (Lan2LdvT)
Uszianvesendvy (fFamian) AsaflvaayyIAT Uszinndayanmnin n3al CMC waglasu
[ 1 818330 [] endnd vaslasensfigaiy [ ] CMC (enegnetles 1 9lin)  augyIam innauwsalyl
[ ] e¥fosvesii 1 [ ] Bue [ ] [ ] 98 svunzidou (all) [1we [] e
A7UNANIINTIAEBULNENS Hn39A1ve
[ ] 5UA1Y9 (99NNA1T “WUULIIHANITHANTANAIUD”)
[ 1 Tanansaudluihulutuiituswe @enenans “Sufinanuunnsesa”) ( )
astudl

g9 2 ALUSUIAZIUNDU

It Tusaau !

° ° v = v
AUZINNTTIELUUATIAEBUNITIULDNATITAUAULDY
1. Anwneazdeademvuataziteuladie) Tu UseniAdaninaiuauznssun1somisuazen way UsenidAnasen Mineades
2. SrumluzlarA13UTed uasindoyaludiui 3 uay @i 4
3. AFIVEDUAIUAULDY LAY NITABUNANITNTIVADUALAULDY TRl

- wov ‘0’ vide ‘Yes’ vde v wnefia asnvaeuiiedudulunudermun

- wou ‘N/A wi3e “liifeates Wensivaouwdmuiderimunseyinlisesduenaisi

- By ‘§1984...” viT0 ‘Refer...” TiszuiavnisuAve w3e w@uisulses+iuisu Nnetes

d9UN 3 ANSUTBINISASUULBNEIS

o

UHBUBTUND werrerreeeeereeereseeesseeseeessessesseesssessssssesseens TUUTH (AU oo

s £

HAANS/6l5
U Y

Y5U5a9TARNY AN SINaNT15AIUTaN1MUAYa ag. (laun UsenIAa19nIIuAnensSUNITOINITHAZET Uas
Uszn1Anase17iingaveq) wisunalagunuy w.e.ul.1 (ana15au e GIUYNTIeNIT 398 IAUAINTIENTITENTTT UAS

ATIVFDUA IIAUBIUAININNTTIN YA IUT 4

LUUTNEUTENANB98N 1589 S8asduntamuuangIfuNsivsadee i lusveaninsien sidenemdtn a1 7 @.A.66 Wt 44



d2UN 4 A151INTIVFDUIIINISLONET

318N13LBNEAT

WNan1s
ASIVHBUAY

AL99

Nan1snsILAY

v o
RIUUIMN

#1 #2

NU18L%6

aswlvidsuses viseSusasdiungnieasuiiu

*%

Tasansideidieaiuil ffdusvesugindumisnuvesdmi
Wgamhenuig lulszmelnewintgy (amglasanisiya s

1 %.A. 59)

4 o ) g & o
neaunsBudvenssil ((Usansendaya)

ATaN VBINTVEOUYINVBIATINTIALINY

%
o @

[ ] Bunds EC naviumeysli w3e [ ] duunusewa EC

o o

WsaszyieidudmanildfnwnmingUssasivdnves

1ASINIFITEN ADTIENIT e

= o

Fadaudususzinan

v €

Jending [ ] e1énm

9

[Tenidoszezii 1 [ ] Bue

—

¢ = Y =
gUNIIVUNNTYBYE (DNIZHULUUNTZAY)

2.1 Inddwnenansiiduvismun (PDF file)

2.2 Idmsmandaya

3.3 fuanlulvdnsafudnfiudslunuuresuds 11.1

WU u.8.a.1 D e-sub D NITAY (LQW’]%?’]L‘TJULL@% ﬁ]u%.Lﬁu‘UaU)

3.1 n38 e-sub azdunisadreveluszuy

1) %eolasans3dulne m3siu EC approval 3o nIdiguguuiy

Iinseiuasudelasanside (nwlne)

3.2 NSATULUUNSEA.Y

= o Ao 2 a o o o
YUAUUNUAYLYGUN 2 ?!ﬂ + ﬂﬁ@ﬂmaﬂuaﬁlﬁﬂﬁUﬂ'J‘u

1) wieuwuuesudunuunuUsynia &s.

2) awnleeffanse deaeduats 2 atu

3)  SEATUIABAARDINU LUULIWAR

3.3 AN suaUMINERURUATIBNSUNI NSANGUTINSaeER
v94 N3eNTN N3 Tunihidestuiidalse annwinlne wie
asAMandunssu In1sueumnensufiassnisunulunting

Weavaeiunsivs s lusweanans

a7Udalasansidy (nwlve) aunuui g, Amiua (nen

JoyarusEUL)

1) Felasanisiteniwlneg

2) FelasinsITen wsangy

3) salasans (msdusiaildmilounulunnaouindeves

1A59519MTIELRE L)

4) FedaadlAsanig vse Jalsundu

5) IND number 984 US FDA

6) nsamestlouanuiae (Clinical Trials Registry)

7 UszLnmaadlAsan1sive

8) Uswanvessaiuayunsive

LUUTNEUTENAND98T 1599 518888 8ATaMNUANEINUNSINIVSaA9e L WS 1v81NINSBNNTIIEN19AETN a1 7 8.A.66 11 45




WaN19 Naﬂ'ﬁﬂi'ﬁﬂﬂﬂ
49 IUN15LBNES ATIVEDUAY Wil NUBNO
CRION #1 42
9) Usznaiivihnside
10) Srunuaniuiisnddermuniialan
11) $1upraasiAsTimuaT AN AU
12) Srunudantuisaidelulsemalnenuuny
13) Foyavesusazanuiidelulszmelne
14) dadvayumsidelulsenelny
15) gaduauunsidelusiaseme
16) V3mmiemsnuiimiuguaniside (Monitor)
17) USvviiormbenuiiuimsdanisiasinnsise (Project
Management)
18) U%ﬁwﬁwmmmﬁﬁmﬁmﬂWs%'aga (Data Management)
19) vinaujuRn1smadn
20) semserildlulasenis (e wea.l wasdamlulsema)
21) Usstanuesenivumnanuedlasanis
22) fuiiuniseluusanelne (aeuszano)
23) Fuiidugansidelulszalng (neuszana)
24) Bmameaadnas
25) MyaduauunIINITiy + niauwuuenans
26) AN IULANINITUTEIUABMEONTTEAITALERAI 9 TN
pranadnsiniulay Linldu yuwanm wiededin swdu
NALNINAITINEVINAATEN + NIDULUULONEATS
5 | d¥usesmsufimudermuauaztevlvdwiudiudve
u.8.a.1
1) Q’aammﬂué’lﬁmﬁuﬁmmﬂmmu 18301
2) sRElasIN1TIdedenndetulaseTenTIvy
3) EC i 88. gousu
4) nsendeyansuiu
5) omidunuiitvua
6 | A¥useamsufdmudervuauaziteuly dmiugideudn
1) swalasinsiduaennaseiulAsesen1side
2) nsendeyansuiiu
3) omumudiimun
a) Hievdnlimiusesnsudunnanuiide
7 | aamemnwuaussy (nelnevienteidengy) laun

1) QAN e

2) aanen

7.1 ATUYNNYULUTIRALYNVUIAUTIINNFUL LU o uRN ALY

39

7.2 [awlne sniiu Jeun/sviaen uateyadaiuayu
1a3an1539s Tildnwlnenseniwdinguld waznsdlvesei

vImselaguaainsnensunng Iiawlvenseniwdanguls

7.3 aannyRendl Usznaudae (agation)

LUUTNEUTENAND9ET 1599 518888 8ATaMNUANEINUNSINIVSRA9e L US98 NINSBNNTIIEN19AETN a1 7 8.A.66 11 46




318N13LBNEAT

Wan1s
ASIVHIUA Y

TGN

Nan15nsIlng

v o
LITAUIN

#1 #2

NAYLUR

(1) Fe1/59ae1 ANULT JULUY Feamemslvin Usinamie
U nstlunUanissnwsey: “ervaen vive [Yee/sviaen] +

[AUnAIULTI]”

(2) s9dalasansIve 5 TelATINITINY

(3)  FuNER uAzviTe Lausa e UWdIuUsENauLaEN1IUITY

(4) PUNYLAUBIENFIATUIONNILLAVNITINGT UATUNNULAUNT

TJavang (Guheadeg)

(5) 3Tl 1991989 NeNENTIVIUR WL REsUNY

Wifuenanadins (Wu Juiinnslden) wieumainsiiu

v

NUSYSHARA e

U

A

(6) %o Noguazlnsdniives Sponsor/CRO/EITY Viuusinsain
granainslasuinsuszdimduandeyameant (niouuuy

LNANT)

7 deany “liiensidemematinminiy”

(8) annEnsiusnwen

@ szyldmeluiui/funueeig/Sunageudy (Giew/d)

(10) Yomu “wuliuiiownin” Tuawlne snviusianaiing

Tlldrhenndutnu

7.4 aanugunil nsainaly Usznaudae (agrsilos)

(1) Fey/59iae) LS JULuY Feamnemsliien Uiunamie
U nsalunUanissnwsey: “ervaen vive [Yee/sviaen] +

[AunAIULTI]”

(2) sTElAsINTINE Y50 VelAsensIve

(3)  FunEn uAzviTe lausia W UwaILUsYNauLaEN1SUTTY

(4) PNYLATENFIATUIONNIBLAVNITINGT UALUUBLAUNNT

Tangng O nAgITe4)

(5) 3Tty 19919BeNUeNaNINVhTUR LIRS UY

Wifuenanadias (Wu Juiinnslden) wieumainsiiu

B

NUSYNSHARA Ut

U

a

(6) %o Noguarlnsdniives Sponsor/CRO/EITY Viuusinsain

o w =

aranadinslisudnsussiiBuanseyamai (wsoauuy

LaNANT)

7 gy “liwensidemamatinmingy”

(8) anmEnsiusnwen

©  ssyldmeluiui/dununeny/Junaaeudy (How/d)

(10) Yamu “wWuliiuilonin” Tunawlne sndiusianasing

Tilashenndudnu

7.5 aanugundl nitlussaiudiugugiiegiauiuussaineivie

aliawa Usznaudle (agation)

(1) Fe1/59@e1 ANULSS JULUY Feamnenisivien (eniiu
Youudaiulsemu) Usinambetu nsdiunTanissnusey:

“ C=] 4‘ o ”
g11a9n 139 [VBY/INFYN] + [VUINAIIULT]

LUUTNEUTENIAND9ET 1599 518888 8ATaMNUANEINUNSENIMSeA9e L WS 1v81NINSBNNSIIeN19AATN a1 7 8.A.66 w1 47




318N13LBNENT

Wan1s
ASIVHIUA Y

TGN

NanN15n5ILae

v o
LITAUIN

#1 #2

NAYLUR

(2) s9dalasansIve 5 TelATINITINY

(3)  JuNER uAzviTe Lausa W UWaINUsYNaULaLNITUITY

(@) NUYLATOENATATIIDMINYLATNITINY LATNUNBLAYNIT

DR GERERLD)

5) o Sponsor/CRO/H13Y

7.6 aanugundl nidlussaiuriugugiegluguuuuvasnines
a ' 2 & ad dva < i o
vEoumisvunadndelinuiliiu 3 m151eii wazegsuiu

L ¢ a a v ' v
UssynuReniiaue dssnaunide (ag19ion)

(1) geawmanistien (eniy vasudsduuseniu) USunamietiu

NIEUAMENIINITEY: TO81/59EET LAY YUINAIIULTS

2 s%alasansITe vse FelAsinsive

(3)  JuNER wAzViSe LaUsHA WoUWEAINUTYNaULALNITUITY

(@) NUBLATDENATATIIDVINYLATNITINY LATRUNBLAINTT

o v A v
UANUY (DLN8IVBT)

(5) o Sponsor/CRO/H33Y

o vy

7.7 NSANISAZBNLUNDUIHITEN QU 0 UNIW 9 1ideeRa
T | R

aaninsiussadneinazldvinse WHUGUa welsidestu

v o
WIDUAVD)

(1) aannwnzau gnees auinguseadd

a

(2) 1 SOP viseTBumsgUIdOAATRIIU GMP

3)  audunslagyransisiauauiivsnganuaziiunsousy

Ll

@) Indnguduiinnsuun uazn1snsiaaeulasyanaiiaes

Jueehailes meldinsmunuetiansnsa

65) undngrukazduiinenasiiesesiunisnsivdey

7.8 ndimasnlu anveeuduldamznsd deluil

U woustudosauunainenlu MRCT uazlionadeulsiviu dledu
AN KunsnTanariudhssuunely 30 w.e.6d

- wuuneduverauiuderivunaanendunsdianie

L wouifudoyauunaniienadrsdaenansdu 1wy 3Bnnsliien
v a o = 17 I v
g199etuiinnslde Wusiu

- wuunesuversufutermunamnendunsdians

v a P
= BNF1IVIBNDY AR oo

LUUTNEUTENANB98N 1589 S8asduntamuuangIfuNsivsadee i lusveaninsien sidenematn a1 7 @.A.66 W0 48




318N13LBNENT

Wan1s
ASIVHIUA Y

TGN

NanN15n5ILae

v o
LITAUIN

#1

#2

NAYLUR

L] mspnaannifiavdamihendnlulssmelveielsduly
maudarvun [nsddiunsineanluganuiindasaudin
I§5usyananeniigndes]

- wuurleswvereuiutermusaanneBunsdiang

- ammﬁamwamnﬁﬁgﬂuvumﬁauamﬂm‘ﬁﬁa

- aowididunisineanniduanuiiiilésueysmndnenii

AULNEATD

TUBYIANARI AU AU LAV
- w30 n3difinndndu veroutunsdufiunsfnaainly
anuifianansamueslidulumuiouluumu Tog
1) SzymeNa oz
2) uuy SOP [yrannsingaurunseusy i
Funaun1sUfo foufin finsnsaeulasyraaiiaes fms

AIUANBENNATIASA LavaenARBIiu GMP]

o o o w PP = o o P P
LANEININUYT (FIRITVEIVVUNSLUBURITUYILAD) Toun

6.1 lenasnifiuen

L o203 a FTa kA TT3ia

Wuvewmzidausiunsneddude 11*

fdunwdu Tiudailulne/dsnguniensusesindennuniwn

dunsatuntslne/dangu*

A va o

tand13a%e%3Y (Investigator’s Brochure) (dmsuaniigalaild

U

é’ =
YUNLLUBY)

A o 1Y vl A vaw Ao o
Nﬂaﬂg']u’]’llﬂElutaﬂﬁ’liﬂullaﬁ’ﬁ]Hﬂﬂuﬂﬂﬂmaﬂm%ﬂﬁﬁuﬂ’ﬁ

A

#ansanaTesTu (eniunsduguun)

ansdey unagy umh

AMELTANIINIEAN MaATl MndunTIULaLgRIIITU

namsanwitlaildvivluigud (Animal Study)

1. Munduinen

2. aundveaumanswarnsruIunsasuwUadiy

#oinnass

3. MuRYInen

wan1sAnelulyed (Clinical Study)

1. AundveaurmanswasnsruunsiasuwUaanansiue

2. amnulasndulazUssavona

3. UsTaunsalAIuNISAaNa

unasudeyauaziuusiidmiugide

10

NE1SHULHIa1E1dNAS (Patient Information Sheet) (lne)

1) finwAmangauniuenanadas®

2) lefueuiiAann EC (wniiunistuguun)

3)  FUIUDEFIATTINSINN IV IneU T YD alATINIG

wazdwuaaatasuwsazaantulusewmalneg (m.......)

LUUTNEUTENIAND9ET 1599 518888 8ATaMNUANEINUNSENIMSA9e L US98 NINSBNNTIIEN19AETN a1 7 8.A.66 11 49




318N13LBNENT

Wan1s
ASIVHIUA Y

TGN

NanN15n5ILae

v v
LITAUIN

#1 #2

NAYLUR

o

4 szydn oy, gMiuguanTIde §ns19aeuntTide IRB/IEC uag

whenumuauszidey nguae agldsumseyg el

asvdeunYTEilausuatuveseaadaslnenss (WN........)

5 szyindumside

6) YPVULVINTITY

7) msshwnbikazlonanazldsunisduden

8) sAnlunTITeuwarn1saean (invasive) 51908

9) MNNSURAYEULDIDIENALIAS

10) dhuvedlasimIFendunismaass

11) anudssiseanuldagminauiefienaindunnenanaing

130MBMIBRUNI NS MIATIAVS BTIANLNULINTAN

12) Usglgmiianninaglasu nsdiiildideaudaenanasing

13) Wandumsvsemssnufidumadondus

14) ArvaeLaz/vsensinniienanadasazlasu

15) nsanemauwny (@i) Faimuadusiease

16) Anldaneaae (@)

17) szyimadhsiunsidevenaainadululnseuadasla
wazonUiasivzdnsiuviensusmesnanmsidelavnuaey

Toglaifinuiinvsegyduusslovifonaadasielasu
Gl

18) sryirfeyadiuyaravesenaalinsagldsunisiiuinuidu
AUy wararlddawmedoyamaliniansisawuiueuin

a = v o~ Aa ¢ ao
NNYVUY DAULUIZUNTTANNUNAGNIIIY

19) ssyheranadinsviserunilaegeusssuaglasuudalingu
v ) = a ' o
Joyatvailunanduaums denaluaseniuadaslaves

aanatinsfiarandnsiumsisusely

20) yaranazinsevedeyamuduieiunsidouasdnives
ananaing uazymrafiarSundumglunsdliindunsedudu

NAYINATINY

21) anmnsal/ivmuaiienatinneueaaiaseenainmTide

22) S8nafinInie@@iAsiunsINnITIveY

11

Twaz1Bealasen1s3dy aduauysal (e vise dsnqw)

1) lefueyi@ann EC (enviumsBuguunm)

2) deyaily

1%

3) deyanruduinvemside

€

4) IngUsraifuarniininguein1side

5 mMINsgULuuNTIde

6) N1sARLABNIEALASLATNITARUMBIEENAS

R TTRRGRGHGE

8) nsUseiiuUsEENSNa

9) nsUszliumulaonsiy

10) @dif

11) madhiadeyaduatuuazienatsiuatulagnse

D A a v o a4 o o A o > Y - av aa o
wUUEUsENIANBIeN 1309 Swasideadeniruaieiiunsiinsedeeidiunlusveiandnsfien1sideneradn a1 7 4.a.66 11 50




318N13LBNENT

Wan1s
ASIVHIUA Y

TGN

Nan15nsIlng

v o
LITAUIN

12) MIMIUANAMNNLAZNTUTEAUAMAINYRINTIY

13) 938555uMALIVRINUNNTIVY

14) nsdanisteyauazmsiivinuiduiindeya

15) nsatuayumninsiukaznsuseiu. mnladldszyluenans

1 2nuuutannasivnduaanla)*

16) YlguIgNSARLNANTITY

17) 579agldgn LA

12

Lanmimuquqmmwu,aa.'mswﬁmen

#1 #2

NAYLUR

11.1 WUUNDTNATUNENIUBNETTAIUANAMA WAL TNAREN

YNAINIBNIIYN

- dhumiuses nendeyauarasuunsuiiy

- NTANTAYAATURIU NNTIUNTENNLVD W.e.8.1

11.2 WiNgIUONENSAIUANAMA LA N THANE LY

1) NCE d@1%5U Phase ...... 3 T

' o @ v v

- F@IUAIUTBN NTDNVBYAURTENIUINATUAIY

v a Y a a

- fndslundngrunsesiuindnfudsluwuunesy 11.1

U U

- GMP certificate lnenthenuuessy way dilivuneny

- Drug Substance $ifeyansutiunuiitegosiiimun

- Drug Product fidayansuinumuiiteteeiiiivun

PO | - P o
2) $redansTunzifeudrduenlulsamealne (aafiludrfgnis

Junide........ ) ANVTUG Y NS oULUUFN

- gudslundngrunssiugndnfudsluwuunesy 11.1

PSR . v
3) msYunzileudnFuenludieUsana (CPP / CFS/ wiangiu

WanIN UM TEUNNMNBNUATULAAIUET) VBE. ...

- felivuneny

- unaanlunanguassive izt Ide

- nsdluanananguansmstunsifouainaniuleduiienu
Miuguasuen ualinunsszyinanluivienarsiiuen/aain

TuuU COA iy

13

tana170YdlR 1NN IILINAMLNTINNITNANTUIDILSTIUNT
Aeluau NETUNNUAMENIINNITIMITUAZEY BONTU (Va9NN
g aadaivuaa)

12.1 Yauu89u

12.2 Yanueeu

(snviu msuguuu 919kl wieiiliasutw)

1) adunwlne*

2) Foued IRB/IEC m39n il 98, Usznreensu

3) Yelpseamsivy

o aw

4) %ouniie

wa

5) YA UNIVLNMUATILATUBUITR

1

6) NasiATNITITY wazlenasneITes nieuns seyatu

(Version) fiagen3sun1sHaIsansesssunsideluaueyla

LUUTNEUTENIAND98N 1599 51888 8ATaMUUANEINUNTEINS AU 199NN SIBNNTIEN9AATn a1 7 @.A.66 1N 51




318N13LBNEAT

Wan1s
ASIVHIUA Y

TGN

Nan15nsIlng

v o
LITAUIN

#1 #2

NAYLUR

7) szezaieydAliive war/vieTununeny

14

LBNEISATLIRIUIUYN

1) $19dsuiuenaalinsauive EC 13

2) Mmuasinaduiunasnssegnallasanisinawaull

=

3) nsal Wlamnuesseziainsiensiuiuiy weu vised

wruou idwaldiiu 4 ¥

15

WeHaNaUaUIY (1laMensfiunsEAy)

1) wladenausiung Humve Tuas wily Suenans)

2) duuinsussnvuvesgueudiuny/misieiaunig

3) duuntnsussvurediuneudiui

4 onsuanul 30 UM AegFuNeudua 1 Ay

16

Buq (i)

- 1A TeYLlRINAMENTIUN IVTEANLBYNTTUNTANUIVINTA

o 19

a DY av da o & A ] <
LNYIVBINUVYI EJ‘VIJJﬂ'ﬁﬂWﬂU@LLaL"du'WLﬂW LYU ’Jﬂslluiiﬂl@ﬂﬁ

LUUTNEUTENANB98N 1589 S8asuntamuuangIfuNsvsadee i lusveandnsien1sidenematn a1 7 @.A.66 W1 52




AARNUIN 12

suunasuvanAly/ALaanuLiy

dmiu faudve/ Fuseudnna:

GBI QDU crrrverrrserrrsserressessssserssssssssesss s sssss s

YU

Fadudiurve/ fSuneudunn dmsudive wes.e WUSUT........... Tunfu
wazlASuLATIALALY/AUDS AETUTUT s
YeTuUTEAUASY Ineduanans aesnensaeluil:

UB1IWN19AFUN

AMSUNBUANYE
HEuA1v
ASIVHBUAYALD

(wou v muneds

\enang 98N ILeNAS -
MNYLAY (WUsndnwsey SUTD9 WaTATIAABULENAITAIYFILEY) $a=lalldnsre axAuly)
* asuumIuTes v3e Susesdiugnaedudiuienatsynadu
1 gunsalduiindeya

1.1 [ 1 Inddunonansibusiasun (PDF file)

1.2 [1 Wadnwadmsuszuu Logistic

2 OSGRGIEN

(UF1INITLONAITANANULNLNE AL W%fammmaaué’wﬁum)

o |y v & ] =
Y05U50997ATUIIUYTHAUNINY 973 INUNITUEU ST

wsounalaguenaIsTnI 1 9n

ATUGIUNNTIENTTAlATUTATTURY U LY

1 (dguAve/ fiunauduna) asiud

(cerevermmenesssmnsssssssnssssssenes )

mnewe [Usadenviadewune v u [ ] viefudennufinssiudeiionss

LUUTNEUTENIAND9ET 1599 518888 8ATaMNUANEINUNSINIVSaA9e L US98 NINSBNNSIIeN19AATN a1 7 8.A.66 11 53



AMARNUIN 13

AUIFUNIFINANITNAITAUIINAUSNTTUNITNAITUIDIYSITUNITIA AU

PINTLANYYDIUTEN / NUILU

1399 YOAHANITAIITUINNAMENTINNTATAUNTEFTTUNTITeuAU (Mendsnistuguunu)

=) %4

138U JO1UILATNDIEN
=

31904 lueugnlvimsediendnunlusverandnsiienide lvsui......... :

S a v ° o &
dansnlg* (MU 1 Ya) AU

MUBLAY 2.2 LONAITUULUIDNENFNAT. ... (avunanansuila)
AUELAY 2.3 o (avuLanINIsuAla)

3. AurnIINNMRsANTIEsTIINMTIdeluau. . (szude)...... laun
neaY 3.1 ...

... sunsaltuiinlvdnmilouduienansnaulunseiinmun

AUNFITINUANENTTUNITOIMTHALEIYYIA . ... <VBUTEN/MUIBNU>....... 1
P50d98 100U IVDINTNTINONITIVY (WUU U8.3.1) bVSUN v FUNTUoeeee,
AT U RTAN T I T DN Y I oo e

SPALASINITIVY e TFDA CT NO. oo (219)) Ma518aLLDYRA UAINAILINIY VLR 1 WU

Uodl Frudnldsunamsiiansanannanznssunsinnsanasesssunsiseluaui
wuAud Swedmanisimnsanuazionansudnguiiieatestmueldsunsusuudmunuiiures
SN NUAAENTIINNSEIMSUAL I LAY A NTINTATNSANT3Es 55U T St luausmdon il

Tunst Smdweideuin

[ 1 anuiidennuisiiszyliluounn W¥unseys

[ 1 anuimdeunsusisiszyluluauging ldldsunseyd® taun 1........ ez

al

) PINA1FIVIBIENLANFDIUTITEAINEND tazvasuIaIagludndneniveldluanuinise

FBgUNWNDLUTANTIU

YDUFNIAIINTUDND

e TTRY U N

wnewe: awalaedidvsaudedmualude 1.1 wey ieSomany v wihdemnuiiivides wasiduderuiigndesmuderionss

LUUTNEUTENANB98N 1589 S8asduntamuuangIfuNsivsadee i lusveaninsien1sidenematn a1 7 @.A.66 W1 54



AANUIN 14

AUIFUNAILUUTIFITUAIINAIINUN

PINTLANYYDIUTEN / NUILU

FUT e
1599 VBAIMUUTIYNUANUNIRUIVDILATINNTIVY oo, U5 WA o
BYU HBIUIBNISNBIET

Y

©

=

gatis Tueugalihwiedntunlusivenandnsiitenside avsui...<szylinsuynaives..

'
a

dedaundae* (Fuau 1 Ya) fedl
PUNYLEY 1 LUUSIENUANUNINLIVDILATINIGIVY

VLI 2 v

Y Yy
[ o

nneae 3 gunsaldufinlwdnmiieuduenansniuluassiiviavae

AUNEUNNUANENTIUNITOMITHALEIOUIALA. ... YBUTEN/ MBS ..o

Y19308981 010 M1V IUNINTINBNNTIVY (WUU W.8.30.1) @AUSUN e FUNTUoe,
dusulasansIvete........... DNV NI S oo
SWALASINITIVY e TFDA CT NO.+ oo (2131)R9518aLL DU LUAINAILINIY VLR 1 WU

Ja% T1NVDAITIENUANUNINUNIVBILATINITIFEANUTB AU L LU N
ANUNIUANENTTUNNTONMITHALEMLNEIVDILAL LU ULINS DU UL
FUTgUNBNDLUTANIITUN

YDUFAIAINNTUDND

e aswnulaeglansaudermuslude 1.1 wanifudernuiigndesnudoinienss

LUUTNEUTENIAND98T 1599 518888 8ATaMNUANEINUNSENIMSaA9e Ll US98 NINSBNNTIIeN19AATN a1 7 8.A.66 11 55



AMPRUIN 15

LUUSIEIUAMUNIINTNVBIIASINIGIAY

y aw V7 2% YU o a2 I
LUUSAE9LALAT e sTASInTs IS SPALATINITIVE oo, |
i v ve a4 & o - A s Y Joyaseninaiui
V]l@ﬁll@k!iquiﬁu?%?aaﬂﬂflL‘mﬂJ"lsLUTVUB']ﬂJWﬁ]ﬂiiﬂﬁlu@@ﬂ%umgL‘UEJ'UG]']TUEJ']LWE]ﬂWi'J"i]EJ TEDA CT no
R A AR
D909 BUU W.8.3.1 L@aVSUN e <3 yATUNNANYE> o
ETILATUDUIN corvverrrrerrrsernsssernssssrsssesnssssss s e anuzvedlasinsidsluninsa/mlan
(WsnssyFomheni/ vidh) [ 1dwdunsed . [ ]Uemuivua . [ ] Unneuimvun
D ATINNTITUNTYTINIY oo eees e e e oo s ese e e e e e e e e e st e e ee e e
Aatiuayunidululsemelne AatiuayunsidelusisUsena USENSUYIITem Ny (CRO) Aiiuguan1siy (Monitor)
QD) oo QD) oo D e YD-EANR oo s
11013 TIDY oeevrrrmeeessenesnnsseseessese s 1121 [ IO o
TNFANA BUUB oo TNFENT DU oo TNFEANT DS oo {701 I —
FIUDIEETAT (AU)
= v i JuNTaruneAsa
- Junlasu .
3|3 |8 B . . gavneves
= A S S = e RUGHGE RN o A AN1ULVDINT
. G E |a |E |E |3 |Z . ovnadasidh | T
S1NTADUNIVY YauNnIERvenNan Ze o | 5 2 3 3lA3INTS L aw adunsideluwsay
y 3 2 & & 2 |C . 921798AU A
S |2 |5 |3 |3 |B e @nvne (130 AR
N e =S T I A 0 TneUszan) @ y .
Z z 5 = TaaUseunn)
) =
) ~
1.
2.
3.

LUUTNEUTENAND98T 1599 T18a888AT0MNUANEINUNSINMSaA9e LNl US98 1NINSBNNSITEN19AETN a1 7 8.A.66 11 56




v v oY FHALATINITIVY oo T e VM e
LUUSI89UAMUAINTVB4lATINSIRY .
it v ve &4 O w 9 - A T s Py Joyaseninaiui
WI@SU@HQJWWIWU']V?@&QEHL?JW&J'WIUﬁ']SU@']m'W‘Uﬂ51@811](5]@\‘15[114143L‘UEJ‘NG]']TUEJ']LW@ﬂ’]i'ﬂ‘UEJ TEDA CT no
(PO R I
N
* fimswdsuwdaslag Adndieaude “4.3 nTaindod * finsfeavunniasssansidelugiainenuiteld | »* mnddeads wialivgdnluiswuieiulasiniside
AinauAensIENNSaISwazeLiens1u” Fedelalandesie | [ 1T . [ 13 uunildetiaamsouonalsusznau) TUSOBRBID oo sese s s e eeeeeseeeeeeeees
o8, 3alyl WS URAYOUIUTASINITIY o
[ 18, [ ]38 (wuunidsdetuaamiauenaisusenau) L INTANT e DU e
A5 UL
SNaa v My oA Sov 1a o o v v J ' v, & lne. & & =
a nsanimendasylilivsevasildlilaivananadasaugaving Tissyin ldanunsassyla” VBIUTBINTAYANIMUALTUAIUA
b wu "sndnllesnnbifionaadas” “aunliumsey” “AanmeiaainsATuLE” “UAOU | e
g = y & v
AUUALLDIN...... Wuau (e )
¢ awnilnegfiaviasdeimalude 1.1 TS OO
o e 4 v s v 4 voa o Tugueaiufans/{uinisasanvemuieau”
TUsadenyiasosny Tu [] LLaSLG]@J?JE)M’]JW]QW]@WH&J‘UEJLW\]%Q = v v v

LUUTNEUTENAND98T 1599 518888 8AT0MNUANEINUNSENMSRA9e L US98 NINSBNNSINEN9AATN a1 7 8.A.66 11 57




AMAKUIN 16

o a d' = d'
LUINALUUNSLIRNNTSIUAYULUAY

MevanlasuengIandngfmeg s ieinnsAnyIdelunyvdviedmsede i
lusveandnaiveniside enaiansisuwlasdanediuemsenenulasinisidenenaing
I@sueugn neserdedaviuuimesdiunisdednisiasuwlaaiieldiduuuiniaujua tneudnis

WasuwUaadu 3 nau

1. A5UABURUAINA DAL NENIIU tokA dmsu

U.8.4.1 W.8.8%

(1) | deyala o luasugelasamside (eniiu Mmaiiaanuinide) lnguisde v v
o & v Yo va , & ~ ) P %
Fuludedlasunisensii/fiureauain EC 1 o8, sausulaniauuuy
MANgIU Wi TelaseinTIdunwlnevsedingy s9alasiNside Yede
13an53de vi3e Yeisundu {Idendn visedefionnavidunannainnis

Waguwladlasasnaniside

(2 | enasngasdenlasiiinside Weldsunseusti/Afueuain EC 7 oy, 4 v
gousuud) sniunsaifidmuuatouludufivey

(3) | sndnveandauinee v v

(@ | enanseiledide v3e nansuuztienaadag vie wnasieafunis v v

UImseiibiknetanadag vise wnasussiude Walasuniseyds/

=3 a [ 1%
WUYBUANN EC 11 98. 8DUITULT

(5) | amneringlasueuny v v
1) ndldsuudasguuuuuidinsitornuasuiiumudemvuayn
Usens 3e

a 1

2) nsduflade fieg warmnoalnsimivesiaiuayuniside vie
BIANTTUIMITemudnyayn v3eeide vise

3)  nIfluAaznAln

veaoansdl fiuaygndesmiradeuuarfusestiedosidaiulua

Janvus wazaiunsinaainlugauNEIuNIsSUses GMP

6) | enansiiven nsdindnsswandeyaivinismungileuiiueniiag v v
91984
(1) | Wagugwin Drug Substance vedguall TUona15AIUALAMATNLAENTT v 4

HAne1 TngESUaLAIMILARINTIIFRULALSUTEIIRTIINTSIURB UL YA

lianAaunnveen

LUUTMEUTENAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901NINSDNNTIFEN 19PN a1 7 8.A.66 11 58



1. A5 UABURUAINADILALNDNTIU totkA dmsu

gLl H.8.8%

(8) | MIVIwRIYYRILIILNTe placebo - nsififins@ne stability Ble v v
AtuN1IRY stability protocol waziinan1silAsIzidonndesiu
stability specification HulumaiiléFueyaym w.e.a. 1/6.6.8 d1gn 1oy
{3uaynnnazdesnsiadeulariusasiueiniulymuldeulyding

© | wansenansnisadiunsidensedtinlulsenalvelaenisnuiiu v 4
guamuennsneUszing (Wiasdunenienuewmsessulal) lng
szfoadslnefigniiniy

(10) | udsmsgivioduaelasamsidodeunariidmualimuunuvedasmside 4 4
NIBUUAIAWA)

(1) | mefhfudeussienumsweinisufiRmsidensediniia (1CH GCP) v v
violaseiunidey viedermuamungyine Fsenvdwmasrienulasady
vionnuuegifveseranasing vidonmuAmingimansvenisitena
Aatin Tngagdeaudenmsnisuilowaztosiu (CAPA) M

2. mswAsunUasidestudveudluuasundas uazldsuayan dmsu
AauAniun1g lown u.e.u.1 H.8.8%
1) dinanuiidnuide Tnglifusuoueiivethidmiendn v 4
2 davdoudlvaaingilsidriemsudaions 4 v
(3) LONATATUANAMAINLALNITNAREN v N/A
(1) nsfludlugndn DS uaz DP ¥031T3ing vise
(2) udlvgndn DP vese Al
@) N59818018UINITeN38 placebo - nIdiMIfnwIANuAIiIveselal v v
Hulunu stability protocol aaafiaglsFuouan we.s.1/6.e.8
(5) msthennlmmeesanumdendsnnluougandslUldluanwiiide v N/A
Snuimisdslaildseyliluluoygmatuiesiu whegdunsfinuide
ety azuresugenauAsundadfiamensdfifivasndumiy
wiossuseringdnfundnguuariavindyilanasansiaden
dounduls
(6) nsidsuudasdu q Alidine “msdsundasiidesdafionsiu” e v v
“naiBsuntasiifosiudosynn wen1/ o8 addlml”

3. | nmwasuulasiidesdudiveaygin wea.1/ 1.8 asslvil dmsu

1awn U.8.4.1 N.8.8%
1) WasuuIniBudvedmsulassnisfanan (Fosenidnluesyaniiv) v N/A

WUUTMEUTENAND98T 1599 5189888 8AY0MUUANEITUNSEIE oAU 190 1NINSDNNTINEN 19PN a1 7 8.A.66 111 59



3. | nswasuuasiidesudiveaygn wea.1/ 1.8 At dmsu

laun weul H.8.8*
@) Wids18n1581 Wie Sauauen veriudn v N/A
(3) Lﬂﬁaugmﬁw%’um %39 Product specification v v
(4) Winaauindeuasinsvueniivetidwiondn v v
(5) Fesmsnaneidonuadalul Wisldlulasensideiy N/A v
(6) thenfieelssueyamnanlulilulassnsidoyanatinlyg N/A v

* yaging nswdsunlawes ne.8 iiensinmTauya minlidiviedy “msivdsuulasifes

A o a & 1y § YV = .:4' v A Yy v
SUﬂq%@@qumNamﬂiﬁlﬁﬂ 1%@]3“@1& u']@EJ‘Uﬂ'ﬁLUaEJULLUaQLL'U'ULLQQLW@V]T]‘UI@ IN@@QSUEJ@HQJ/'W]

Aeusduns egalsiny divaygrnvzdaaiuinumtuiinionaisndngiueig o iiesessunis
ATIADUINNNBILINTBRNEUNANTIERU hardaaadintindiiiunisnng 9 dennenssunIsnaisan

395ITUNMTIIUIUAUN B8, YDUTULTULRL

WUUTMEUTENIAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901NINSDNITINEN 19PN a1 7 8.A.66 111 60



AMARUIN 17

LUUNSIEDULDNEITAIYAULDY Avaudlulasuudaaioniu
dwiuavauslufsunassenisifsarunisldFuaynin [Tusul [1we.8 (3w
ANULUY W.8.3.1 / K.8.8 dmsunisAnenIdeluuyed WalATINTg
LaUMNIIY
Fudl

dauil 1 a3UNan1IATINEBULENENT (Lan12id19tini)

Usznnuaeeleg (Aanan)

[ 1 &g [ ] endad [ ] snad [ ] Buq

#3UNAN1INTIFBULDNENT Hn399Ave

[ 1 SuAv8 (P9Nend1s “LUuLIIWanIsNaTUIA199”)

[ ] ldaunsendlusiuluiuiidudaen @onwenans “Cuiinainuunnsas”) ( )
astudl

d9Ufl 2 ALUSUILATAISUTDY

AuNTSTELUUNTIAEBULDNENTAIEAULDY
1. Anwderimuslulsznianeseniifieades
2. dwsemenarsidulumudoimualulsznes asudiunnsens BeanuaInunINsIenIsendns
3. mawanansAsuulasiieduliiudaeuluenas wiefinsdeansfidliussdudlaldlnede
a. WidaFesenansmumneiavdduiiaenadosiuuuuesy
5. nsmRURANIIATIFBUAIEAuLee ]
- mov ‘4’ we Yes’ wie v el asrvaouiesudndulunudedmue
- fav ‘N/A” vide “lirfeadiay Wamsnaeuudmuidetwunssyhlsifesiuenasi
- nou ‘B9Ba...’ Wie ‘Refer...’ Tszyiaviifudve vide aviisuiFosr Tuiifu Miedos
vanewg * Maduinl mnediuseelildneaeuieieiies Wmihiisdudve dufu mnideasdaioatutosmua

P38N15HM3LULDNAT WSAABUMLINUTINT **

HTUANYE/ FTUHBUBIUID (WO-UIHBNA) weevoreeerrenernssrersmeesssessesssssssssesssessssssssssese e ssee e sess oo

LU THUBG (UTHT/TAUIBGNU) oo e e e s e e s e s e s s oo eeeeens

va3Us09TlARNYIMAZIATIUBNT 15T IMUAYEY 08, WIDUNITALATEONE1TYNTIINITATUAIUNN

$8N75 (SY9AIAUNINTIINITENTITHASATIVFIUAIYA UBINIUANTTINATUA 1A

WUUTMEUTENIAND98T 1599 518888 8ATDMUUANEINUNTEIE RN IUS TR IUNIINTBNNTINEN19AATN a1 7 @.A.66 11 61




d72UN 3 A1TANTIVEDUIIINISLONET

Wans NanN1snsILAe

=b.

) §18N15A5IREU MIIEBY Wt UL

aflge
=
N

fAEfes | Asen 1 | Asq

* | Sunswdh LansnsaguveudluUdeuudas fiusygyn
398381 1130 31U b wilienidnlusygndiuuaguve

QPTRLIR7R

Funsiud Ave 1 Ave avvewnluasuuwdasliviies 1
Usziiundnivintu 1wy nsdinsvevensenge (Juns

wWaguwlasnaunnuazdraliinisinaainiununenglv)

Trgulu 1 fve Wudu

# | pnansidudiun ynsienis Tisusesdiungndes

1 | gunsaltuiindeya (nsdiduuuunszany)

1.1 Indduunenansfisusanun (MS word , PDF file)

1.2 Trldidniwadmsuseuu Logistic

2.1 Avaufiluvasundassenisinediunsidsuaygynaunuy

w41/ n.e.8 (338) [ nsgane [ essub

1) Toyagianstudwenseiugilasuoynn

A

2) LERIANNUSTEA

o o

3) Teyalasan153de (e s9ia TFDA (Tuileyinmaus ¢.A.59 enliu

Qenevaudny BE nun. azlingv)

4) szydondndisiosnisuily 910 Ju uazillosnnesls

5) fnmswasunlasiiierdesiuussnundndnvsold d1il fesssy

0 Wy waviliesanesls

6) SEYLENENTAING U

7) msmstesiumuidies wazi3uses Wy nsdivesnswasunlas
fionrhliAnaudssenisitevienaaiing vensdlvesnisve
Wasuulassuileminanuiianain nsdiveldeduaanduide deq
Fusernazdniunangu v dlvasuiou wazaunsansivseuls
Wiensdivesnswasulaiorsiliiannudewenisisevie

L% [ v
nananAsuny

a a a

8) asulaegiidns-ganduianis-guimsasgassaunsuuly

a va =~

2.2 AdnsueuvingguiRsensung nsdinguimisasgaves
nsEng n3u lunthiitdosduindalse aninvialve w3e 93AnTS
wdynssu Insueuninensujiisisniswnulunthiiiedesiu

Msthusedeendunlusvenaning

3 | wiledeNaud w1 (NSATULUUNTEANY)

1) milsdouaus1una (Bufve Fuae wily Suenans)

2) dndnsussnsure i usuy/misdolAunng

3) duudnsussnvuveaiuneudung

LUUYMEUTENIAND98T 1599 T18a8B8ATamMUUANEINUNTHINS oL LS T0IUNIN T BNNSIENIAETn a1 7 @.A.66 W1 62




NanN15n5ILAY

NaN13
) §18N15A5IREU MIIEDY vt U6
fawfaes | aseii 1 | asdl 2

4) onsuanud 30 LIRS UNBUIIUIA 1 AU
4 | duunlusygniiiieadas 7

1) Asunitszylundedoveudles

(BT80N 150NEITANNAIIUIANIZTN
W3DUATIVTOUA 1A 249)

5
6
7
8
9
10

WUUTMEUTENIAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901NINSDNNTINEN 19PN a1 7 8.A.66 11 63




AMAKUIN 18

ﬁ']‘u@l,l,fﬂﬂjLﬂgﬂ‘uLL‘lJaﬂi’]EJﬂ"l‘SLﬁIEJ'JﬁJUﬂ’lilﬁ%‘ljﬁ]‘léig’]ﬁ X T
AINWUU W31 / 1.8.8 duumsfinunideluuyed AUT e
B FURIYD e
e NN Y
T S
Tuunuwes
[ IATSNIN I Al
[ ] @nnwalneg [ ] 99AnsLndanssy
[ ] f3uouaendnen o Tveyywwasi
[ ] {3uouanmiwidedsens aanuide ] Tueyaawauit .

5. fleudszashazvawn luUasulUassensigiiunisiasue g Inmukuy
[ Jugal @a5u

[ 15.8.8 dmsunmsfinunidelunyed laviui

6. @msulAsanN1sINeTe (Mwlne)

7. swnsiveudludsuudas (Fendendn 1 9o)
[ ] Teyaluluauginv eniu JeyarSuouny1n s18M5e0 wagd1uiu
[ 1aainen
[ ] ena1sninuen
[ ] wenanseileside
[ ] enasuuziioanalng
[ ] asUdelasanside
[ ] 919821898alAIN5I9Y

[ ] 10nNa@15AIUANAMANLALNITNANEY

LUUYMEUTENIAND98T 1599 T18a8B8ATamMUUANEINUNITHIS oL LS 1T0IUNIN T BNNSIeNeAETn a1 7 @.A.66 W1 64



=
bUBIYIN

8. L@NENTUANGIU
[ ] dwunluouygenuwuy wes.l / 1.8 dmsunsAnuideluuyed
[ ]aanen
[ 1ienansiniuen
[ ] tonanseileride
[ 1enansuuzihonanadas
[ ]ayugelasamside
[ ] 91eazidenlasaniside
[ ] wéngiunseydiinnauenssunsiansantdesssunsideluaud ee. seusu

[ ] 3ue lun

9. 1IMINTUBINUANULAILALAITUTBY (DLN8IVBY)

WUUTMEUTENAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901NINSIDNITINEN 19PN a1 7 8.A.66 11 65



AMARUIN 19

ADY1IMUIFDLIWNBNTIU

PINTLANYYDIUTEN / NUILY

1999 LALNBNIIULNEITUNISUN TS 098U LS ID1 NI NSHINBN1SIVY

58U {E1UIUNINBIET

¥ =

$radia lueygelivdedsendunlusvorandnaiionsids wvfud.......
Aefidasndag ($1uau 1 4n) Feil
vinoiay 1 dunlueygeliiviedsentunlusvenandnsifionside wwsud........
neaY 2 ..(3zY)....

X

NUULAT... @UﬂﬁmUu%ﬂ%@MaiWﬁVImu@‘UﬂUL@ﬂﬁ']iVIEJ‘lﬂUﬂ%’\‘I LA

AUNEUNNUANENTIUNTOMTHALEIOUIALA. ... <VBUTEN/MIBU>....... 101

P50A98 N0 U ITDININTNENTIVY (WUU U.8.3.1) b@AUSUN v FUNSU.eeee
A1n5ulAsanNITIVeTe. ... QDAY S oo
SPALATINITIVE oo TFDA CT MO+ oo (03) Uu

FINLAVBBI AN NUANLNTTUNTDIMTHAE 8N IUDINSUAsUwUasNLANS

aulF/5U59991NANENTTUNTAANTUNATEFTTUMTITeNATINMUANENTTUNTO M TLAZEN NS

[
a

YRUSULAD (Banideunnne....) tnedistenis sesaly

Q‘:‘

1. <58y Aeiiasu iaudeesls Wasuulanluegls LARKA waraeINIsUaeiy

AULAEN>
2. __sjf“_fu__5_@1‘5_L1J_a_a_u_mmaaﬁli_Lﬂ@ﬂu_L_LlJ_a_q_LfL_Jy_afli__LM;@w_a_Lga?_m_@_iﬂflﬁ_ﬂa_aﬂy_
AL
FUTYULWNBNTIU
YAUANIANTUDND
(oo )
PV oo
wnewn:  aswuleegilamimutermualude 1.1 ussiutoniiuiigndamutauianie

WUUTMEUTENAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901NINSDNNTINEN 19PN a1 7 8.A.66 11 66



A1ARUIN 20

wuunesuudeaTUNsER/duganisaiulaseniside

WINTLANYVDIUSYY / NUILIY

1399 UsasUnsgi/Auaansaiiulaseniside

=) %4

138U {O1UILATNDIEN

1'% =

31904 lueugnlvdmvsediendnunlusre1andnsiien1Tide lavsui. ...

'
a

a 1Y ° o/ dy
AaManlg* (31U 1 Ya) AU

nngay 1 luayg i vsediendiunlusve1andnsnensive @vsui. ... (F2939)

v vy
v A o

nneaq... gunsaldudinlidnuiisuduienarsnguluassivianun

FIOEOUTEN/MUIIII) oo ARVRIVETto IRV
W& 1811 U NONITITE TUTATINITITETO. e
SHALATINITIVY v TFDA CT NO. oo (&) Tadléfnsei/Auganisdiiiulassnmside
Ry R a2 LA

Heyalnvasy fil

(1) TuMENANTIUlATINTT ....... JUNYH/AUAALATING.. TINTLLEIANIEY oo
) apuniedunsiselulsswalveviedy WS LA
(3) 21EATATN RS ULITNUI e AU
(4) TMUIUDIANFLATLYNAIUFDIUNINY HIR1T19H
FUIUNANETAT (AL)
SIUNTANIUTINE .~ N Fiisy | FenAsuasy | eonains
fANs0q N 5 e
Wnung 239 AUANUR | I9ENBUNIAN
1.
2.
2.
N

(5) Mssiumsdmsumsianuetaadag lunsaigilasiniside wWeswinanulivasndeaine1ise
AUTIAZDLAANAWIAIY MULAY....ce....

(6) N5, 089 UBAINTATIT19N15398 Nl La ATl UL UUTIBNUANLA1INTNVBILATINISIVY ANUSIALLDEA

TuaaNdanAie NUELEY ...,

WUUTMEUTENIAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 190 1NINSIDNITINEN 19PN a1 7 8.A.66 11 67



(7) finsBureayyIn Mukuuw.g.u.1 dmiulasinsidedisiu A3 dswaziBendiasialudl

® avsun . FUNSU o, FIUIUASINVBULDN
A aov ° Ao v a
UYL R RIR TRV ER,
®  ausuN Junsu FIUIUATINVDULYN

(’e]?f\]LLUULaﬂa’]iLﬁMLaMW’]ﬂﬁMa’]EJi’]EJﬂ’]'i)

WYL BRI
1. Y0099 UIWVRY Auvae
2. ¥y FIUIUNIAU ALLYIAD

(8) M3AliunsdmiugnITefiadunaorsenunene NIBNRUUNENg Y
FNIYUNWNONTIU

YDWFAIAIINLUDD

newe: ¥ [srymgraied/augan)sive

* aaunlnediangaudenmualude 1.1usudutenaiuiigneenutemiaas

LUUTMEUTENIAND98T 1599 518888 8AY0MUUANEITUNSEIE AL 190 1NINSIDNNTINEN 19PN a1 7 8.A.66 11 68



AMARUIN 21

VANLNAUNKALITNITINPIUDINSG BINIUSEAIRANNEI TN I8NI9AATIN

. Herudw
Terudwi i uenndea1nsenisi 1We198991nmilade ICH Good Clinical Practice
Guideline atunwilve AdafiuilasdrinauanenssinsomsLaze
o.0 81N3kifeUsEaIANY (Adverse Drug Reaction : ADR) 1angd

o0 81N5kIRUTEAIA Nl AnunITenseendi Anuitedeuddlng naneds
on1salaei sunssuarlifssrasdsuwinainervunlag Adnw3se  A131 “inainen”
maneaai1 egaesdanmdululfedanmanadiesuneitoinmslifisuszasdiudunaninend
Anw tude lawnsadaeenluldilifanuduiussu

0.0l aMslificlszasdaneriismingluiiewmatauds vaneda ennslag Anufisusse
waglifiasrasdiiintuannsldenlurunaunivafionstiosty msitade wionssnewilse wie
\omsuFuiasunisyhauneaiszvessianie

olo 81NN IUsEAIRne1f liA1aAAL 118U (Unexpected Adverse Drug Reaction)
e o1mshifisUszasddadnuagriernuguussliidulumadeyandndusinifeites (vu deya
Tuenansaiiefidudmiveililunsidededldlfsutunadousive lenansiifuer wieunasy
Toyaoitlésutunsdoumiveud)

.o ln1salliieUsvasdviinieunss (Serious Adverse Event : SAE) #30 @1n15kifiaUseasa
Ne1vHn318UIe (Serious Adverse Drug Reaction) nsnedie innsallaifisUszasdlag nenisunme
Adntudloldsueunlag udwild

(0) @I

(o) Hudunmeanaiumedin

()  Foudnsnuwflulsaneuia w3 éfma@iqwmmamwﬁu
(@ Anewdins/wnaniniidfed1enns vie

(@ aAuAnIs/ANuRaUuNawanLLA

o.« Tuiidugadnvesioyanulasnsiouszd (Annual Safety Data Cut-off Date) w18
Funsuimunseudvesteramiuuasadeflivihssnunruasafeuszdd

WUUTMEUTENAND98T 1599 518888 8AY0MUUANEITUNSEIE oAU 1901 NINSNDNNTINEN 9PN a1 7 8.A.66 11 69



a‘t:l'ng 1

. N1551897U1015 lUNIUSZEIANIANTUSEHINNSANENIAT8N19AaTinaE19159AU (Expedited
Reporting)
Al suaugnliimIedsendrunlusiverandnsiiienside/ fAlasueugynndnen

57 ] 9 @

Mograievatunsidousuen (wuu w.e.8) dmsunisAnuidelunyed TnihnsuRageulunisih

5¥79ANUURAN YN YINVLINYIINITITY BAZITILINUABANTNIUAMLATIUNITDINSHALEN taedl

o

DNINRUAGI
a a

©.e FNADITIHIUBENNIIAIU bALA
v.o.0 81NMIMNIUITAIRNeNTDAs18wsN bilsaaRnunaw Awululsewmelnedai

e
. D

A o a v A Ay vo ! [ -dl' =) a aa &
1NYINNINITIY ‘1/1’5’9]‘1/119]5‘1_15’1EN’]U"\HﬂWU']EN’mﬂ’]ﬂU@JLLﬁ@u NID ANRWUN

bl mmlasadudug ldun Yeyaniudasasefiinaiudsuulamnisuseiiuusslon
aadsveefildlun1sise Wasudsnslie wiewasundasmsaiiunsiseluning i wu
(0) 91Mshifasyasredinoussiinndeuinou ﬁﬁé’m’]milﬁw‘%ammquLLiﬂ
Wity warinnsanudrindauddynienadn

o w 1

(0) N1SLARDUATIERDRANAIATEENNTNEAAY Wi AuliTusyaVSNaveIe?

o

dunldshulsaiianamusedin

1 (% a

() Foyalvaifidrdyiienfumnutaendsannisinymaassludad 1y msne
HETER
b.lo MUUALIAINITIIY

bloo oMslifvszasdnnoineusilicmedauntouivilideTiavie dusunse
AnALReTIn Fessieumelu o Yu ningildsueygnniunsuteyandiun warlidsmeay
diudn melu @ Yudaun vl Wessnsnudussogvniideyaifiuningn

bl omshifissrasdnneviaieussilinafnuiouudlidedinsodusune
aneueTin Fesdimsauniely o Yu vimndildsueygnsunautoyafuadoun fail Wde
seuduszegmniideyaiiaiudn

oo omslifivszariislundminomaiinsoonainnsidenionsifeauanuds

Aotdsssnunely o Tu ndngnlasveuninsunsiuteyadunsusn el daseanudy
szggnnildoyaiiuFngn

©.en ITNIFINYIIUBEIWIIAIY
b.ane NIFNULUURNETEITETIgUNNTT UV SaUmAYeAudEsE TIay
Unenseaunanduaaunin  (httpy/thaihpve.fda.moph.go.th) snviu nsaissuulinseuldeu

wiotndes deruduenasindinguenlmiuarduaiunsideen neden dinauanenssunIs
9IMTHATY
bl N15518UIUY Tivinlunilsdelnefideya louwn asuussinutam nsusadiuainu
A9 uarTeaziBeniiiinades dinguenlmitazduaiunsidue nesen drinauanznIngeIms
Wazen
b TONANMITIBNULIUIANIETE FoaUsznauiedayanenation duleluil
(@) Toyafianmnsasvysnenanasinsle Wy sWaoraatias

WUUTMEUTENIAND98T 1599 518888 8AY0MUUANEITUNSEIE oA U190 NINSIDNNTIFEN 19PN a1 7 8.A.66 11 70


http://thaihpvc.fda.moph.go.th/

(o) o fildlun1sise

(o) 9 M5hifaUsEasAnde nadnshasduintinnuduiudiuen Fsanunsadueindy
mansaliiioussuaglimadnanieu

(@) unasfisnvesssnudinanls

(@ swalassnTensetelasinisive

(5) 1@vTMITIEBNL WU aviTssiitmuslaodaiuayunside

bad MINBNUATENTITeRfnsunTanissnm

Tidsoruildamesianssneveseraadns  nsandvldannsadamesianis
fhwwesenanasinssioty Idssenuidslddamesianssnuuasdsssnuiidamestanissnwm
yosoranasing lumends snviunsdiidinauanznssunsiiumsTiidasianssnuiud §ildsu
agﬁmmsﬁaaL?JmLwmﬁamﬁﬂmf‘ﬁ’uﬁwﬁmmﬂmzﬂﬁmmimmmazmmmimL%faﬁqﬂ

o, N13551891uANNYaANBYsEINTuasiian15398duga (Annual Safety Report and End of
Study Safety Report)
Anlasuaugelihvsedendunlunveianinaienside/ gnlesusugiandnefiiegng

LR

v a [

WaveTunzidousmsuen (wuu W.8.8) dusumsAnyidelunywd Indhnsuiaveulunisdiseds

(% = (% A o a v v (% o 4{' a v ‘;1
Auvasadeneliuevinn1side wassenuteyaniulasndeyseduasiileniidedugalag
FuTdeyansnlulszimanazinsUsena denguenlriuarduasunisideen nesen dinau
ANENITUNNTEIMTUae Tnedltamvunanadl

me MiTenulinsnunuwuiesy feeluil
0.0.0 Mﬁqﬁa%l,mmmﬂaamﬁasuaammaﬁﬂﬂﬂmamﬁ{ﬁ’aﬂizﬁﬂﬁaLﬁaéuqﬂmﬁf-ﬁ’a
melo $18ATUENIDINTTIINIUSEaIARINNTEA3181L59(Serious Adverse Drug Reaction)
dwiuonanainsusazsny
me.m M1319ETUTINIUTIBNUTINBINMT U sTasAaIneviini1eus(Serious Adverse
Drug Reaction) WgARUAANY (81715 wazn15Itladelse)
alo AMUUANITINENU LAZITNITINEU
n.lo. ﬁwmummﬂaamﬁaLﬁ'amﬁ%’aguqﬂ Fosreaumelu s ifeundsaniuiinngide
duan Wdenuduenasndinguelmitazduaiunisideen neswn didnaunnznssunis
RVREGELY
mlolo TEUMIIUandUsnl Fesmenunely o ifeu Yuaniuiidugadaves
ToyamuUasnsieUszdnyU (Annual Safety Data Cut-off Date) Tidesneauduenaisundanguen
Tsluagdaaiunsideen nesen dlnnuAuenITINITEIMLAZEN

WUUTMEUTENIAND98T 1599 518888 8ATDMUUANEINUNTEIE RN IUS TR IUNIINTBNNTINEN19AATN a1 7 @.A.66 w1 71



14
a v

nilsdasienuaulasaneuszantvsalian1sidedugn

TUD
589 Aunanulasasieveseraadasiulasimiideusedd/llensideduagn

Seu vhnihnguenlrivagduasunmsideen
ANFWIY @, TIUNTHENIDINTT IUAIUTEAIANYIVRAS 8L IF NS UD @A AT LAaLIe

o 13

b. A199ETUIININTIBNUTININTIITUTEAIAANEIB AT IBL T e NAUAIANY

MUV MURBW/USEN
Tugnuzdnlasvoygieli [ 1 dwdedudieniianside (Leal) [ ]udne1diege (n.e.8) dmsu

Y 9

= a v 6
nsAnwITelunywd

YIASINTINY
SMdlAsINTINY TFDACT no. (913))
f918M15 Wl o Nlasuoyyn fesialuil

G aviun.

.

Ieiusiunu warinssideyanulasasdeuarenueinislifisuszaidang1vesnsideninatd

[1 Y5310 w30 [ ] Wen5iduduan FeUsenaumedoyasenineiui
= o A

= =1 & oo w v o Y &
D9IUY] Javerwatkavaguusshunddgy Auihvesalull

a I's [ v & o 1
e. N15ATIZNAMNUABANY (iU Ussaunnulv)

SuRlAIUTILToaELAUN

LUUYMEUTENIAND98T 1599 T18a8B8ATamMUUANEINUNTHIS oL LS T0IUNIN T BNNSIeNAETn a3 7 @.A.66 W1 72



518N15KENIINIS5 bINIUSEaIAINENTRAS18LSITIAATUNUDIENENASILAAZSNE

(Line Listing of All Suspected Serious Adverse Drug Reactions)

F1963a771518971 (Reporting Period)

[ 1 UseanU (Annual)

[
a v

[ ] M339udugn (End of
Study)

Usznaume

ToyasEningiui

1N lINsUSTaIR NS89

FalAsan15738 (Protocol Name)

(Numbers of Reports) SHALATINITIFY (Protocol COAE NO oo, TFDA CT NO. oo, (83)
i wuneneds | Usswe | o1y | e | wwmeeiedu | TundwAe | Sudilasuen 91M15 ka7 HAGNG0ID g HaN1UATYia
RRGAGHGH (Case (Country) | (Age) | (Sex) | (Daily Dose) | @115 (Date of |  (Dates of Uszaaf(Adverse 91Eadns | wiCommen | Yayan1sinw
(Subject Reference Onset) Treatment) Reaction) (Patient’s ts) (Unblinding
Identification) No.) Outcome) Results)
wuueUsEnAnesen Bes swazdeatormuniitumsiviedeendunlusverandnsiien1sidenendin a1 7 4.0.66 i 73




M131eaTUTINIUTBNUTImEINIs IR TEaRINEia T eusenaUANANI (81113 wazn13ItadelsA)
(Aggregate Summary Tabulation of All Serious Adverse Drug Reactions)

72391879151897U (Reporting Period) %9lA39N19338 (Protocol Name)
[TUS8R1U (ANNUAL | UTENBURTE | s

POUATEMINTUT | oo
[IMFATYAUGARN (BN | oo T
of Study) N
SWIUOIMNITMITUSTARATINEAIU | T
(Numbers of Reports)_______________ FALATINTITY (Protocol Code NO...cuwwrrcmeerrrnerrersceeressnee TFDA CT NO. oo (&)

FIAUTIPULENAIUAIFNY (91713 wazn1TIHdulA) dSUNITIENIIAGTN (Number of reports by terms (signs, symptoms and diagnoses) for the

trial

SEUUI1NE/AIANNVB 981N hINS
Useaed
(Body system / ADR term)

g1911939¢ o 19119398 o g1lFI9e ... g1l 398 N g1aan g1nUnUan1ssnEn
(Study Drug «) (Study Drug ) (Study Drug ...) (Study Drug N) (Placebo) (Blinded)

CNS
Hallucinations*® 15) 15) 15) 15)
Confusion*®

cv

Sub-total
* Y97809 FH20e19Y890175LUNIUsE AR 9INEeITINT 1M

LUUTNEUTENANDB9EN 1599 T18asBuntamuuAngIfuNTEINSadee iU lus eI S ENSIeNeAaTin a1 7 @.A.66 Wt 74



WUUTMEUTENAND98T 1599 518888 8AY0MUUANEINUNSEIE A1 190 1NINSINDNNTINEN 19PN a1 7 8.A.66 w1 75



