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Abstract
Senior project title : Comparative Studies of Safety Regulation in Drug Life Cycle in Thailand and

Other Countries

Students’ name : Miss Chayanee Pinkeaw 5436522033
: Mister Wannatuch Keawpankan 5436570133
. Miss Wissuta Chanprasert 5436578233

Advisor/Co-advisor : Assistant Professor Puree Anantachoti, PhD.

Field/Department  : Social and Administrative Pharmacy

A comparative study aimed to compare safety regulations and standard document throughout
drug product life cycle among Thailand, Singapore, Japan, United States of America, Australia, United
Kingdom and European Union. Literature review was performed. Drug product life cycle was divided
into 4 parts; preclinical studies, clinical studies, drug approval and post- marketing surveillance.

Our findings indicated that in preclinical studies, toxicity testing in animals must follow Good
Laboratory Practice (GLP). Most countries adopted OECD Principles on GLP. USA and Japan had their
own GLP versions.

Good Clinical Practice (GCP), according to International Conference on Harmonization (ICH), was
used as a standard guidance for conducting clinical study. Prior to clinical trial initiation, sponsor or
authorized person must submit investigational new drug application for FDA approval. The application
must provide proof of safety evidence. During the trial, if serious adverse events were identified,
investigators must report to sponsor and ethic committee immediately then sponsor has to report to
regulatory authority within specified time frame. Fatal and life-threatening unexpected adverse drug
reaction must be reported within 7 days. Other serious and unexpected adverse drug reaction must
be reported within 15 days. “CIOMS-I1” is a standard form used to report ADEs in many countries.

When applying for new drug application, ICH Common Technical Document (CTD) was highly
accepted and used by many countries as a standard for drug dossier preparation. Thailand and
Singapore follow the ASEAN CTD. Safety information in CTD included but not limited to toxicity testing
and clinical trials safety data. Sponsor gather safety information and submit to regulatory authority for
approval.

In post marketing surveillance, sponsor has to report serious adverse events using CIOMS-| form
within 15 days. Japan allow longer window for reporting time frame, within 30 days. Not only health
professional, but also consumer could report adverse events. Sponsor had to carry out risk
assessment, then reported to regulatory authority through the periodic safety report. Thailand had
safety monitoring program (SMP) that will monitor safety of new drug for 2 years. Safety data of drug
in SMP list have to be send every 4 months.

This study shows that each country have corresponding safety regulation although in some

areas are different.
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Form 7
Clinical Trial Notification
Code of test . Date of mnitial Senal number of
Type of trial
substance notification notification
1. Company sponsored
2. Physician sponsored

Name and address of manufacturing site

or business office (sample supplier)

Ingredients and quantities
Manufacturing method

Intended indications/efficacy
Intended dosage and administration

Objectives
Planned number of subjects

Target diseases
Dosage and administration
Trnal period

Reasons for being onerous

Name and address of medical institution Name and title of investigator

Name and title of subinvestigator | Planned quantity of Planned number of Others (name. etc. of trial applicant in the
investigational drug subjects case of collaborative trial)

[EM JO SuIpnO

Names and titles of coordinating
investigator or physicians of the

coordinating committee

Names and titles of contractee
entrusted with trial conduct
(including duties related to
sponsoring) and management of

trial, and the scope of the duties

Remarks

As indicated above, we hereby submit notification of the clinical trial plan.
Date: / /

Address (head office in the case of a corporation)

Name (corporate name and representative name in the case of a corporation) seal

Independent Administrative Institution, Pharmaceuticals and Medical Devices Agency

Notes:

1. Use Japanese Industrial Standards A4 size paper.

2. In the case of import, enter the name of exporting country, name or corporate name of the manufacturer and trade name in exporting
country

3. If all description is not entered in a column, indicate “As stated in the accompanying document ( )™ in the column and attach separate
documents.

4. Indicate the name and phone/fax numbers of the person to contact and in charge of the notification in the Remarks column.

sUnm 9 uuunesuLdslATIN153d8 (Clinical Trial Protocol Notification) vesUszimadjiu (5)

[ v a /A = @
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
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Form 9
Changes in Clinical Trial Notification
Code of test . Date of initial Serial number
substance ype of trial notification of notification
1. Company sponsored
2. Physician sponsored
Code of test substance
Notification date
Serial number of notification
E Items Before changes After changes Date of changes Reasons for changes
E
v
=]
2
<)
B
%
Remarks

Date: /

Notes:

documents.

As indicated above, we hereby submit notification of changes in clinical trial.

Address (head office in the case of a corporation)
Name (corporate name and representative name in the case of a corporation) seal

1. Use Japanese Industrial Standards A4 size paper.
2. If all description is not entered in a column, indicate “As stated in the accompanying document ( )” in the column and attach separate

Independent Administrative Institution, Pharmaceuticals and Medical Devices Agency

3. Indicate the name and phone/fax numbers of the person to contact and in charge of the notification in the Remarks column.

sUAM 10 wuureiuudsmsivasunladasainsideludsemadg

Yu (5)

[ v a /A = [
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
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Form 11

Clinical Trial Termination Notification

Code of test
substance

Type of trial

Date of initial | Serial number of
notification

notification

1. Company sponsored
2. Physician sponsored

Code of test substance

Notification date

Serial number of notification

Termination date

Reasons for termination

Measures taken after termination

Status of Name Quantities of samples

individual medical supplied (received)

Quantities collected

Quantities used o destroyed

Number of subjects

mstitution

Remarks

Date: / /

Notes:

1. Use Japanese Industrial Standards A4 size paper.

documents.

As indicated above, we hereby submit notification of clinical trial termination.

Address (head office in the case of a corporation)

Independent Administrative Institution, Pharmaceuticals and Medical Devices Agency

Name (corporate name and representative name in the case of a corporation) seal

2. If all description is not entered in a column, indicate “As stated in the accompanying document ( )” in the column and attach separate

3. Indicate the name and phone/fax numbers of the person to contact and in charge of the notification in the Remarks column.

sUA 11 uuuresuudmeavinidenadintulssmagdu (5)

[ v a /A = [
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Form 13
Clinical Trial Completion Notification
Code of test T £ trial Date of initial Serial number of
substance ypeo notification notification

1. Company sponsored

2. Physician sponsored
Code of test substance
Notification date

Serial number of notification

Status of Name Quantl_t:les of sa_mples tities used Quantities collected Number of subjects
individual medical supplied (reccived) Quan, or destroyed

institution

Remarks

As indicated above, we hereby submit notification of clinical trial completion.

Date: / /

Address (head office in the case of a corporation)

Name (corporate name and representative name in the case of a corporation) seal

Independent Administrative Institution, Pharmaceuticals and Medical Devices Agency

Notes:

1. Use Japanese Industrial Standards A4 size paper.
2. If all description is not entered in a column, indicate “As stated in the accompanying document ( )™ in the column and attach separate
documents.

3. Indicate the name and phone/fax numbers of the person to contact and in charge of the notification in the Remarks column.

sUn M 12 wuuresuudsduanvihnmsidensadinludszmagu (5)

v o9
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unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
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Good clinical practice

The European Medicines Agency Wunthenununatsiunsassanuiulainfinisi
#13 Good Clinical Practice (GCP) lngniignuazyinausuiugnsivaeu GCP (GCP
inspectors) MnuihenuiAuuaR uETeUsEMAaINIniiug (MFeiFendn National
competent authority) Tun1svilAnAnunaundusasUsyanunuiuresianssuiiiieatu GCP
TusgAu European Economic Area (EEA)

yhonladldfinihiluniseysinisvesividemanddnlu European Economic Area

(EEA) nseusiiuuazduniifives National competent authority

g1udeya EudraCT uwagnsawmeideunisviiidentnddnluanainglsy

The European Medicines Agency AntnlunsiaIuD ﬂﬁqﬁﬂ‘m LazUIE AU UYDY

v

§1uveua EudraCT FeAeguteyaiildlng National competent authority lun1sUeudeyans

sl Y

o a

inITenendtinangativayunuideniediinuay Paediatric-Investigation-Plan (PIP)
dugesvastoyatasrhlidndsldtanginisamadounsiifonseatnluanam
glsv Famhenuazdanislugrusiunuresysamaandnluavamglsuuasdudrunives
EudraPharm flfagannsadndsdoyadal
- feSu1eves phase Il fa IV mavinidemsaddnluglng@eanuiihmsideeganelu
EEA
- fMeduisvesmsiidamenatnludinladnufiaanuiiinsiseeganeluanamelsy
wazmsIdeiidudumilsves PIP Gasanianuitidueguenanamelsusme
dHomuassviuresdeyaresnisasunatzgnuentilu European Commission Guideline

o

way Technical guidance A139 Taesiaus 21 nsngnay 2014 Wusiuluagddedsrulgliunis

[V

A LanINaYeINTIINTTITeneadtinlugiudeyas EudraCT

n9i3seniedindniunisaelulssmeausnanainglsy

nsiddeniedtnianiunisnslulssmeauenannnglsdusvetuneseuluannm

glsunpsniiiunismunannmsiiisuwinivundayeives Directive 2001/20/EC
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Joimuani1syimMATensadtinatulug (annimelsy) aty 536/2014

Tuduit 16 wwiu 2014 defvuansvihnAdenaeddnatulyel (@annmelsl) atu
536/2014 (Regulation EU No 536/2014 on clinical trials on medicinal products for human
use) gniuly lagenidn Directive 2001/20/EC Ineinatsduldnaus 16 Tguieu 2014 us

avthanldlaiEaninud 28 wweu 2016 (36)

NauN15URaUNNAYINNTIVENIARHEN

N139MI3N19AaTINAITLRYN18lANTNTIEB UMMM AR THALATUTITULALAITIL
lﬁ%mgzymﬁlﬁulﬂmm Regulation EU No 536/2014 on clinical trials on medicinal products
for human use NMIATINABUNATEETINAITIEALTUNSIAY ethics committee Tdulun
nvisnevesUsEnAaIInieItes n1snsavaeulag ethics committee 91a5wegly Part |
yosmenumsUssiiuiililunisveounnlunsividensaddndefinanilu Article 6 v
Regulation EU No 536/2014 waglu Part Il maammmmaﬂs&ﬁuﬁuﬂ Fafinanilu Article 7
289 Regulation EU No 536/2014 snuanuivianzauvesvadusasUssmaiiieido usas
UssnaaunBnmssziiliiulaihsawastuneudmsunisasisaeulag ethics committees
ﬁ’uﬂ] diufusseznauaziuneuditmunly Reeulation EU No 536/2014 lunsuszifiunisve

AU INNSYINITENeAALn

N3Y08UYIAN5YNIT8N19AGTN

- Tumsiegldsueygm rgﬂﬁnuﬂ15"3é’smmz?jmaﬂaﬁmwaaymﬂmﬁgﬂﬂmmlﬂé’aﬂizmvﬁ
auAnfiusyasdsiiume Portal finamdslu Article 80 was Regulation EU No 536/2014
fmuademsaziauevisulsmaandnlugiundu Ussnaandndldseau
(Reporting Member State) 81UsywaaunTndue dosnadulsemeaudnildseny
wiodleUsswaaudnfildseruiiauslulddosnisiu Ussmeaun@niildsenuansd
nsudu EU portal Tudussimaiiiendesiomnlsiiy 3 Sundsanniinistuenans
yooygn Insdilsemaiifsrdeafisssmaieysrasdanfulssimaaundnild
srenuntensIsensmadnsiunisaslulsemeandnUsumaien Usenatunisas
Dulssmeandniildseany wranldiiusemaaundndszmalnugosnisasdudssme
andnildmenuaerseivssmaaununnnimilslssmagesnadudssmeanndni
57891y fadunsiden Ussineaandnildsenuandulunmudennasmessma

aunTnnedadlngAtafamwuzdninanfelu Point C 989 Article 85(2) Tu
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Regulation EU No 536/2014 ilsifitennaslumyjuszmaandniiieidos aglduszine

anTnildsenuiaueluuds
UsgmaandnildmenumsasudaliuidonasUssmamndniiieadesdug

Fnudulsemeaundniildsenuriums EU portal nelu 6 Suanfuiibuenaisue

o0 aw a

81%@’]6]1/]’]’;7\]81/]10?]61}7

- leasiasvesimsidensnddnuuy low-intervention nansnusionildlunsidelalls
Tnudeulsnsveounetunsfeuudldifiodundngrunaraduayuminguns
InenmansinfanindiisafuanudasafouazUssansnmvomansiae glvuise
msaziauenislulssmaandniiferdeadulssmaandnildsenuy

- anelu 10 YundsanduenansveeyaavinideUsemasndniliseaumsazasiaaou
nn3veayy InkarkIlU NI Ter1une EU portal 31

a) NMsIdemeeaiinivesysnnnagneldveuiumues Regulation EU
No 536/2014 vi3elal
b) JenaNINITVRUYINANYTAINY Annex | U89 Regulation EU No
536/2014 vielal
TngusznamnBnenaazioanslud Ussmaandnildsenuisfudefionsan

MgItuANUgnABIveINIsYeRInAElY 7 Tuainiunguresyy e

[y

- Weuseweaundniildseuliwdelivuidenigly 10 Ju myidenguvesynnazion
agneliveulunvaiRegulation EU No 536/2014 uaglvitiednienansnisvesyaie

GHOTEITEY

'
= 1 1

- udtmuInenansnsvesugnliasulunIa M vesun kit nelaveunves
Regulation EU No 536/2014 msazuddlsifliiyuideriuma EU portal uagdanan 10
Tlvdlvinuideneundunisvesygynvsevinlvilenasauysadiiunie EU portal

Uszimaandnildmenunisazudeineunduludalvivuisuanelu 5 fu

A [

snnlddnoundunserinliionansauysal uifUsemaandnildsonuliudel
yddeanelu 5 Yu msdeiiduresygnaziioinegneliveuivaves Regulation EU
No 536/2014 waglvitiainenansnsvesyginauysaiuad uiaglvmnuidelinaundu
yiievlenasveounwauysainnely 10 u msveoyywaziehAugaadumn

UsenANNeIv99
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31891UN15UsEE (Assessment report) AsauAgslugdIuYad Part |

- dsmeaundnildnenuesasdssfiunsverinsisemeedinluussdiusellil
1. mAdevmanainiduiuy Low-intervention mufiglsmuisesnamiel
2. ulumu Chapter V w1 Regulation EU No 536/2014 lughusieluil
a. quismamsdnuuazdsyleninsansisuguiidesinnsandwiolud
i dnwazuazanufifetunandusionildlumside
i. MeITenedinifetes udinguuesiidrimmAdedusuuves
nauUszrnsiagldsunssnemiela dli Wesuieuaslivealyi
donAaBsiu Point (Y) Ues Paragraph 17 Tu Annex | 989 Regulation
EU No 536/2014; anuimainegmansiutagdu; msidenienadn
Ipsumuusihvienvualagnirsnumiuluanugualunisusediuiay
auamms%umﬁauwémﬁmeﬁm; warlunsanvedy eradeslszidu
ALug1PUEnTESUIIN Paediatric Committee on a Paediatric
Investigation Plan #1d Regulation (EC) No 1901/2006 of the
European Parliament and of the Council
il Anidedenarmuyuvesdeyadildainnsidemedin Tnefiansan
INIBNNEDH N1T9NLUUNITITENNAGTNLALITNITIVY TINDIVUIN
NANAIBEIAENTAY FIUTEULTIEY LazqneR
b. eandvaazanulilazainveiinsinniside Tnefarsanandssineg vl
asoluil
i dnwazuazanufifeiunandusionildlunsidoussnan fusiadudue
i, Anwazvewhnliivieuifisunsinvimeaddnund
iil. niRAUaendy TanEansnsanamdss MsEhseTs nsTeay
ANUUADANELATUNUAUUABANE
iv. AudssiedidnsmAseniinanteulvnensumnddaansusinld
lumsideasgnasiaaey
c. UitRnudermuaiifendestunsndawasnmsindiveadnsausienildlunsg
Weuaznansuinasudug Ffidmualilu Chapter IX v89 Regulation (EC) No
1901/2006
d. UftRndeimuanisinaandaiidivualilu Chapter X w84 Regulation EU
No 536/2014

ator's brachure

ey ANEY ifﬁLLazﬂD[’lmﬁque“U@ﬂ lavest
FYUWUFN IHUTMT uaaafaya9ina (CUIR)
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- Ussmeandndildnenumsasi@ounsnunsssiiu fuidesUssidunuiinanou
sthilasagsaueglu Part | ve931891uN1TUTETY
- swerumsdssduaseed 1 ludeagUdeliinadesiudusingg lu Part | vass1e9n
nsUseLilu
a. madilunsveinsidenseadnduiisensulupmewestermusilu

Regulation EU No 536/2014
b. mamudumsveamAdenediniuiyeuiulugumewesterimualy

Regulation EU No 536/2014 wipnafinmsufjoanmidoulviiionzinnzasdanis

wspyegaamnszadiumsaglil
. msffunsveinsideneadnlifuieusulugimewesdedmualy

Regulation EU No 536/2014
d. Usemaan@ndildseaumsazds Part | atugavhevosmenumsussidusiy

¥4 EU portal @e5anfamsaguludaliiuidonasussmaanndndug MAeides

aelu 45 SundsanTuiinsivaeunnugndies (Validation date) (@aazi3onin

Jufisre9u; Reporting date) wazanunsaveneszazaeaniulddn 50 Ju

dufumsideiidnisinundugaiendndusioilliideviofeuinmni

ATy

- dwisumsieneedinflashlussmamndnunnndt 1 Ussne dunounisussidiuay
WUl 3 99 fie
a. Pr5unsUszidu (nitial assessment phase ) Faazsndunslaeyszmaaudn
fldeanumelu 26 Yu nfuiinsvasumnugnies
b. ¥9n1sUszaIuN1INTIAdeU (Coordinated review phase) Aliunisnelu 12

Fumdaanuilautradunsuseiiiu (nitial assessment phase) Tagagsamn

UsznaasnBnilAgades
c. ¥1M1553U53 (Consolidation phase) Aiflun1sineUszmneayndniildsneau

elu 7 TunasaInautiensuseaIun1snIvaey (Coordinated review

phase)

TugaasunsUseifiu (nitial assessment phase)Uizmmam%ﬂﬁﬁiwqmms%
W3V Part | Y0951891unsUsElulasyulsulUdsemaaungnyn
UssnaiAeaded

TugaansuszaunIInsIvaeu (Coordinated review phase) UsgnAaungnyn

UsgimaNendaemsasiiunT9aaun1sveriinsiTeneaddnlaglinuguainii
o 1 9 v I a saq ¥ A o
unAndeuazuiudoyaniufuvesInssnuiSyaninusnlduimsTuadulyagma (CUIR)
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84 Part | ToserunsUssliuiarasasutsudefndiulag Adesuniseer
mﬁ%’amaﬂéﬁﬂﬁuﬂ

Tu?23n1559059% (Consolidation phase) Usemaasndniildsenuaisas
fsanderndiuressanaaundnfiiedesdunfioasyiinisau Part | vessee
mMsUszdunarmstuiindnmsisedanisdedndiusiag W Ussnraundniild
FIBUMITIZAPart | YaeTIenunsUssiukuvanyeludaliunsidenas
UssinmanBniaueiiieadosnely 45 ’j’wé’amﬂ’j’uﬁmwaaummgﬂﬁaq
(Validation date) (@saz3uninfufistea; Reporting date) Laza1L150vee
szornaneeniuldtn 50 Tudmumaideitnistnudugeendndasionilliide

A oA = v v a
/PR LW@UiﬂUWﬂUNLSUEDGUWQJ/

Y

- A TunTIdeuANgNFed (Validation date) warTuinsneeu (Reporting date) Hue

Usgimaildseauitdunanunsaiteniowwedayatiumuanglimunmsideiie

'
o a

noUszasAlumslasunarasivaeudeyaliiudy axviliussinanldsgauaunsaiy

[

svoznanlUliBnlsiAu 31 Fu @ nduiifegudn 45 1) flimunsidunisdsteya
WanAndigniesvenelunaiiimuslugssmamndniildseaudsliosiu 12 fu
Nnfuditimsiesve ndsnldsudeyaianin Ussmaaundniiieadesnsazidhsiums
pyvaeutoyaiiniduingg Ademanlagglvivunidesmiunenunsveriidems
AatinAuady

fliunsidelidavmdeyaiifuigniesveneglunaiidivun msvesinide
ysndinfohiduaslunnUssmaiiieitos nedoyaiufuiomeannsaddlég EU

portal

31891UN15UsEAI (Assessment report) AsauAAulUAIUYa Part |l

- wiagdsummsindniiiendosmsazdseifiunmsvevhnsidensaddniiieUssineaves
nutes Faviteseluil

a. UfuRAmuderimueues Informed consent ifwuslu Chapter V 484
Regulation EU No 536/2014

b. UjiRnudennasvesnslimmeuunuraznseneuniidnsiunsidonud
fiviualy Chapter V 984 Regulation EU No 536/2014 wagh3de

c. UjtRnudonnaswesmsassmiitrsiunsidenmdiimualy Chapter V o9
Regulation EU No 536/2014

o d,, Yyau@ay Directive 95/46/EC . a0 - .
unfngoLazuiud yanuumuved lnssnuilsyaninusnlvusmsluaaalyaigina (CUIR)
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e. UjURnu Article 49 Y83 Regulation EU No 536/2014
f.  U{uReu Article 50 v@4 Regulation EU No 536/2014
g UURmu Article 76u84 Regulation EU No 536/2014

a wa

h. UfRnungsudeuilddifudmiumaiu mafuinvuaylilueuanues

M08 NTINNVBIFNTINNTINY

mMsUszidiumuridosineg dfinandrsiuazedlu Part Il vasmeaunsUsii
uiazUsymAaBniiiedesnisesyseiliunaras Part Il vaas1enunsUsEIlY
sfsduasy iwdadunielu 45 furnuiinnaaeuaugndes (validation date)
KU EU portal lUSsilvivuids uwiavUssimmaundniifeidoseranziosetoya
duduanglsimadeniglunaiisinusdeuniiviniy e tnguszasdlunslésy
uazaTaaouteyariudy v lissmanldnenuannsafiuszeznanlulddnlsl
A 31 Ju fliunsidemsdedeyaiuninigniesvenielunadimmuslag
Useimaan@nildmonuddicmgiu 12 fuanfuiiimsiesse ndmnnliiudeya
WanAnud Ussmaandniifeitosmsasusadiuliaonely 19 fu

fgliunsidelidandeyaiifuiigniesveneglunariidivun msvesiiide
ysndinfohduaalunndssmaiiieatos Inedoyafiufuiommannanddldms

EU portal

n1sepdulaaygInnsinideneedtn

- uazUssmaanIniieadesnsasudsludelvivuideriuma EU portal :1msidem
raTinlEsuMIewTAvield TuoyRuuiitouly violdfuuias maudstunisagyiilaed
mssnaulafissegradiiennielu 5 uaniuiisiesu (Reporting date) weaniu
anvheveansUszidiufina1dlu Article 7 984 Regulation EU No 536/2014

- dlemsagivesUssmaanInilisenunuiing1dlu Part | veansaunsUsEiiui
pausuninisemenainiuiesensulagliuftRmudoulaiianziagas msaguias

foidunsasUvesssmaandniifedeslneyssmaandniiiedesarhidiuse i

foazlrosspmaaundnifliseniluidessludvintu
a. Weansofinsanldimadisulunmsidenmnainagiliitnsumside

iumsinuniidnimsinsaadnimlvlulssmaandniiisades
b. MsaziianguanevesAnuiing 7lu Article 90 484 Regulation EU No

536/2014
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c. Wefinsanizesfefiueuasniouazaniniiedevesteyauazaumudids
119113 Paragraph 5 %39 8 U84 Article 6 U949 Regulation EU No 536/2014
- emsaguvesUssmaandndildseaunaiing1dlu Part | vesmeaumsUsziiu
pousunmsIsemendiniviesensulaeliuftimudoulviiameaizas Ussne
aundniiiieatosmsagsamnisindulaasulu Part Il vosmenumsUszidiu
- UszmAandnilfedesmsasfasnmaimsidenseddndliiiuseiuaguly
enumsUszniulu Part | uazUssmaaBnilAsdesnsdalinisiugnssalnns
Ufaseanan
- emsaguvesUssmaasndniilissaunaiing1dlu Part | vessenumsusziiuin sl

gousuN1sYINenemdtninisasuiaziodunmsaguvesUssmaaundniieito

9

'
IS = o

- evsemeanndniifntesivfafoulusslinadeimansdndulaluszesnand

Amun waaguves Part | vassenunisUssdivariedunanisdndulavesuszmaaunn
fAgdeslunsvesygimihmsifenenain

- UszmAandniiAedeshinsazfeswedeyauiufiluidesiie Aszylu Part | vaq

enuMUsziunglvinuidendainiuiiseny (Reporting date)

v o %

- Yuiudadiou (Notification date) msazidutuiilimdnaulaludsdliuidodsiseyls
vioiglvuidslildfunisudadeulifoiniugavineves 5 Fuaniuiiseny
(Reporting date) M%aﬁ]’mfuqmﬁwmaqmiﬂimﬁuﬁﬂmﬂu Article 7 ¥4 Regulation
EU No 536/2014 ufuiludaiiou

- flifadaRetuluniteneeatnlulsamaandniiieatesnelu 2 Yanfufiuds
{ou (Notification date) mM3ousiasieauanadlulssmaaundnfiisfosentiulinng
ousifinisrongfounanuieseslsnuidemudunaulu Chapter Il va9

Regulation EU No 536/2014

ANSNBUR

[y [

A LiWIdee1avznoumsese Ly 1N sTITeneaatnlannaaunsENYiun ey
(Reporting date) Tunsaivds nsasusiagdosiluisazUssnaaundniliieates manaluns

0OUFMIUATTITADAITNIUNI EU portal
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= a a o

N5 NIUIENARINTN N N111N13398 (Subsequent addition of a Member State
concerned)

- edlipuideusrasdazifiunseyiinisihmsidenseadnluussmaandndug
\ianLfsl (additional Member State concerned) {l¥uidunsazdsenansnisue
mgigmlﬂé’qﬂimmﬁ?w] HIUNIS EU portal Laﬂmimssuaaigzymma%a'qﬁ@iaLﬁa
mevdsiundasiou (Notification date) Tuniseyiiindausn

— Uizmﬂam%ﬂﬁ%’iﬂamumsr‘ﬂuﬂizmmamﬁ’u%gumaumisuaayﬁaﬂ%u’miﬂ

- UszmrandniAsdesiiiiaudsmsazudslugedliAdosinma EU portal anelu
52 funnfuiidaenarsmsvesynuisansdaduduegisls

- lemsaglvesUssmamnIniilisenunuiing1dlu Part | veasaunsUsEIiud
gawusuniniseenainiuieseusulagliufcRmudoulaiianznavasnisagiay
fodunsasuvessemamndniifeadosiiiundian TngUsemaaundniiieadosiiia
dhanaglsidiudreiudeasiressamaanndnifldsenluideseludvindu

d. Weamnsofinsanldinmadisulunmsidemanainagiligitnsumside
iunmsinuniidnimssnwaadnimlvlulssmaandniiisades

e. mIazidanguinevesrAnuiina1dlu Article 90 vo9 Regulation EU No
536/2014

£ efinnsaniFeafsiunudasafouazmiuindefiovedoyauaranumuiids
11M1% Paragraph 5 38 8 983 Article 6 U89 Regulation EU No 536/2014
doussmaaudniiisndranlifiusedunaasunuiing1oun Amsazdoans
aulimiuiesiuiusazidenveunauaniung EU portal TUgs the
Commission Uﬁzmmam%ﬂﬁgwmuawﬁﬁnﬁ%’s

- é’?ﬂLwii’uﬁdﬂLaﬂmsmwam@ﬂmuﬁq 5 furoudeiunuamunfuiiuszineaudng
Rendosifisdnanmsezudsludsdlviuide (nelu 52 fuaniuiidaenaisnsve
ouqn) Uszmaandniiiiudhanasezdoasludsemaandniilisenuiaz sz
andnduq MAsteuifuteinnsannsvesyyinkiiums EU portal

- é’?ﬂLwii’uﬁdﬂLaﬂmsmwam@ﬂmuﬁq 5 furoufeiunuarmunfuiiuszineaaudng
Redesiiiandanmsazudsludedlinide (melu 52 Suanfufidaenansnisve
o) SuAlssmeaildssnuriniufianmsodoniomedoyafiudunngliunside
e Inguszasdlunsiiiuuasnsaaeudeyaifisiiu azhlsiussmanldseauanss
WnszaznanluldBnliAy 31 Yu @nfuifoguda 52 Fu) fliunsidensdideya

o . bNLLA ﬁ%ﬂ%aw@ﬂaalun?wﬁﬁmuﬂﬂﬂwwmm\i@fﬁ%’ﬁmmd laiAsiAu 12 Juain
unaageaz i TbYaR U UALYDI 1T AT YANURUEN INDTN3 lunadlgy19ma (CUIR)
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E3 Reasons for the substantial amendment:
E.3.1 Changes in safety or integrity of trial subjects vesOno O
E.3.2 Changes in interpretation of scientific documents/value of the trial vesOno O
E.3.3 Changes in quality of IMP(s) vesdno O
E.3.4 Changes in conduct or management of the trial vesOno O
E.3.5 Change or addition of principal investigator(s), co-ordinating investigator vesOno O
E.3.6 Change/addition of site(s) vesOno O
E3.7 Other change ves O no O
E.3.7.1 If ves, specify:
E.3.8  Other case ves O no O
E.3.8.1 If ves, specify
E4 Information on temporary halt of trial®
E4.1 Date of temporary halt (YYYY/MM/DD)
E.42 Recruitment has been stopped yes Ono O
E4.3 Treatment has been stopped yes Ono O
E4.4 Number of patients still receiving treatment at time of the temporary halt in the MS concerned
by the amendment ()

E4.5 Briefly describe (free text):

o Justification for a temporary halt of the trial

o The proposed management of patients receiving treatment at time of the halt (free rext).

The consequences of the temporary halt for the evaluation of the results and for overall risk benefit assessment

of the investigational medicinal product (free text).

F DESCRIPTION OF EACH SUBSTANTIAL AMENDMENT?® (free text):

Previous and new wording in New wording Comments/explanation/reasons
track change modus for substantial amendment

G CHANGE OF CLINICAL TRIAL SITE(S)INVESTIGATOR(S) IN THE MEMBER STATE
CONCERNED BY THIS AMENDMENT

G.1 Type of change

G.1.1 Addition of a new site

G.1.1.1 Principal investigator (provide details below)
G.1.1.1.1  Given name

G.1.1.1.2  Middle name (if applicable)

G.1.1.1.3  Family name

G.1.1.1.4  Qualifications (MD........)

G.1.1.1.5  Professional address

G.1.2 Removal of an existing site

G.1.2.1 Principal investigator (provide details below)
G.1.2.1.1 Given name

G.1.2.1.2 Middle name (if applicable)

G.1.2.1.3 Family name

G.1.2.14  Qualifications (MD........)
1.5 Professional address

G.1.3 Change of co-ordinating investigator (provide details below of the new coordinating investigator)
G.1.3.1 Given name

G.1.3.2 Middle name

G.1.3.3 Famuly name

8 Cf. Section 3.10. of the detailed guidance CT-1.
Cf. Section 3.7.c. of the detailed guidance CT-1. The sponsor may submuit this documentation on a separate sheet.

5Un W 18 Notification of amendment form 3 ¥a3ans1¥1UIINT (41)
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G.1.3.4 Qualification (MD..........)

G.1.3.5 Professional address

G.1.3.6 Indicate the name of the previous co-ordinating investigator:

G.1.4 Change of principal investigator at an existing site (provide details below of the new principal
investigator)

G.1.4.1 Given name

G.1.4.2 Middle name

G.1.4.3 Family name

G.1.4.4 Qualifications (MD........)

G.1.4.5 Professional address

G.1.4.6 Indicate the name of the previous prineipal investigator:

H CHANGE OF INSTRUCTIONS TO CAFOR FEEDBACK TO SPONSOR

H.1 Change of e-mail contact for feedback on application*

H.2 Change to request to receive an .xml copy of CTA data O ves Ono
H.2.1 Do youwant a .xml file copy of the CTA form data saved on EudraCT? O ves Ono
H.2.1.1 If yes provide the e-mail address(es) to which it should be sent (up to 5 addresses):

H2.2 Do you want to receive this via password protected link(s)'? O yes Ono
If you answer no to question H.2.2 the .xml file will be transmitted by less secure e-mail link(s)
H.2.3 Do you want to stop messages to an email for which they were previously requested? O ves Ono

H.2.3.1 If yes provide the e-mail address(es) to which feedback should no longer be sent:

(*This will only come into effect from the time at which the request is processed in EudraCT).

I LIST OF THE DOCUMENTS APPENDED TO THE NOTIFICATION FORM (cf. Section 3.7 of
detailed guidance CT-1)

Please submit only relevant documents and/or when applicable make clear references to the ones already
submitted. Make clear references to any changes of separate pages and submit old and new texts. Tick the

appropriate box(es).

L1 Cover letter O

1.2 Extract from the amended document in accordance with Section 3.7.c. of detailed guidance CT-1 (if not
contained in Part F of this form) O

L3 Entire new version of the document™ O

I.4 Supporting information O

I.5 Revised .xml file and copy of initial application form with amended data highlighted O
1.6 Comments on any novel aspect of the amendment if any :

J SIGNATURE OF THE APPLICANT IN THE MEMBER STATE

J1 I hereby confirm that/ confirm on behalf of the sponsor that (delete which is not applicable)
¢ The above information given on this request is correct:

e The trial will be conducted according to the protocol. national regulation and the principles of good
clinical practice: and

e It s reasonable for the proposed amendment to be undertaken.

J.2 APPLICANT OF THE REQUEST FOR THE COMPETENT AUTHORITY(as stated in section
D.1):0

This requires a EudraLink account. (See https://eudract.ema.europa.ew/ for details)

Cf. Section 3.7 c. of the detailed guidance CT-1.

gﬂm‘w 19 Notification of amendment form 4 YB9@RSIVOI1UITNT (41)
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Declaration of the End of Trial Form (cf. Section 4.2.1 of the Detailed guidance on the request
to the competent authorities for authorisation of a clinical trial on a medicinal product for
human use, the notification of substantial amendments and the declaration of the end of the

f.f‘f{HI)

TO THE COMPETENT AUTHORITY AND THE ETHICS COMMITTEE

NOTIFICATION OF THE END OF A CLINICAL TRIAL OF A MEDICINE FOR HUMAN USE

For official use

Date of receipt : Competent authority registration number :
Ethics committee registration number:

To be filled in by the applicant
A MEMBER STATE IN WHICH THE DECLARATION IS BEING MADE :

B TRIAL IDENTIFICATION

B.1 EudraCT number : (..)
B.2 Sponsor’s protocol code number: (.2)
B.3 Full title of the trial :
C APPLICANT IDENTIFICATION (please tick the appropriate box)
C.1 DECLARATION FOR THE COMPETENT AUTHORITY O
C.1.1 Sponsor O
C.1.2  Legal representative of the sponsor O
C.1.3  Person or organisation authorised by the sponsor to make the application. O
C.1.4 Complete below:
C.1.4.1 Organisation :
C.1.4.2 Name of person to contact :
C.1.4.3 Address:
C.1.4.4 Telephone number :
C.1.4.5 Fax number :
C.1.4.6 E-mail
C.2 DECLARATION FOR THE ETHICS COMMITTEE O
C.2.1 Sponsor O
C.2.2 Legal representative of the sponsor O
C.2.3 Person or organisation authorised by the sponsor to make the application. O
C.2.4 Investigator in charge of the application if applicable™
e Co-ordinating investigator (for multicentre trial): O
*  Principal investigator (for single centre trial): O
C.2.5 Complete below :
C.2.5.1 Organisation:
C.2.5.2 Name :
C.2.5.3 Address:
C.2.5.4 Telephone number :
C.2.5.5 Fax number :
C.2.5.6 E-mail :
D END OF TRIAL
D.1 Date of the end of the complete trial in all countries concerned by the trial?
D.I.1 (YYYYMMDD):
[D.2 Is it an early termination?’ yvesOd no O

0OJ, C82,30.3.2010, p. 1; hereinafter referred to as 'detailed guidance CT-1".
According to national legislation.
Cf. Section 4.2. of the detailed gmdance CT-1.

g“dm‘w 20 End-of-trial declaration form 1 989a@%s19¥81841905 (41)
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2.1 If yes, give date (YYYY/MM/DD):
2 Briefly describe in an annex (free text):

assessment of the mvestigational medicinal product.

E SIGNATURE OF THE APPLICANT IN THE MEMBER STATE

E.1 I hereby confirm that/confirm on behalf of the sponsor that (delete which is not applicable):
® The above information given on this declaration is correct; and
e That the clinical trial summary report will be submitted within the applicable deadlines in
accordance with the applicable guidance by the Commission.*

E. APPLICANT TO THE COMPETENT AUTHORITY (as stated in C.1) O
E.2.1 Date:

E.2.2  Signature :

E.2.3 Print name:

E.3 APPLICANT TO THE ETHICS COMMITTEE (as statedin C.2) : O
E.3.1 Date:

E.3.2 Signature :

E.3.3 Print name:

Section 4.3. of the detailed gmidance CT-1.

gﬂﬁ End-of-trial declaration form 2 va9d#s1901419n0s (41)
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9esu end-of-trial declaration AsiuanslusuuazaTUIBANMATDINITNYANITNARDS
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&4 Information Processing Unit
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T4Masu end of a clinical trial declaration A&y 90 JUNEIIINNNITNAADAATINUAI
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MHRA visildeyaifgiiunisveaesliaunsaiudeuwdadlasn ¥8sanit MHRA 163U end of a

clinical trial declaration a7
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naadluds EudraCTuan Inediwadediudin ‘End of trial : result-related information:

EudraCT XXXX-XXXXXX-XX" (41)
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Realus

s ITeneadtinlulssmedenlusazgnatunulag The Medicines Act 1975 uay
The Medicines (Clinical Trials) (Amendment) Regulations 1998 uanani Aoslin1suURaY
The Singapore Guideline for Good Clinical Practice (GCP) 8n¢e (42)

nel@ The Medicines Act uag Medicines (Clinical Trials) Regulations -The Health
Sciences Authority (HSA ) agvihmthiimuaumsinmsitenseainlulsemagsalud lng
Zendedlitinitendniaginnisidenendindesldfunsoudfonisdureniosssuuay
sufyungmnenouaziinaizunsidy msoysfRedusssuarléiuan Hospital's Institutional
Review Board (IRB) daunsagléisumsaysialudiussifioungmneain HSA Hu uidndesdam
véngiiitesnefiazuansit eviilflunisideiianuvasndeisonsulduaznsesnuuunis
Jansmaidvaslinisundesgidnsiunsiduetamngan nstasunseudiiniunguuneazey
TusUuuures Clinical Trial Certificate (CTC)

éfuwimamu 2006 MsBudesansaduluil The HSA uay The respective
Institutional Review Board/ Domain Specific Review Board lansaueiu mﬂéﬁuauﬁmuﬁ?u
sufsungmneasdudasdliiendestunslésueyiinisasosss Taedduve CTC Aol
msfedaumssduuisnanelulssmauazdifunsideninseyihmieutunansuidaglden
warlassnsifeiierduliue CTC oy Taon1sBure CTC lusuuuudidnnsefing
anansayiviiu prismehsa Inemsduvelugunuuienansazyiiidewleiausaviviuoouladls
(42, 43)

sUMUULENaNSNN5P8 CTC awnsaniudluantaain www.hsa.gov.sg Inentelu Section

8 agszylenansisiosdusuilufeliun

1) 18naIN150YIRN IRB/EC

2) LenansisMsideneaatn (Protocol) mufiszylilu Section 6 v89 The
Singapore Guideline for GCP

3) sUsuulsutayaUlguaznsiinugugeuvesgUle (Patient Information
Sheet & Informed Consent Form) mu‘ﬁl‘iz‘qlﬁu Section 4.8 984 The
Singapore Guideline for GCP La¢ Regulations 11 Wag 13 983 The Medicines
(Clinical Trials) (Amendment) Regulations 1998

4) Fupoumsihenanasasidnsiunsise (Subject Recruitment Procedures)

5) UseiAkasNanuueainddevnan (Local Trial Centre’s Principal Investigator’s
cv)
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7) Tususes GMP vosfiuan (idndudmiveiitunadoutu HSA wé)

8) lufusesmsiiasizianguan (Certificate of Analysis) dmiuenitldlunisne
sudsUseudisuLay Placebo Tunsdifildanunsadanilususes GMP 18 us
dlugaeiisure CTC liaunsadanilususesmsinseils Wndndusiodnmle
La?

9) Laﬂmi@jﬁaﬁp ¢ (Investigator’s Brochure) muﬁiqu”ﬂu Section 7 984 The

Singapore Guideline for GCP

n58uveen Clinical trial test materials (CTM)

A3t Clinical trial test materials (CTM) dussinafenlusnaslaiunseusd@an
The Health Sciences Authority Ingld CTM form &agulaeglinunisidesiuluiunisiue

CTC Inensiuve CTM @wnsavintuguuuudiannsedindanunsavininu prismehsa (44)

nstluveseeny Clinical trial certificate (CTC)

Clinical Trial Certificate #o1g 2 U sideldaunelu 2 Yvesiununeny Jlvinuide
AITTEWTEERRaTY CTC Uagdisgauaniuenvenieatdnnewiuuneigves CTC 3
wou tnen1stiuve sieoy Clinical trial certificate (CTC) anunsavilluguuuudiannsetind

a1119091H U prism@hsa (45)
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- omshifisUssasranefildanfninneu (Unexpected Adverse Drug Reaction)
winefivenshifiasrasrdanuaeiennusuustlidulunudoyanindneii
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Trial Branch
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1) onmshifaUszasredindunsedadiinnsedusunsennausedin wuulipiau
Aoudaziindu (Fatal or Life-Threatening Unexpected ADRs)
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Alvnunside lddndudesserielifiveyansudiunouazudenisiilunddaluds
HSA nsudasiuiinenvientuludn Serious Breaches Form wagdailodivaya
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n15uUssyinsivesenldlun1s3feluanuinisde (nvestigational Product Re-packaging on Site)

N15UsT9lveenldlun1siduenaasyinneuendId UILANUALAINANLATT 1Y
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N139UN15398
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a) F18UANIULNITILNAFTEN (The Clinical Trial Status Report) Faunfdeeseay
HSA W 6 Weuriuusinfinsseydusgiedulu cTc

b) T8/ \Fesde/Asianigavinensidenisadiin (The Final Clinical Study

Report/Synopsis/Publication)
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AN974 34 §1uauAseen Clinical Trial Certificate (CTC) dausit) 2006 851 2014 vpaUszime

aalus (52)

PHASE | 2006 2007 2008 2009 2010 2011 2012 2013 2014
| 48 a7 54 54 55 67 57 43 56
Il 35 45 61 61 46 64 51 55 70
Il 116 135 140 108 95 92 99 149 111
\% 18 26 31 39 38 42 43 50 43

?:]J’QWJG] 217 253 286 262 234 265 250 297 280
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information and information complementary to the summaries of scientific
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a) Covering letter
b) Application form (Part 1 - CTX APPLICATION) (3Uf 24 - 28 )
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2) dwdl 2 anfefuenansiueadl 1ndunssy wariAnen (Chemical, Pharmaceutical
and Biological Documentation)

3) gl 3 anfeatuenansiunduineuazfiwinen (Pharmaco-Toxicological
Documentation)

a) @ 4 Aenfuenansiuaadn (Clinical Documentation)
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(Documentation of fatal or life threatening adverse events) L‘ﬂmwmumq}mimﬂlﬁ
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Organizations of Medicine Sciences) aglddmiunsnenumnnsallifisUszasdi
ArtuusnUsznAsaainsids
6) duil 6 TouaagUdmiuanznssunsinnsanatossnilumsideluuysd (Summary
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a) Summary statement
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o) YeyaasuveuenasiuAll WAYNITU warTIIN(Chemical, Pharmaceutical
and Biological documentation)
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gl 1 deyansuimsdnnisuasdeyaiasudayaasuminenaans
(Administrative information and information complementary to the

summaries of scientific information)

duil 2 NaNTINULALl LOFYNTTU LAz TIINeN
nansnauluds (Chemical, Pharmaceutical and Biological Documentation)

TGA \fiaveayilf — ——— —
dudl 3 lenansinundyineuariivie

NTIRgIIAaLUn (Pharmaco-Toxicological Documentation)
Yasgnnelasyuy
CTX —| @il 4 lenansauadiin (Clinical Documentation)

gl 5 lenansvesnanisallifisssasdniiiideTiavisennausedin

(Documentation of fatal or life threatening adverse events)

gl 6 ToyaasUdmiuannssunsiasanasesssulunideluuyed

(Summarv Information for Human Research Ethics Committees)

suam 21 uansteyaninesldlunistiuvevinsidemeaditnsiuszuu CTX (3)

=1
YIUTLNFDDALNTLAY

o v a3 a /A = @
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
I 9 an 9 = a S ] Ao o
L“]J‘L!Ll,ﬂllell?Jlluﬁellﬂ\iuﬁ'@H]TﬂJ@QIﬂ§QQTUﬂ§ﬂJﬂJTUWH°ﬁﬂﬁQWTUTINﬂﬂ!ngfNﬂﬂ
The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



182

fuideanunsahmsidensaddnvesndviasiilisumseysialdlnglidesiuns
Useldiuain TGA 8n minundsdaainsldnssniu usage guideline ﬁlﬁ%’uquﬁﬁlﬂué’a 6l
agdlsfinudadiesdiniseusifann HREC was Approving Authority n159gueyinidenisadiniag
THndusamifsinglinsaiu Usage suideline AldFunmseysialuund o1avildlasnisvoriu
s¥uU CTN s3audsludis TGA meldfszuu CTX (Notification under the CTX Scheme) Wlatndw
SaildzunmsouAlilflunsideneedinneldiszuu CTX axdedlifimsasundaslag
Aenfundusueiiuluseninaililunsidemanainlaglildsunseysifion TA deu siuis
mMswdsuABnmsdaanyiingiu madsuulagnsiiu mauAsuInannduius mawdsy

TovuavasingAukazndsie indinmaUdsuwlasintu aededinstuaiveriuseuy CTX

'
=

Foagldafiansan 30 Ju mnAweludedldvayamundyinewasiyingwselena1sniu

AdtinuenaINil TGA agiinsifiutuiinn1sauidennsnatinusazauiiduiiuszuy CTX lnggli

NMATPIARiinTuIdoyania laun Junfunauannisvinide wananaunsidet iy

9 Y

]

wuuwe sy Clinical Trial Completion Advice - CTX Schemes (3Uf1 38) wazdadioaudanis

WasuwUawineniinduvesdeyansidenuadiniauddluds TGA anae
] a a Y o a
Assrulualunsussdunazidsrnve wandlumnisei 35

1374 35 Arsssudealumsussiliuiasideiveaydfinidenadtinlulssmeaosanside

szuulumsBueusTi R EEHATI
CTN $335
CTX - TganUseidiu 30 Ju $1630
CTX - TgenUsediu 50 Fu $20300

[ v a /A = @
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
I 9 an 9 = a S ] Ao o
L“]J‘L!Ll,ﬂllell?Jlluﬁellf]\iuﬁ'@Li]Tﬂlaﬂiﬂiﬂﬂu‘ﬂﬁiymﬂuwuﬁﬂfﬁNTUTINﬂﬂ‘!ZTlfNﬂﬂ
The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



183

vaa o a

AEuAvoRydRITeNaAaTn

A

guAveouUlmiIden1eAalnlUS: TGA

Y Tylanysal
Uszillumnuauysalvesive » UfidcA1T8
auysal
TGA ddlunousUAIYD WAZISUNTTUIUNITVIUNIY
el 30 5050 Tu
Juiivyilnvesteya
FIEUNITNUNIU
e podlddaya ity QYPE)
Liloyd®
TGA vatayaranaulugelviyuise
el 30 Tu
AlvinuITedstoyaiiiuiuluds TGA
el 20 T
lyloyl@ FIENUNITNUNIUY aULlA
il / \v
Ufsaseve SuNideneaainlavinlasunis

2UIRA1N HREC, Approving Authority

sUnm 22 LLqmsﬁ“um@umséuaﬁuﬁﬁ%’mﬁlmﬁﬁgmug 1% Scheme vy 3emrooaLnsiaY
unadgeuazuutoyanUumued lassausyarunusnlnusns luaastynngwa (CUIR)

I 9 an 9 = a S ] Ao o
L“]J‘L!Ll,ﬂllell?Jlluﬁellﬂ\iuﬁ@H]WﬂJ@QIﬂ3QQTUﬂ§ﬂJQﬂUWH°ﬁﬂﬁQWTUTIN?’]Q!Z‘VIENT]@
The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



184

AT 36 LARIAIULANFI195EININGTEUU Clinical Trial Notification (CTN) wagsguu Clinical

Trial Exemption (CTX)

Jeuu CIN

JeUU CTX

VBULUA

YLALLAT DL DWINNE

YLALLAT DAL DWINNE

*d o o
gUUIUn

Y

Handulanazdurunale

Al w3de, HREC

Al w3de, HREC

NITUIUNTT

A154349 (Notification

process)

[
U

TTUNDULIITUNDULFIEN

n13eYllR (Approval process)
i 2 fumeu
Fufl 1 nsous (Part 1 -
Approval)

JUN 2 N5 (Part2 -

UNUINYDN TGA

- SUNTHAINITVINITENY
AALN
-auamansalliieUssasd

-A5IADUADUNYININY

Notification)
MINuUMUteyaIngmans HREC TGA
NNSNUNIUATUITETTTH HREC HREC
-Usuiiludayaasung

WeAERSharaUTAMN
nenstgnlun1Iden1enain
(Usage guideline)
SUNTHAINSYININ9ARTN
-auamansalliieUsyasa

0 awv

-A59EDUADUNYINIVY

AT luuve el

ARIYeRld

TGA, HREC

[ v a /A = [
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)

I 9 an Y a S ] Ao o
Lﬂuuﬂmay‘ammuammmaﬂmwuﬂ?iymjmwuwmmummmzﬁ‘nmm

The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.




185

A9 37 LAAIAIULANGI95EIINGSEUU Clinical Trial Notification (CTN) wagszuu Clinical

Trial Exemption (CTX) (519)

seuUuU CTN

JeUU CTX

1A3911579 (protocol)
-Ailan1933Y
(Investigator’s brochure)
wnasTildiu -Si’fa;ﬂaﬁgﬂwﬁﬁm%'m
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- wuunesy CTN

PART1 CTX APPLICATION: 6 parts

O Administrative information and

information complementary
to the summaries of scientific

information

O Chemical, Pharmaceutical and

Biological Documentation

O Pharmaco-Toxicological

Documentation

O Clinical Documentation

O Documentation of fatal or life

threatening adverse events

O Summary Information for

Human Research Ethics
Committees

PART2 NOTIFICATION OF THE

CONDUCT OF A TRIAL UNDER A CTX

APPROVAL

WauA N luN1sI38n19eadn (3, 53)
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Tunsndn Feazdoadulunu Australian Code of Good Manufacturing Practice for Medicinal

Product — Manufacture of Investigational Medicinal Products (Annex 13)
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Please read the following notes before completing this form

» Application under the Clinical Trial Exemption (CTX) scheme (or notification under the CTN
scheme) is required for clinical investigational use of:

— any medicine, biological or device not entered in the Australian Register of Therapeutic
Goods, including any new formulation of an existing product or any new route of
administration; or

— a marketed medicine, biological or device beyond the conditions of its marketing approval,
including new indications extending the use of the product to a new patient group and the
extension of doses or duration of treatments outside the approved range.

* A sponsor cannot commence a CTX trial until:

written approval has been received from the TGA regarding the application; and

approval for the conduct of the trial has been obtained from an ethics committee and the
institution at which the trial will be conducted.

There are two forms, each reflecting these separate processes (Parts), that must be submitted by the
sponsor. Part 1 (this form) constitutes the formal CTX application. It must be completed by the sponsor and
submitted to TGA with data for evaluation. Part 2 is used to notify the commencement of each new trial
conducted under the CTX scheme as well as new sites in ongoing CTX trials. The notification, containing
certifications of the sponsor, principal investigator, HREC and Approving Authority, is required to inform the
TGA of the conduct of each specific trial and to demonstrate that all of the parties involved in the conduct of
individual trials have complied with legislative and regulatory requirements and agree to release information
to the TGA about the conduct of the trial in the event of an inquiry or audit of the trial by the TGA. There is
no fee for notification of trials under the CTX scheme. Part 2 must be completed and submitted to TGA
within 28 days of either the commencement of each new trial or the addition of a new site in an ongoing CTX
trial.

¢ Sponsors of clinical trials are advised to read following guiding documents:
— Access to Unapproved Therapeutic Goods - Clinical Trials in Australia, TGA, 2004;

— The National Statement on Ethical Conduct in Research Involving Humans, NHMRC, 2007;
and

— Guidelines for the Ethical Review of Research Proposals for Human Somatic Cell Gene
Therapy and Related Therapies, NHMRC, 1999.

* Under the Therapeutic Goods Act 1989, the Therapeutic Goods Administration (TGA) has the
authority to inquire into and/or audit clinical trials, where necessary, on safety grounds and to
investigate non-compliance with either Good Clinical Practice guidelines or legislative
requirements. In addition, information concerning the supply and use of unregistered
therapeutic goods may be released to State and Territory regulatory authorities under section
61 of the Therapeutic Goods Act 1989.

* The "sponsor of the trial” is the company, organisation, institution, body or individual
(enterprise) that initiates, organises and supports a clinical study of an investigational product
on human subjects. As a result, the sponsor of the trial takes responsibility for the overall
conduct of the trial.

* You will need to have a TGA Client ID in order for your application fee to be accepted and
receipted by the TGA Business Management Unit. If you have not conducted business with the
TGA before, you will need to obtain a Client ID. Client Details Forms are available from the
Experimental Products Section or the TGA Business Management Unit and can be submitted
simultaneously with this notification.
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Section 1. General details

1.1 Sponsor of the trial Complete this section for all applications. If an individual, provide full name; if a
corporation, the registered company name under the Companies Code; or a business
name under which you propose to trade for the purposes of the Therapeutic Goods
Act 1989, In cases where a trial is sponsored by an individual, that person’s name
may also be the Enterprise Business Name. Business details can be provided to the
TGA wvia the Client Details Form. If in doubt, contact the Experimental Products
Section, DSEB. Maximum of 100 characters.

Sponsaor name
(Enterprise Business Name)

Client ID Code (if known)

1.2 Data details For trials of medicines, data should be submitted as four (4) copies of one (1) volume
consisting of up to six (6) Parts as outhned in 'Access to Unapproved Therapeutic
Goods - Clinical Trials in Australia, October 2004"

For trials of medical devices, data should be submitted as two (2) copies of one
volume consisting of up to seven (7) Farts as outlined in "Access to Unapproved
Therapeutic Goods - Clinical Trials in Australia, October 2004".

Part 2 Part 3 Part 4 Part 5 Part 6 Sl

(devices)

No. of
pages

Relevant TGA file
number(s) from
previous
correspondence

1.3 Sponsor declaration

| apply to conduct clinical trials using the goods described in this form and declare that the information given
is, to the best of my knowledge, current and correct.

| certify that, to the best of my knowledge, this application is accompanied by such information relating to the
goods as is required by the Secretary or delegate (ie complies with the requirements set out in Access to
Unapproved Therapeutic Goods - Clinical Trials in Australia, TGA 2004).

Name

Signature Date

Position

If you are not the sponsor, have you attached a copy of the current 'Instrument of
appointment’ authorising you to act as a duly appointed agent of the sponsor? ves[] No D

Supply of Unapproved Therapeutic Goods under the Clinical Trial Exemption (CTX) Scheme (July 2014) Page 3 of 5
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Section 2. Medicine (active ingredient)/biological details

Complete for all applications for clinical trials involving medicines or biologicals. Do not use for clinical trials involving the
use of devices only. Provide details for test (investigational) medicines/biologicals only. Do not include reference
(comparator) medicines - these should be included in the CTX Part 2 form. List the therapeutically active components in
formulations to be used. The form has space for three medicines/biologicals. For more than three, attach details of
additional products in the same format. For the Active name, enter the active ingredient name using where possible, the
Australian Approved Name (AAN). A list of such names (the Approved Temminology for Medicines) is available on the
TGA Internet site <http./www tqa.gov.au’>. If no AAN, BAN or USAN has been assigned, a code name (see below) or
chemical name must be given. For the Code name, enter code name/s used currently or previously to identify the drug.
For the Dosage form, enter a primary descriptor for dosage form (eg. tablet, injection) and include a secondary
descriptor (e.g. sustained release, microsphere emulsion) where necessary, particularly if a new dosage form is the

focus of the CTX.
1 Active name
Trade name Code name
Dosage form Strength Biological
origin
Route of Country of
administration manufacture
of the active
Identify species If material of animal or bacterial origin
was used at any stage in the manufacture/ formulation
2 Active name
Trade name Code name
Dosage form Strength Biological
origin
Route of Country of
administration manufacture
of the active
Identify species If material of animal or bacterial origin
was used at any stage in the manufacture/ formulation
3 Active name ‘ ‘
Trade name ‘ Code name
Dosage form Strength Biological
origin
Route of Country of
administration manufacture

of the active

Identify species Iif material of animal or bacterial origin
was used at any stage in the manufacture/formulation

Supply of Unapproved Therapeutic Goods under the Clinical Trial Exemption (CTX) Scheme (July 2014) Page 4 of 5
For official use only

sUAM 25 wuureiuveayslfinisinideniandtinadusyuy CTX (CTX Application form PART 1)

299UseNFARaEWSIAY 4 (6)

[ v a /A = @
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
I 9 an Y a S ] Ao o
Lﬂullﬂﬂﬂlﬂy‘ﬁﬂlﬂ\iuﬁﬁLﬂ?ﬂl@ﬂiﬂiﬂﬂﬂﬂ%iyiyﬂuwuﬁ%ﬁﬂWWU‘VIN?’]EL!%‘VIET\‘]ﬂﬂ
The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



194

Section 3. Medical device details

Complete for all applications for clinical trials involving devices. Do not use for clinical trials involving the use of
medicines only. Provide: name (trade name(s), if applicable); description of the device; details of design, composition,
specification, mode of action and application; and method of use.
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Please read the following instructions before completing part 2

+ A sponsor cannot commence a CTX trial until:

— written approval has been received from the TGA regarding the CTX application (Part 1); and

— approval for the conduct of the trial has been obtained from an ethics committee and the institution at
which the trial will be conducted.

There are two forms, each reflecting these separate processes (Parts), that must be submitted by the
sponsor. Part 1 constitutes the formal CTX application. It must be completed by the sponsor and submitted
to TGA with data for evaluation. Part 2 (this form) is used to notify the commencement of each new trial
conducted under the CTX scheme as well as new sites in ongoing CTX trials. The notification, containing
certifications of the sponsor, principal investigator, HREC and Approving Authority, is required to inform the
TGA of the conduct of each specific trial and to demonstrate that all of the parties involved in the conduct of
individual trials have complied with legislative and regulatory requirements and agree to release information
to the TGA about the conduct of the trial in the event of an inquiry or audit of the trial by the TGA. Thereis
no fee for notification of trials under the CTX scheme. Part 2 must be completed and submitted to TGA
within 28 days of either the commencement of each new trial or the addition of a new site in an ongoing CTX
trial.

+ Under the Therapeutic Goods Act 1989, the Therapeutic Goods Administration (TGA) has the authority to
inquire into and/or audit clinical trials, where necessary, on safety grounds and to investigate non-
compliance with either Good Clinical Practice guidelines or legislative requirements. In addition,
information concerning the supply and use of unregistered therapeutic goods may be released to State
and Territory regulatory authorities under section 61 of the Therapeutic Goods Act 1989. Completion of
this notification form requires the sponsor of the trial, principal investigator, Human Research Ethics
Committee and the approving authority to agree, in writing, o make all records available to TGA on
request and to cooperate with TGA investigations. The sponsor and principal investigator at each site are
also required to acknowledge the potential for release of information about the supply and handling of
unregistered therapeutic goods to State and Territory requlatory authorities.

« For the purpose of notifying a Clinical Trial of Medicines, Biologicals or Medical Devices, the "sponsor of
the trial" is the company, organisation, institution, body or individual (enterprise) that initiates, organises
and supports a clinical study of an investigational product on human subjects. As a result, the sponsor of
the trial takes responsibility for the overall conduct of the trial. The “approving authority” is the body,
organisation or institution that approves the conduct of the trial at the site. Thus, the Human Research
Ethics Committee (HREC) can also be the Approving Authority for a particular trial site. The same person
can sign on behalf of the HREC and the Approving Authority but they should indicate their position or
capacity in relation to each. Also, the same person may sign on behalf of the sponsor of the trial and the
Approving Authority. However, because of the potential for conflict of interest, the same person cannot
sign on behalf of the sponsor of the trial and the HREC.

« Key points for sponsors of the trial to check before completing and submitting this notification to the
Therapeutic Goods Administration (TGA) are:

— You will need to obtain signatures from the relevant Human Research Ethics Committee, Approving
Authority and Principal Investigator for each site at which the trial will be conducted. Only ORIGINAL
signatures are acceptable.

— Sites may be notified in any sequence. That is, all sites can be notified in the first instance; notified in
groups; or notified singly. There is no fee associated with the notification of trials conducted under the
CTX scheme.

- You must assign a protocol number to each new trial. Take care not to assign to a new trial a protocol
number used previously. Also, check that the protocol number notified to the TGA matches the
version of the protocol approved by the Human Research Ethics Committee. YWhen notifying
additional sites, quote the protocol number exactly.

— The TGA assigns a unique clinical trial number. The clinical trial number will appear on an
acknowledgement letter from the TGA. Subsequent notifications to TGA of additional trial sites and
other correspondence relating to the clinical trial post acknowledgement, such as reporting of adverse
reactions, should include the protocol number and the clinical trial number as points of reference.

Supply of Unapproved Therapeutic Goods under the Clinical Trial Exemption (CTX) Scheme (July 2014) Page 2 of 9
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Section 1. To be completed by the sponsor of the trial

1.1 Sponsor of the trial Complete this section for all notifications. Use name stated in CTX
application

Sponsor name
(Enterprise Business Name)

Client ID Code

1.2 Investigational drug, biological or medical device

Use active name(medicines), biclogical name or device name. Details must be consistent with those
contained in CTX application (Part 1 form).

Complete for all notfifications. Use the number assigned by TGA
CTX Number / / to the CTX application

Relevant TGA file number(s) from previous
correspondence

1.3 Notification type Complete this section for all notifications. Select one box only. If multiple
sites are being notified, complete a 'Trial Site Details' page for each site.

|:| Initial notification of a new CTX trial (single site) |:| Subsequent notification of a single additional site
|:| Initial nofification of a new CTX trial (multiple sites) |:| Subsequent notification of multiple additional sites

1.4 Trial details

Protocol Number
(Complete for all notifications; Trial start date
maximum of 20 characters)

Expected completion
date
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Title of study
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Maximum of 255 characters. Title should indicate the aim of the trial and
give a broad description of the trial. Include, for example: phase.
indication(s) being treated, main medicines and comparators, use of
placebo-control, focus of the study, patient population and any other
significant or novel aspects. “A Trial of X" is not adequate. Similar detail is
required for device trials.

Trial type

DPhase 1 DPhase 2

Complete for trials invelving the use of medicines only; tick relevant
box(es) or otherwise describe.

DPhase 3 |:|Phase 4 |:| Bioavailability/bioequivalence

Describe if necessary

This trial

Dis placebo controlled

Complete for initial notification of new trial only; tick only those boxes which
are applicable.

Dis a multicentre trial

|:| is also being conducted in other countries |:|Is comparator controlled

Comparators

1 Active name
Trade name Dosage form
Route of
administration Strength

2 Active name
Trade name Dosage form
Route of
administration Strength

3 Active name
Trade name Dosage form
Route of
administration Strength
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1.5 Trial site details

Complete for all notifications. Submit a Trial Site Details page for each site
at which the trial will be conducted. Enter the name and location of the site
(eg. name and address of hospital, institution, clinic or practice). For large
institutions, the address need not include specific department details
unless essential to identify the location or unless the unit /body/practice
operates as a separate entity within the campus. In some rare
circumstances, it will be appropriate to notify a trial as a composite site
trial. For example, a GP-based trial conducted by a general practice
network may need to be notified as a composite site trial. The site details
should indicate clearly that there are multiple sites involved and include the
name, address and contact numbers for the principal investigator. A list of
all practices (sites) involved should be submitted as an attachment. The
ethics committee and approving authority for such a trial must have
appropriate authority for all sites operating. A sponsor intending to nofify a
composite site for the first time should contact the Experimental Drugs
Section if they have any questions regarding the use of composite sites.

Site

Site address

Post code

Supply of Unapproved Therapeutic Goods under the Clinical Trial Exemption (CTX) Scheme (July 2014) Page 5 of 9
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1.6 Sponsor certification Complete this section last for all notifications. In the Name field, print the
name of the person signing the form on behalf of the company,
organisation, institution, body or individual sponsoring the trial. In the
Position field, state the person's position within, or relationship to, the entity
sponsoring the trial.

I, the undersigned, certify:

» the TGA has approved the supply of the investigational product(s) listed in section 1.2 of this form;

« all details contained in this form are true and accurate and all required information and signatures
have been included;

» the sponsor of the trial has met or agrees to meet all Human Research Ethics Committee conditions
of approval;

» the sponsor of the trial named in section 1.1 of this form is taking overall responsibility for the
conduct of the trial;

« the investigator(s) has/have training and experience relevant to the conduct of this trial;
« the participating institution has resources adequate for the proper conduct of the trial;

« the sponsor of the trial has received an undertaking from the investigator(s) to conduct the trial in
accordance with the Guidelines for Good Clinical Practice, as described in regulation 12AB(2)(a) of
the Therapeutic Goods Regulations, and the National Statement on Ethical Conduct in Research
Involving Humans, as described in regulation 12AD(c) of the Therapeutic Goods Regulations or in
regulation 7.3(2a) of the Therapeutic Goods (Medical Devices) Regulations 2002;

+ the sponsor of the trial agrees to report all serious and/or unexpected adverse reactions to the
Therapeutic Goods Administration;

« the sponsor of the trial agrees to conduct the trial in accordance with the Guidelines for Good Clinical
Practice as described in regulation 12AB(2)(a) of the Therapeutic Goods Regulations and the
National Statement on Ethical Conduct in Research Involving Humans as described in regulation
12AD(c) of the Therapeutic Goods Regulations or in regulation 7.3(2a) of the Therapeutic Goods
(Medical Devices) Regulations 2002;

+ the sponsor of the trial agrees to comply with requests by an authorised officer, whether made
before or after the start of a clinical frial, to give information about the conduct of the clinical trial and
allow an authorised officer (regulation 2A of the Therapeutic Goods Regulations or regulation 10.1 of
the Therapeutic Goods (Medical Devices) Regulations 2002) to do the things mentioned in regulation
12AC and regulation 12AB of the Therapeutic Goods or in regulation 7.4 of the Therapeutic Goods
(Medical Devices) Regulations 2002; and

« the sponsor accepts that information concerning the use of unregistered therapeutic goods may be
released to State and Territory regulatory authorities.

Name (Print) Position
Signature Phone
Date Fax
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Section 2. To be completed by the principal investigator

The principal investigator is the person responsible for the conduct of the clinical trial at a trial site. In the
case of a trial being conducted by a team of individuals at the site, the principal investigator is the
responsible leader of the team.

Principal investigator certification

I, the undersigned:

Name (Print) Phone
Signature Fax
Date

am the principal investigator at the site shown in section 1.5 of this form;

agree to personally supervise the clinical trial at this site in accordance with the relevant current
protocol(s) and will only make changes in a protocol after approval by the sponsor;

have received and read the trial protocol and other relevant information;

have met or agree to meet all Human Research Ethics Committee conditions of approval for this
trial:

acknowledge my obligations with respect to monitoring patient safety, record management and
reporting requirements for adverse events;

agree to ensure that all associates, colleagues and employees assisting in the conduct of the trial
are informed of their obligations in meeting the above requirements;

agree to promptly report to the Human Research Ethics Committee all unanticipated problems and
will not make any changes to the trial without Human Research Ethics Committee and sponsor
approval, except where necessary to eliminate apparent immediate hazards to subject safety:

agree to conduct the trial in accordance with the Guidelines for Good Clinical Practice, as described
in regulation 12AB(2)(a) of the Therapeutic Goods Regulations, and the National Statement on
Ethical Conduct in Research Involving Humans, as described in regulation 12AD(c) of the
Therapeutic Goods Regulations or in regulation 7.3(2a) of the Therapeutic Goods (Medical Devices)
Regulations 2002;

agree to comply with requests by an authorised officer, whether made before or after the start of a
clinical trial, to give information about the conduct of the clinical trial and allow an authorised officer
(regulation 2A of the Therapeutic Goods Regulations or regulation 10.1 of the Therapeutic Goods
(Medical Devices) Regulations 2002) to do the things mentioned in regulation 12AC and regulation
12AB of the Therapeutic Goods Regulations or in regulation 7.4 of the Therapeutic Goods (Medical
Devices) Regulations 2002; and

accept that information concerning the use of unregistered therapeutic goods may be released to
State and Territory regulatory authorities.
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Section 3. To be completed by the human research ethics committee responsible
for monitoring the trial

This section must be completed by a Human Research Ethics Committee (HREC) that satisfies the following
definition of an ethics committee, as set out in the Therapeutic Goods Act 1989, otherwise the nofification is
invalid:

A committee constituted and operating in accordance with guidelines issued by the National Health
and Medical Research Council as in force from time to time and which has notified its existence to
the Australian Health Ethics Committee.

HREC certification should not be given until all conditions of approval of the protocol by that HREC have
been met. Whereaver possible, the certification should be completed by the Chair or Deputy Chair of the
Human Research Ethics Committee. Guidelines for the approval of clinical trials by HRECs are located at
National Statement on Ethical Conduct in Human Research, NHMRC, 2007 and in the TGA publication
'HRECs and the Therapeutic Goods Legislation'.

For trials of gene therapy and related therapies, the proposal must be approved by all relevant bodies as per
the NHMRC Guidelines for Ethical Review of Research Proposals for Human Somatic Cell Gene Therapy
and Related Therapies.

HREC name

HREC address

Postcode

Protocol Number approved by HREC

Human research ethics committee certification

I, the undersigned, certify:

« | am a member of the above-named Human Research Ethics Committee;

+ the above-named Human Research Ethics Committee is a properly constituted ethics committee and
operates in accordance with the guidelines issued by the National Health and Medical Research
Council and has notified its existence to the Australian Health Ethics Committee;

+ the above-named Human Research Ethics Committee, having regard to the guidance provided by
the National Statement on Ethical Conduct in Human Research and, where applicable, the
Guidelines for Ethical Review of Research Proposals for Human Somatic Cell Gene Therapy and
Related Therapies, has approved the clinical trial protocel identified above and has assumed
responsibility for monitoring the conduct of the trial; and

+ the above-named Human Research Ethics Committee agrees to comply with requests by an
authorised officer, whether made before or after the start of a clinical trial, to give information about
the conduct of the clinical trial and allow an authorised officer (regulation 2A of the Therapeutic
Goods Regulations or regulation 10.1 of the Therapeutic Goods (Medical Devices) Regulations
2002) to do the things mentioned in regulation 12AC and regulation 12AB of the Therapeutic Goods
Regulations or in regulation 7.4 of the Therapeutic Goods (Medical Devices) Regulations 2002.

Name (Print) Position
Signature Phone
Date Fax
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Section 4. To be completed by the authority approving the conduct of the trial

Complete for all notifications. In cases where the Human Research Ethics Committee or Approving Authority
for more than one site is the same, it is still necessary to submit a Trial Site Details Page for each site. The
bodies approving the conduct of the trial at each site need to be declared individually. This requirement also
still applies in cases where, for example, an Area Health Service or Hospitals Group may encompass several
different institutions.

The Approving Authority must appoint a person to be responsible for giving approval on its behalf. The
terms of approval for the conduct of the trial must be consistent with the Human Research Ethics
Committee’s (HREC) recommendations and these terms must be no less restrictive than the HREC advice.

Approving Authority
name

Address

Postcode

Approving authority certification
I, the undersigned

« am authorised to represent the body, organisation or institution at which the above mentioned clinical
trial will be conducted and, having regard to the advice and approval of the trial protocol by the
Human Research Ethics Committee responsible for monitoring the trial at this site, give approval for
this trial to proceed;

» undertake that the use of the drug will comply with all relevant Commonwealth and State or Territory
legislation; and

« undertake to comply with requests by an authorised officer, whether made before or after the start of
a clinical trial, to give information about the conduct of the clinical trial and allow an authorised officer
(regulation 2A of the Therapeutic Goods Regulations or regulation 10.1 of the Therapeutic Goods
(Medical Devices) Regulations 2002) to do the things mentioned in regulation 12AC and regulation
12AB of the Therapeutic Goods Regulations or in regulation 7.4 of the Therapeutic Goods (Medical
Devices) Regulations 2002.

Name (Print) Position
Signature Phone
Date Fax
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Australian Government

Department of Health
Therapeutic Goods Administration

TGA use only

Report of suspected adverse reaction to medicines or vaccines

See statement about the collection and use of personal information overleaf, and please attach any additional data to this form

Patient initials or medical record number: Sex: M[] ;:D Date of birth or age:

Weight (kg):

Suspected medicine(s)/vaccine(s)

Medicine/vaccine Dosage Date begun
(please use trade names; include (Dose number for

batch number and AUST R or vaccines eg 1

AUST L number if known) DTP)

Date stopped | Reason for use

Other medicine(s)/vaccine(s) taken at the time of the re

action

Medicine/vaccine Dosage Date begun

Date stopped | Reason for use

Reaction(s):

Date of onset of reaction (for vaccines time after administration):

Describe: (please provide as much detail as possible and include any resulis of relevant laboratory data and other investigations)

Seriousness: Life lhreateningD Hospitalised[l Required a visit to doctor |:|

Treatment of reaction:

QOutcome: Recoveredljb Date: [/ |/ ‘ Not yet recovered |:|| FatalD) Date: [ [ |Unknown |:|
Sequelae? No[]  Yes[_]pDescribe:
Reporting:  Doctor ] Pharmacist|_] other|_] Contact details (email or phone)
Name:
Address:

Signature:
Postcode: Date:

Thank you for taking the time to complete this form

PTO
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Report of suspected reaction to medicines or vaccines (“Blue card”)

Privacy statement

Personal information:

Personal information in this report about a patient is collected and used for the purpose of assessing the safety of medicines under the
Therapeutic Goods Act 1989 (the Act). All reports are assessed and entered into the TGA's Australian Adverse Drugs Reactions System (the
ADRS). That information in this report is only disclosed: (i) under subsection 61(3) of the Act to State and Territory Health Departments (if the
information relates to vaccine events); or (i) where the disclosure is otherwise required by, or authorised under, a law. For example, the
Secretary of the Department of Health can release information from this report under subsection 61(7) of the Act if it is necessary to do so to
ensure the safe use of the medicine, including to the company responsible for its supply in Australia.

The reporter's details are recorded in the ADRS so that they can be contacted if further information is required about the reported adverse
event. Personal information about a reporter is only disclosed: (i) under subsection 61(3) of the Act to State and Territory Health Departments
(if the information relates to vaccine events); or (i) where the disclosure is otherwise required by, or authorised under, a law.

Adverse event information.

Specified kinds of information about reported adverse events can be released to the public by the Secretary under subsection 61(5C) of the
Act. The information includes such details as the medicine reported to have been involved in an adverse event, and statistics such as the
number of cases of reported adverse events relating to a medicine for any particular period of time_ This information does not include any
“persenal information”™ within the meaning of the Privacy Act 1988 - that is, information from which an individual's identity might be apparent or
reasonably ascertainable.

Further information about how the TGA uses adverse event information that is reported to it is available at <www.tga_gov.aureporting-problems:>.

Fold here first (Please do not use staples on this form)

Phone: 1800 044 114 www._tga.gov.au/reporting-problems Email: adr.reports@tga.gov.au Fax: 0262328392

What to report
You do not need to be certain, just suspicious!
Any information related to the reporter and patient identifiers is kept strictly confidential.
Adverse drug reaction reports should be submitted for prescription medicines, vaccines, over-the-counter
medicines (medicines purchased without a prescription), and complementary medicines (herbal medicines,
naturopathic and/or homoeopathic medicines, and nutritional supplements such as vitamins and minerals).
Please include timing of reactions relative to medicine administration where relevant.
The TGA particularly requests reports of:
+  All suspected reactions to new medicines and vaccines
+  All suspected drug interactions
+ Unexpected reactions, that is not consistent with product information or labelling
+ Serious reactions which are suspected of significantly affecting a patient's management, including
reactions suspected of causing death, danger to life, admission to hospital, prolongation of
hospitalisation, absence from productive activity, increased investigational or treatment costs, and

birth defects.
Fold here second D1073 October 2015
Delivery Address: No stamp required
PO Box 100 if posted in Australia

WODEN ACT 2606

Medicines Safety Monitoring
Pharmacovigilance and Special Access Branch
Reply Paid 100

WODEN ACT 2606
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1. Module 1: Administrative information such as application forms and prescribing
information

1) Application documentation table of contents (including Module 1)

2) Approval application (copy)

3) Certificates (Declarations of those responsible for collection and compilation of
data for approval applications, GLP and GCP related data, contracts for
codevelopment [copies], and declarations required to be attached in accordance
with Notification No. 0527004 of the Evaluation and Licensing Division, PFSB
dated May 27, 2004entitled “Handling of Computer Formatting of the Common
Technical Document”)

4) Patent status

5) Background of origin, discovery, and development

6) Data related to conditions of use in foreign countries, etc.

7) List of related products

8) Package insert (draft)

9) Documents concerning non-proprietary name

10) Data for review of designation as poisons, deleterious substances, etc.

11) Draft of basic protocol for post-marketing surveillance risk management plan
(RMP) (draft):the applicant is required to attach the RMP (draft), in place of the
plan of post-marketing surveillance (draft), to the new drug application submitted
on or after April 1, 2013.

12) List of attached documentation

13) Other
<1> Data related to approved drugs

<2> Clinical trial consultation records (copies)
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<3> Inquiries (copies) and responses to inquiries (copies)
<4> Other data [data submitted to the PMDA (copies), data submitted to the
MHLW (copies)]

<5> Points to consider in formatting the eCTD

2. Module 2: Data summaries or CTD “Gaiyo”
1) Modules 2 to 5 (CTD) table of contents
2) CTD introduction
3) Quality overall summary
4) Nonclinical overview
5) Clinical overview
6) Nonclinical summary (text and tables)

<1> Pharmacology
<2> Pharmacokinetics
<3> Toxicity
7.) Clinical summary
<1> Summary of biopharmaceutics and associated analytical methods
<2> Human pharmacology studies
<3> Summary of clinical efficacy
<f4> Summary of clinical safety
<5> Literature references

<6> Synopses of individual studies

3. Module 3: Quality
1) Module 3 table of contents
2) Data or reports

3) Literature references

4. Module 4: Nonclinical study reports
1) Module 4 table of contents
2) Study reports

3) Literature references
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5. Module 5: Clinical study reports
1) Module 5 table of contents
2) Tabular listing of all clinical studies
3) Clinical study reports

4) Literature references
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wumnUfURdmTudnsaemanientnuaziail mssderiivun wayisnisneasy

Guidelines on physicochemical properties, specifications, and tests methods

Text (Items) on Analytical Validation (ICH Q2A, currently Q2(R1))

Guidelines on Impuirities in Bulk Drugs with New Active Ingredients

(ICH Q3A, currently Q3A(R2))

Guidelines on Impurities in Drug Preparations (ICH Q3B, currently Q3B(R2))

Text (analytical procedures) on Analytical Validation (ICH Q2B, currently Q2(R1))

Guidelines on Residual Solvents in Drug Preparations (ICH Q3C, currently Q3C(R3))

Setting of Specifications and Test Methods of New Drugs (ICH Q6A)

Setting of Specifications and Test Methods of Biological Products (Biotechnological
Products/Drug Products Derived from Living Organisms) (ICH Q6B)

Guidelines for Handling Internationally Harmonized Specifications of Japanese

Pharmacopoeia

Guidelines Related to Formulation Development (ICH Q8)

Handling of Application of Drugs Containing a Substance with Different Crystalline

Guidelines for development and manufacturing of active pharmaceutical ingredients

(chemicals and biotechnological products/biological products) (ICH-Q11)

Japanese Pharmacopoeia, Japan Pharmaceutical Codex, etc. serve as references for

specifications and test methods

Guidelines for Design and Evaluation of Sustained-Release (Oral) Preparations
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Guidelines for stability tests

Guidelines for Photostability Tests of New Bulk Drugs and New Preparations (ICH Q1B)
Stability Test Guidelines (ICH Q1A)

Guidelines for Handling Results of Stability Tests of Drugs with New Routes of
Administration (ICH Q1C)

Guidelines for Handling Results of Stability Tests of Biological Products (biotechnological

products/drug products derived from living organisms) (ICH Q5C)

Application of Bracketing and Matrixing Methods in Stability Tests on Drug Substances
and Drug Products (ICH Q1D)

For generic drugs, etc., standard methods for long-term stability studies, stress stability

studies and accelerated stability studies are specified in the Guidelines for Stability Tests

Attached to Approval Applications to Manufacture or Import Drugs

wwanwiRdmiunsnedeunuluiiy

Guidelines for toxicity tests

Revisions of the Guidelines for Single and Repeated Dose Toxicity Studies (ICH S4)

Guidance for Toxicokinetics (Evaluation of Systemic Exposure in Toxicity Tests) (ICH S3A)

Guidance on Dose Selection for Carcinogenicity Tests of Drugs (ICH S1C)

Guidance on Requirements for Carcinogenicity Tests of Drugs (ICH S1A)

Guidelines for Reproductive and Developmental Toxicity Studies (ICH S5B(M), currently
S5(R2))

Guidance on the Need for Carcinogenicity Studies of Pharmaceuticals (ICH S1B)

Timing of Preclinical Studies in Relation to Clinical Trials (ICH M3(M), currently M3(R2))

Guidance on Genotoxicity Tests of Pharmaceuticals (ICH S2)

Guidance on Carcinogenicity Tests of Pharmaceuticals

Guidance on Immunotoxicity Studies for Human Pharmaceuticals (ICH S8)

The non-clinical evaluation of the potential for delayed ventricular repolarization (QT

interval prolongation) by human pharmaceuticals (ICH S7B)

Guidance on Genotoxicity Testing and Data Interpretation for Pharmaceuticals Intended

for Human Use (ICH S2(R1))

Guidance on non-clinical evaluation of medicinal products in pediatric population using

juvenile animals

Guideline on Photosafety Evaluation (ICH-510)
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wwawfiRdmsunsinymandyineialy

Guidelines for general pharmacological studies

Safety Pharmacology Study Guidelines (ICH-S7A)

Guidelines for General Pharmacology Studies

Methods of Investigating Drug Interactions

wwamwiRdmiunsinwindveaummans

Guidelines for pharmacokinetic studies

Guidelines on Nonclinical Pharmacokinetic Studies

Guideline for Repeated Dose Tissue Distribution Studies

Guidelines on Bioanalytical Methods Validation for Human Studies in New Drug

Development

Methods of Investigating Drug Interactions

Guidelines for Pharmacokinetic Drug Interaction for Drug Development and Proper

Information Provision (Final Draft)

wamnuuRdmsunsAnsdaauya

Guidelines for bioequivalence studies

Guidelines for Bioequivalence Testing of Generic Drugs

Guidelines for Bioequivalence Testing of Oral Solid Dosage Forms with Different Content

Guidelines for Bioequivalence Testing of Oral Solid Dosage Forms with Formulation

Modifications

Guidelines for Bioequivalence Testing of Products with Different Dosage Forms

Guidelines for Bioequivalence Studies of Generic Products for Topical Dermatological Use

Guidelines for Bioequivalence Testing of New Additional Topical Dermatological Dosage

Forms

Guidelines for Bioequivalence Testing of Topical Dermatological Dosage Forms with

Formulation Modifications

Guidelines for Bioequivalence Studies of Solid Oral Preparations for Handling Changes in

Manufacturing Method
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Guidelines for clinical evaluation of drugs classified by therapeutic category

Guidelines on Clinical Evaluation of Oral Contraceptives

Guidelines for Clinical Evaluation of Drugs to Improve Cerebral Circulation and/or

Metabolism in Cerebrovascular Disorders

Guidelines on Clinical Evaluation of Antihyperlipidemic Drugs

Guidelines on Clinical Evaluation of Antianxiety Drugs

Guidelines for Clinical Evaluation of Antibacterial Drugs

Guidelines on Clinical Evaluation of Drugs to Treat Osteoporosis

Principles for Clinical Evaluation of New Antihypertensive Drugs* (ICH E12A, currently E12)

Guidelines on Clinical Evaluation of Antiarrhythmic Drugs

Guidelines on Clinical Evaluation of Antianginal Drugs

Guidelines for Clinical Evaluation of Antimalignant Tumor Drugs

Guidelines for Clinical Evaluation of Antirheumatoid Drugs

Guidelines for Clinical Evaluation of Drugs for Overactive Bladder or Incontinence

Guidelines for Clinical Evaluation of Prophylactic Vaccines against Infections

Guidelines for Clinical Evaluation of Oral Hypoglycemic Drug

Guidelines for Clinical Evaluation of Antidepressant Drugs

Guidelines on Clinical Evaluation of Drugs to Treat Heart Failure

Guidelines for Clinical Evaluation of Therapeutic Drugs for Renal Anemia

Guidelines on Clinical Evaluation of Hypnotics

wanUiRdmsunisusiliunsedinlaedialy

Guidelines for clinical evaluation in general

Studies in Support of Special Populations: Geriatrics (ICH E7)*

Dose-Response Information to Support Drug Registration* (ICH E4)

Extent of Population Exposure to Assess Clinical Safety for Drugs Intended for Long-term

Treatment of Non-Life-Threatening Conditions* (ICH E1)

Structure and Content of Clinical Study Reports* (ICH E3)

General Considerations for Clinical Trials* (ICH E8)

Ethnic Factors to be Considered in the Acceptance of Foreign Clinical Trial Data* (ICH E5,
currently E5(R1))
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Guidelines for clinical evaluation in general

Statistical Principles for Clinical Trials* (ICH E9)

Clinical Investigation of Medicinal Products in the Pediatric Population* (ICH E11)

Choice of Control Group and Related Issues in Conducting Clinical Studies* (ICH E10)

Guidance for Conducting Microdose Clinical Studies

Clinical Investigation of QT/QTc Interval Prolongation and Proarrhythmic Potential for

Non-antiarrhythmic Drugs* (ICH E14)

Guidance on Nonclinical Safety Studies for the Conduct of Human Clinical Trials and

Marketing Authorization for Pharmaceuticals (ICH M3(R2))

a wad
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Other guidelines

Research on Evaluation of Immunotherapeutic Agents for Malignant Tumors

Research on Evaluation of Blood Preparations, Especially Plasma Fraction Preparations

Research on Overall Evaluation of Interferon Preparations

Guidelines on Clinical Evaluation of Anti-inflammatory Analgesic Drugs

Guidelines on the Design and Evaluation of Sustained-release (Oral) Preparations

Guidance for Developing Prototype Vaccines in Preparation for Influenza Pandemic

Guidance for Clinical Evaluation of Diagnostic Radiopharmaceuticals

Points to Consider in Application of Companion Diagnostics and Related Drug Products
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Form 22 (1) (Related to Article 38 of the Enforcement Regulations of the Pharmaceutical Affairs Law)

Drugs
Revenue Lo L. .
s Application for approval to manufacture/distribute Quasi drugs
tamp
Cosmetics
2 | Non-propriety name
=
=1
o© Brand name

Ingredients, quantities, or nature

Manufacturing method

Dosage and administration

Indications

Storage conditions and expiry data

Specifications and test methods

Manufacturing Name Address Category c!fnz.la.nufa,cmrmg license or License or accreditation No.
factories of accreditation of manufacturer

product

Manufacturing Name Address Category quuhCMg license or License or accreditation No.
factories of bulk accreditation of manufacturer

drug

Remarks

As indicated above, we hereby apply for approval for manufacture/distribution of (drug, quasi-drug, or cosmetic).
Date: ! !

Address (head office in the case of a corporation)
Name (corporate name and representative name in the case of a corporation) seal

Minister of Health, Labor, and Welfare
Governor of Prefectural Government

Notes:

1. Use Japanese Industrial Standards A4 size paper.

2. This form must be submitted in triplicate (original and two copies) or in duplicate (original and copy) to the Minister and Governor,
respectively.

3. Entries must be made clearly in black letters using ink, ete.

4. Revenue stamp should be affixed to only the original form and not canceled, except for drugs specified in Article 80-(1)-1 and (2)-5 of the
ER-PAL and quasi-drugs specified in the same provisions by the Minister.

5. In the case of an imported drug product of tissue cell origin, enter the name of exporting country, name or corporate name of the
manufacturer and trade name in exporting country in the “Manufacturing method” column.

6. If all description is not entered in the “Manufacturing method” column, indicate “As stated in the accompanying document” in the column
and attach separate documents.

7. “Storage conditions and expiry data” should be entered only for drugs that require specific storage conditions or expiry date to secure
quality.

8. Specifications and test methods are not required for cosmetics.

9. If the product or bulk drug is manufactured by more than one manufacturer, indicate all manufacturers in the column.

10. In the “Category of manufacturing license or accreditation of manufacturer” column, the category specified in Article 26-(1), (3), or (4)
or Article 36-(1) or (3) of the ER-PAL must be entered.

11. Proprietors of a pharmacy are required to enter the name of the pharmacy, license No., and license date.

12. Application of products specified in Article 14-(1) according to Article 14-(3)-1 of the PAL must be noted to that effect in the

“Remarks” column.
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P9 viinguAMANYAYDINERAieIeT (Product Interchangeability
Equivalence evidence) Namiﬁﬂm%aau%a (Bioequivalence Study Data)
Wwngen AZT, siauninanidu, wagen Sustained release wazenBuaaLi

Usenalunienad In Vitro — In Vivo Correlation (IVIVC @ %i5u8n Sustained

release)

nstumUaTUNZIdsUAS U WUUBIANYN S Tnd

Uszwalneladimsiauszsuunstusuudidnnseting Tnefiniseonusznansznsns
a15150gv 1509 MsBudwetunsideudsuelagismediannsednddeivualinistudeya
wuudidnnseindldumnsgiuazlasiaiavesdayanuzunuy ICH eCTD dwsuludiuves
lassasedayauazdoinunanizvasusemelng (Module 1) Wiulunuidmineu
ARYNITUNITOMNTUALEIINUUA wasivuabin1svetungiioumivenuesUssnnefsialuil
4 d' ad a A ¢ 1D £4 1 o W Aa o °o w [d o !
AosdulneIsn1svneBiannsatnduintu taun ssvennideddgludientml (New

Chemical Entities) vioeuiusivi en3vinglnl uay e1ringudmsunywd Ingasderuldium
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YoRduRIus 1 unsau w.e. 2559 1Wusuly dmsunistudvetunzdausmsueunutagiu

wenwtloansuninanlutudiudvesnavetuiuudiannsetindsaeile (63)

TumsdumuesuuudidnnseiindrousziuvesuiRouuudianmsedng foumueaszsios
v eSubmission identifier neudsazannsadusvetunsdousveld Tasdusvelud
diinnueznssumsemsuazs s iuledvesdinnuAuznIINTO WAL TAEEuM
voipansBuyalenasyaLAEIdmIunseeyNAe iRty sULUs R wargns
N¥NYIALITU WATANULTIINAT 1 A2UKSe Agldiileaun eSubmission identifier 1
mneauviulumstuiionsounqumuLsamLn n15Busi3eswe eSubmission identifier
fosendetoyadieluil

- ngavluayy e

- 919aTlRYAMYE

- guluuen

- Foansty

- AU

- WHO ATC Code

- Sequence Type

- wuuvesuvesyiiRtunzdeu

- cpp (lunsaitiden)

d1UNUANENTINNNTEMITHALE1A¥ERN eSubmission identifier n1elu 10 Jundsain
le¥udae negdudueazdesmaaouiumaiuleivesdiinnuauenssunisemsuazen
y&aanlesy eSubmission identifier fEumusazdesiniulunmstumuseyiingDoumiuen

ety 30 Tu

lassaievesdeyausenaudiey 5 daunuuuavig ICH eCTD laun Tuga 1 Jayavinly

¥

luga 2 Yeyaasu luga 3 Jeyarununn Tuga 4 Jeyanmuniadin uaz luga 5 Jeyaniu
adfn dmiuluga 1 awduterdmuaamzvessemalng Fslsannsuiulduumsufoives
Usznmeeansids Ussmanauinn uazavnmglsuileumsuszandviaonadesiuluszdu
ana dwiuilomiamevesssmalnefiunnainvesanninglsazegludiu 1.A Additional

Dataduluga 2 faluga 5 azldguuuunu ICH eCTD delunsavdiuusenaune

Module 1
Module 1.0 Cover Letter and Tracking Table

o 1,0.1  Tracking Table - .
‘1J‘1/]ﬂﬂEJEJLLa3LL‘VS\IEJSUE]LI”aﬂ‘U‘ULmJGU’ENTﬂSNTLHEQJJQJ}THWLW

nlduimsluadalyaigma (CUIR)
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1.0.2 Cover Letter
Module 1.2 Application Form
1.2.1  Application Form

1.2.2  Annexes

Module 1.3 Product Information
1.3.1  SPC, Labelling and Package Leaflet
1.3.2  Mock-up
1.3.3  Specimen
1.3.4  Consultation with Target Patient Groups
1.3.5 Product Information already approved in Other States
1.3.6 Braille

Module 1.4 Information about the Experts

1.4.1  Quality
1.4.2 Non-Clinical
1.4.3  Clinical

Y]

e Tudaatuldinisdssulniudeualudiutas9lsAnunnenIsunis
T Y

9

¥

pnsuazendudufeyaludiud
Module 1.5 Specific Requirements for Different Types of Applications
1.5.1 Information for Bibliographical Applications
1.5.2  Information for Generic, 'Hybrid" or Bio-similar Applications
1.5.3 (Extended) Data/Market Exclusivity
1.5.4  Exceptional Circumstances
1.5.,5 Conditional Marketing Authorization
1.5.6 Additional Trade Name Declarations
1.5.7  Co-marketed Medicines Declarations
Module 1.6 Environmental Risk Assessment
1.6.1  Non-GMO
1.6.2 GMO
e Sudeyaifive 1 TWdwidy ldougelidudoyaiis 1.6.1 way 162
Module 1.7 Product Interchangeability Equivalence Evidence

1.7.1 BE Protocol
o 1 ] < a P a ]
‘U‘ﬂﬂﬂEJEJLLazl,L‘VS\hJSITE]?,J”aﬂ‘U‘ULmJGU’ENIﬂSNTLHEQJJQJJH‘WHﬁﬂiﬁujmﬂuﬂﬁﬁﬁiyﬂﬁﬂwm (CUIR)
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1.7.2  BE study report
1.7.3  Comparative in vitro dissolution/release studies
1.7.4  Comparative clinical studies

1.7.5 Comparative pharmacodynamics studies

1.7.6 Other

Module 1.8 Information relating to Pharmacovigilance
1.8.1 Pharmacovigilance System
1.8.2 Risk-management System
1.8.3  SMP Protocol
Module 1.9 Information relating to Clinical Trials
e Tutlaguulsifinistsdulidudoyaluduiesdlsfinudiinmue s
wazeduRsulaaINsaiiNavesmTITenseadnuenUssmealnaduluay
UYONNUANIUTETTTY
Module 1.10 Information relating to Paediatrics
yaneivg Tuthgtulsifimsdssulidudeyalududedislsfinunmznssunis
pwnsuazenBuRsutoyaludiud (mnd)
Module 1.R Responses to Questions
Module 1.A Additional Data
1.A.1  Assessment report from other regulatory agency
1.A.2  Checklist Form /Self Assessment Report
1.A3  Information on Development Studies
1.A.d4  COA from Institute of Biological Product
1.A5 Comparison Table
1.A.6  Information of Exportation
1.A.7  Declaration from applicant
1.A.8 Template of Database entering
1.A.99 Other (64)

Module 2
Module 2.2 Introduction
Module 2.3 Quality overall summary

+~ + Module 2.4 Nopclinical Qverview a  oda v a o
UnAadataziNNToyan im0 1ns 1T yaninusnlvusmsluaaalyyigina (CUIR)
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Module 2.5 Clinical Overview
Module 2.6 Nonclinical Written and TabulatedSummaries

Module 2.7 Clinical summary

Module 3
Module 3.2 Body of Data

Module 3.3 Literature References

Module 4
Module 4.2 Study Reports

Module 4.3 Literature References

Module 5

Module 5.2 Tabular Listing of all Clinical Studies
Module 5.3 Clinical Study Reports

Module 5.4 Literature References (64)
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annngliy

Bav9In1398UUNzLTsU (Type of application)

1. Yumoudiunans (Centralised Procedure)
Article 3 84 Regulation (EC) No 726/2004 a5uneaasauiAveIn1svetiy

N gUNlATUNDUAIUNANTINAR T UNYIA DIV D019 LA UNISTVUNLLT I UANA N

wa a

dy =) 5 ! Vo A %
AuanURN I aunsTeIungideuluduneudiunarsmsaglansunistudulag CHMP

q

'
! a

ﬂaumz%?jmaﬂmﬂaﬁumLﬁ&Ju

2. 5umauﬂﬂi§uiﬁauﬁu (Mutual Recognition Procedure)

3. %umaumiﬂsﬁmuﬂmﬂ (Decentralised Procedure)

4. sunerluszdulssme (National Procedure)
ﬁﬁ]gﬂa'nGialﬂazmmﬁqﬁﬁzumuﬁauﬂma (Centralised Procedure) it

o

Regulation (EC) No 726/2004 4a435an18lsuuasAnesguun3etunoudiunans

<3
[

(Centralised procedure) 98¢ The Community d%5UN15U9TUNLITYUNEN N UN TIN5V

WeensuRgnarnsUseliuasafed nslasunistunsideouiieansafeinliansnsning

e laninainves The Community
lnenslasunistunedousniglitunaudiunarsasiinalulunneainvesthe

Community dsineanudmdniagietuazgninlundunainvemnusemaaanin

YoulaLarAuautRNvINyanveEnIzvelungilsumelinsussiulaetunaudiuna (The

scope and eligibility of applications for evaluation under the centralised procedure)

1. Article 3 984 Regulation (EC) No 726/2004 85uevoulunuazAnausaianzas
dmumsveuszidiunmeldtuneudiunancdwandasieniigea“Mandatory scope”)
38819 (“Optional scope” w3e “snanfay/slovin ) dsunstunsdelag The
Community

1) Mandatory scope (Article 3(1)) of Regulation (EC) No 726/2004
ﬁm%’umﬁmﬁmsflﬂ’lﬁmagjﬂww Mandatory scope (Article 3(1)) of
Regulation (EC) No 726/2004 ;Esua%umLﬂauﬁﬁﬁwﬁiﬁiﬁ’%umaudauﬂaﬁqiﬂS?Juﬁua
Funzdeuluds EMA rdndfasiennigld Mandatory scope o 1 Tulsziam
saluil
a) wanduseTiaulagld3Ensmamalulaganmedrdeegmieelud

" | yeluladfiloueanenan (Recombinant DNA technology)
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NSAIUANNITUARIBBNYBINTABATAYaBuddmTuLaninlUshy
Fanwlulusuaslonuazguailon suufinaivdsuulansaddnfidesgn
Aawull (Controlled expression of genes coding for biologically
active proteins in prokaryotes and eukaryotes including
transformed mammalian cells)

78 Hybridoma & Monoclonal antibody

a v 6 a o ¥ =

HansdueienTITngAR1eAds (Biosimilar) Bagnitmunlagvilslutuneunis

q

walulagdinmnnaunvzanegnigld Mandatory scope ¥atunBUAIUNAN

I Advanced therapy medicinal product FafioSunelu Article 2 vaq

Regulation (EC) No 1394/2007
® (Gene therapy medicinal products
® Somatic cell therapy medicinal products

® Tissue engineered products

mstharldves” ssznainisiudeuiin (“Transitional
period” applies) (Article 29) : Advanced therapy medicinal products
9u¢) ueniwilean Tissue engineered products flihgnaineg1sgnses
AANVINEURENAToNgrneves The Community Lo 30 $uAx
2008 AgsipeUfURnM Regulation (EC) No 1394/2007 laifiu 30
$urew 2011 @y Tissue engineered products Tidhgmannaesgnifes
AN VENBURINAYTongvingves The Communitytile 30 §uaAy
2008 AgsioeUfURAM Regulation (EC) No 1394/2007 laifiu 30

5UAN 2012

b) wanddelEnuiyedlneiiaseengranluiuminludainmsdeduldves

norune(20 nsngay 2005) lilasunistunzileuly The Community wag

dnsutaudlinianissnendunidsludeusldsaluil

naueINNsIANMUIEDN (Acquired immunodeficiency syndrome)
1159 (Cancer)
Uszamideu (Neurodegenerative disorder)

111U (Diabete)
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Y @

" JsagfifuiuvhanedaleauasauiinUn@dug vesssuundduiu (Auto-
immune diseases and other auto-immune dysfunctions)
= Tsala¥a (viral diseases)
0 wanAsieignesniuuiundniasieniiwdmu Regulation (EC) No

141/2000

2) Optional Scope (Article 3(2))
é’m%’umamﬁmsﬁmﬁmﬂagmﬂﬁ Optional scope nsvaTunzdouTasen
Ussuandaluil enmagldsunsussiiuniglituneudaunans Jutumsidenuos)
votunzleu
a) wAnfuTefivseneuiuasddyeengslmifluuiidlugannsdasuld
yoanguue (20 nsngiey 2005) lilésunstunsdeuly The Community

(Article 3(2)a)

o

a3l g indusedddnsialug Asnedureluy Annex il vas Chapter 1
984 The Notice to Applicants Lo
SIS U v Ao w ay & = = a o ¢
" asadl Bz ndyTeddAgyilinegniunsidoudundndugieluannm
glsy
s ! 4 IS4 = v & A P
" lalowes, dunauvetlelowes, asidadeuniseuiusviondeves
A & = < a o ¢ ] ] 4{'
aswniimaegnyunzileuduninduaneluannamelsdudunnensluges
AuaudRNAgTuANUandsuarUsE AT MmN SIATTILAB Y
neidguinneu
IS A X = & a [ 3 1 1 1
" st mieetungioudundaduaetluanamelsy wiwansislug
laseas1aliiana, sTTUYIAYDMNEINUIVDIANTVTONTTUITNTNER
" gswndusidnialeadiudundidviedunuadiligniunsdeuduy
Handagieluannimelsy 38 Coupling mechanism Nawitoules
lanawaziilraniudiunddididnelasunstunsdeuluanamelsy

[

g1NUTENDUAIBUIRNTIUNITSNE INYANEAT VSamALANE1AeY

o

a v 6

b) WAAN
visomsuszmeansvunedeuduiiaulavesaslusedu The Community

(Article 3(2)b)
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a ]

3) wraay/leuse NMueTunvilsundnduneluduneudiunas (Article 3(3))

a v L4 o

nanAuvead/lousnvewdniaiuns1sds (Reference medicinal
oroduct) itunzieurinudunaudiunarsazannsalidunaudiunandae
dnlutiinela Article 3(3)
4) misuaﬁﬁumﬂau%{ﬁ/mmdmﬁaﬂ% (Duplicate/multiple marketing
authorisations)
msvetunzideud/anmimisafine Informed consent 210

AUYINALLAEIIDAUALAUA S UNARS M) Feanseangnsdrfylasunis

1%
=< ]

Funzdeuuduimeuneudiunarsazannsoldiuneudiunardaesnlua
2. msvetunsdoudmiundnsnsiouaidadmsuldludnossrannsaldiunsusaii
NudunoudIunanany Paediatric Regulation (Regulation (EC) No 1901/2006)
1) msvetunsdouaniivseneuse Yeudddmsusinvemansasiondedlinedu
ngidoulu The Community (Article 28)
nsvetunzdounandausiodlildsumstunadouly The
Community TuSufl The Paediatric Regulation i@ (26 nIngIAL 2008) TGERY
Fovdlddmiudin nilwdeunnnimilsegnsuuituguvesmsdniiunsinuil
Wulumu Paediatric investigation plan (PIP)
2) msvetunsoudmiundnsneiilisunstunsadeussiuusanaiiitovdd,
sULvumMandnssuseIsnisikuulnddmiuinaneld (Article 29)
nsvotunzdoudmiunandueiildsunstunsdeussiulsenaiide
Uild sunuumandanssuvseismsliwuulnidmsubinegnels Article 8 wes
Regulation (EC) No 1901/2006 waziinansnudadulunanu Paediatric
investigation plan (PIP)
3) n15%U8 Paediatric Use Marketing Authorisation (PUMA) (Article 31)
1598 PUMA IRendesiunandnsiondmivayeddslaildiunisundes
1m8 Supplementary protection certificate Ael# Regulation (EEC) No
1768/92 %30 ImsJ8%%1‘]’6\56?505?@mamﬁ’aﬁm%miwmm Supplementary
protection certificate FapsouaguamIzdouslivanisinudmiudin i
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N13a4 ‘Eligibility request’ 18 EMA

L wdnduanvgeglu Mandatory 138 Optional scope %503 “Tan5lagdnludf
(Automatic access)” Wsal@ndmu Paediatric %939 Advanced Therapy Regulation A159gin1s
a9 “Eligibility request’ V!ﬂﬂ%ﬂﬂEﬂ%LLUUW@%ﬂJLQW’]%W%@Mﬁ’JEJLMGJNa“Uaﬂﬂ’]'iﬁaVIQﬁ‘ﬁ’M%JUﬂ’]i
Uspifiumelddunaudiunans duemsssyogaiidniuiaioulefiamzangaiiefinandusiay
favslusunoudiunans Weamsui

1. Iuﬂizﬁﬁmamﬁmeﬁagmﬂéﬁ,ﬂmsﬁmm Mandatory scope (Art. 3(1) 983 The Regulation

(EC) No. 726/2004) mslimamaiiAeides usdmiu Advanced Therapy Medicinal

Products (ATMPs) mshiimanaiieadosazionans (Ifun (nsdlf) Auugiinids

Iwmansves EMA Tun1sdnuus ATMPs Tag The Committee for Advanced

Therapies (CAT)) ¢2¢

2. IuﬂiaiﬁwémﬁmsﬁagJJ'm&fLﬁwﬁﬂummsﬁsum Optional scope (Art. 3(2) of the Regulation
(EC) No. 726/2004) wmnHavzUsznausmiey Laﬂmiaqﬂgus] 2 Mﬁﬁzqmamaﬁmﬁmﬁmsﬁ
sldsuavElunsUssdiuhuduneudiunans duemsszylidaaulusveinldinastle
sovhensIvaNadsd
a. Art. 3(2) a : aslwi wse
b. Art. 3(2) b uSanssumssnuniiddey vide
. Art. 3(2) b uinnssinermansiiddy vde
d. Art. 32) b uimnssumadiadidfny vde
e. Art. 32b Wuilaulavesitheluszdu The Community
Tngaziudinamideaiiannsadenlduasdesdinguaiifismes
3. Tunsdldweliidensvetunsdeunanfasioreney “favslasdnluli (Automatic
access)” dwSutumeudiunansiifefugudniumanadiaziuly lunsdiidendntasl
svetunsdoudmiu
a. “@ralny/lausn” (Art. 3(3) 904 the Regulation (EC) No. 726/2004) %39
b. msma%ﬁ/mmdmﬁm%& D)
c. Informed consent

L% 3

dmunandaentungiloulavdiunannisazdnmdeyaiiineitodasiiesnaues

5%

nansugnTunzideulnediunarsliily Background information

[ v a /A = @
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)
I 9 an 9 = a S ] Ao o
L“]J‘L!Ll,ﬂllell?Jlluﬁellf]\iuﬁ'@Li]Tﬂlaﬂiﬂiﬂﬂu‘ﬂﬁiymﬂuwuﬁﬂfﬁNTUTINﬂﬂ‘!ZTlfNﬂﬂ
The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



255

4. \dlenansneigvedmiu

a. mstunsdeuiivszneuieteudlddmsudiniiuiifinudennas PIP (Art. 28
w89Regulation (EC) No 1901/2006) %30

b. mstunsdeuiivsznaufedeudflmidmiuifinguuuumandsnsaulng was/
vido mslinuulndiufoRaudennas PIP (Art. 29 489 Regulation (EC) No
1901/2006) %30

. mstunudeudmdu Paediatric Use Marketing Authorisation (PUMA) (Art31
¥dRegulation (EC) No 1901/2006)

msazdnmteyaiiieideuaslsmeiilodsiios fiumionsly

wuuesy Pre-submission request (Eligibility) uazdsluguuudannseindly
84 CPeligibility@ema.europa.eu Wiouiu Annex 1 (ﬁﬂﬂﬁ§ﬂ5ﬂwmzmﬁmﬁm%
(Draft Summary of Product Characteristics)) iag Annex 2 (WaNad1m3y

AnanTRluNS1AEUANE) uonsann Tnslamzetnadadmiundnsaiendiey
nelA Optional scope 84 Article 3(2)bEMA wuzt il Eligibility request 152
qn 18 eurewhnstuveTunzdouen (Marketing authorisation application
(MAR) uazdhan 7 iounouvhnmsturetunsifeusiiu EMA aganilaas

annsodslududiunilsvea“Letter of intent to submit” (66)

n15vaua CHMP/PRAC/CAT Rapporteurs/Co—RapporteursLLazﬂ?ja\l;:iﬂizl,ﬁu - MAA Pre-

submissiom meeting

Pre-submissiom meeting tHuqnddylunisiaunanfasiuasdunountstunsden
yanguinsuaniedestutuneunstanisunisdaenarsvetunzifousluaunem (Marketing
authorisation application (MAA)) Pre-submissiom meeting ﬁﬂizaummﬁﬁL%%Mi%ﬁﬂﬁﬁg“ua
Junsiduannsniuonasvetunadendadulumudetmuavongmneuasdetmunad
$u8u wagilimsusaduduluegnenuiu matnuadadisilituetunsdouannse
ahumsinsoruauninuesiiunansinsives EMA (EMA Product Team Members) Fsagidugi]
duiedasetnlnddalutunounsussdiundndausiondun

TngunfnstimuasiAniu 6-7 eurounisBuenansvetunsdeu wifuetunsdeu

A593VOUANU CHMP/PRAC/CAT Rapporteurs/Co-Rapporteurs Iagds Pre-submission

request form fauysalalugs pa-bus@ema.europa.eu agiley 6 dUnmineuiulanufive

1Un3e 3 ineunsuniianddluniondu Eligibility request 1WalinsaNULARTUANTUNIRNGS
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(https://www.tga.gov.au/form/pre-submission-planning-form-ppf) warBulugs TGA
KU TGA eBusiness service (eBS) oufuusnuediion 1osn PPF aggnuszidivluiy
usnuasuiazifiou mndu PPF Tuduil 1 veudiou PPF uasgnussdiuludeudaly e
fu PPF whi{Budvovzdednesssuilondmiumue (Application fee) mngBud
voldlsivimnanliauysalvseliliionansdndunsudu TGA azfiansania PPF
auysaiuarlivonsu mndeamsvetunsdou fBudwedostiu PPF Ina ile TGA
fiansanin PPF Sawanysaliazeonsuld TGA azds Planning letter lugsiBudue 3
%igqi’uiumi?ju%gaLﬁaﬂasﬁuwzLﬁaui’uﬁmwmaém%’u Milestones usiagtu uay
Usmiiuiidoailugaienansvetunsidou (dossier) Ingazdanieluiud 15 veadion
yEsnouEuUssdiy

dwsuening (Orphan drugs) Arsssutilsudmsuavenazasssutteulunis
Usziliuaggneniiy Iﬂaﬁﬁuﬁwaﬁmﬁuﬁwa Application for orphan drug designation
1084 TGA 2-3 ouneuasidutumoudl 1 uazdedlésunsBuseuain TGA Fsagldunis
il

dm3uen Genetically modified organisms (GMOs) ag@adlasunisoudinain the
Office of the Gene Technology Regulator (OGTR) nau kagAtuziinain OGTR
awaosldlu PPF

Milestone: &in15daWauad Pre-submission planning

Aanssuvan vad
HOu  TGA

8 Pre-submission planning form

(New U7 1 vaufaw)

Pre-submission planning

v

AN

JUAN 53 Uanslunauil 1 Pre Submission phase vaiUssinAgaansiae (2)
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2. Tupeud 2 Tuneun18u (Submission phase)

Funoud 2 wandluzuil 56 duneutiapiduannsldsuenarsvetunsifou dveluns
TunsSeuasdosoglusuuuiildsunisseusu dwsuluilagiufio CTD format Tagludue
Category 1 uay Category 2 avfosdumuoniy eBs niuds hard copy Hag electronic
copy Ufa TGA
dnsusvelunistunsdeu
- wiiflanseengidival
- #13ving vy
- ogasealn
- HITVINARIEARS
- msddeudd
sfosduenastunsdeuluss TeA Tuiufl 7 sssdoundmniouiilésu Planning
letter uaﬂmﬂﬁmiﬁsqifuﬁﬂu Planning letter
mnduavedmsu

1%

= = = !
- AUNSLUEUNSIURYULURINNGE
- Yunzilougansiaylul
- msiavudeyanansoue

Y A

svdosBuenarsluiudl 14 vesdeundsnniieuiiléu Planning letter
fupouiiagdugaiio TGA dsanmneuds(Notification letter)iﬂé’ag’ﬁuﬁwadwﬁmaﬁ?u
Fsunmsseusulunmstsaiunielsl lasavdsneududoufldsuonastunadou duod
Iuniseensuazdesunelunaniiimun egluesuiiauysal uasdulumudermun
Tae TGA mnlildsunissessuvidedumuslinssnnunanfidmun geudueazdesds PPF
uar yaLenansvetunsiioulndmndesnistunsdoudBusmonedosieasssuiely
n5UsEAiL (Evaluation fee) iileléi¥u Notification letter Indvel@ifuniseensy
Asssudoumuiissyluaaving mnlddreassadonaelu 2 ifeundsanlazu

Notification letter agfioinAvegnendndmiuienansitdlunstuszuansludiudaly
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Milestone: fiNN5@INAYINITNINTUIAIVD

Aangsunan Q’?ju TGA

FULENENSTLAYINYAETTUL BN

TGA(fouTuit 15 veuiow)

v

ANTUNITNINTUIAIVD

v

Im911 Notification letter

v

AN

SUAMN 54 uaneduneuil 2 Submission phase vesUseinAeaansidy (2)

3. FumuE 3 N1sUsELIUTEULIA (First round assessment phase)

Tupeuiliandluzuin 57 Faazisulle Notification letter gnds YayangeuA1vaduiay

Y Y
6

gniiansaniaggussiliundludiuamnin Msfineidenldlavinluayed ns3denendin

9

a o

naziNLNsaMsAIEss mnniifeasduariimsaiiovedeyaifisidiu (Consolidated
section 31 request for information) %awgﬂdﬂﬂﬁaQﬁuﬁwﬂui’uﬁﬁmuﬂu Planning
letter FUsziiiulu TGA o1adnsegBufvelaensaieasunudeyamnwuilidndusesdu
fdosegnadiunenis fussdiuaslding 3 WeudmiusvetunsSousaiiy uay 4 Wou
dmsudvedun Weusufiuada 9eniadeu Consolidated section 31 requestfor
information #3eLeNa@13NM8lWNAY 1 1BUNAIINATIAERULSEUTRY TGA Adl Milestone 3
letter Tgdudmeneauiugninsvesfeudinsiaaeuiada deuszneusy Consolidated
section 31 request for information Wndl wazgduseunIsUszidiusouwsn (First

round assessment report)
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Milestone: #9Nan15USLLNUTOULSA

Aanssunan Neu TGA

Useiulnentienisuseiiunsnuay

ignsUsTRUTAas

(Consolidated section 31 request)

JUAMN 55 Uansdunauil 3 First round assessment phase YaeUsginAoaansLay (2)

[%
Y

4. Tunoud 4%umaumsmauﬂé’uﬁﬁawa%’aaﬂaLﬁ'mﬁu (Consolidated section 31 request
response phase)

Funeutiuansluzui 58 TasazBuiloaumsuszifiuseuusnidle TGA dsrfosvedona
duduludBudue wardugaidotuiidiuduenauiuddodasnisdsoyafiay Teasld
a1 30 e 60 TutufufBusvaszylu PPF uasBudilas TGA Tu Planning letter n13
navsuiesaziesaglugy CTD format fiufuaagsasdais hard copy wa electronic
copy 18 TGA giudvenramumusesunsUssiiuseunsnuaziuuzih TGA A
foRnnarnnsonsaziasfinulusonu Taesueglu Module 1.0.2 mnlsifidoswedoya
s fufuveazdesdsssnumsnumumsusziiuseunsnaelutuiiszyly Milestone
3 letter vnastoyaunlaiviuivuafuiisyyludfeswedeyaiiufnazlianunsodetoyald

waznsUszuseuaesazasUlnedeya TGA o

Y
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Milestone: uanyisnsneunduvenield section 31

U 56 wanadunawdl 4 Consolidated section 31 request response phase U4

Useineaoansias (2)

Fupoudt 5 uanduzud 59 FeumeuthzFuileautunoud 4 liagldfumansundy
visoli fussidiuasfinsandeyaifiuduiildondoswedeyariudiu uazusuiiudoya
ovmaliiasaauysal I6dusenunisussidiuseuiiaes (Second round assessment
report) nelu 2 Weudmiuganstaflyal uazanelu 1 Weudmiudwedus fiudveasd]
Temalunmsnumunenumsuszifiuazuugi TeA fueianaiauaznisaziasiinuniely

14 JUna991n TGA 3YINs1891unsUTEIUTaUNaDY

Milestone: gananisuseLiiusaUaad

flanssunan -

SUAMN 57 uanedunauil 5 Second round assessment phase Y83UsEnFRRANASIAY (2)

v 1 9 v g a Jaq ¥ a @
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£
Y

6. TuUABUTN 6 TUNBUNITNUNIULAAMENITTUNTHILIYEY (Expert advisory review

phase)

v 1
(% IS

Funeutiuandluzud 60 Tutunoutl TeA agveduusiiudnisfufvetunsdou
nauglviAuugdmanfe Advisory Committee on Prescription Medicines (ACPM) dnsu
vdelanze1afinisuinw Pharmaceutical Subcommittee (PSC) was ACPM @aglsk
Auuzthimunduiedl msmuauaun Indvaaumansveseniifesendeludanme viie
Advisory Committee on Safety of Medicine (ACSOM) @sagliiruuzinieatuany
Uaonibuesen mavsuiuarudsuarnisuimsianismudssesendunsutonsuly
Fuil TGA vafuuziian ACPM LLazLﬁaiﬂaa’mmﬁﬂizLﬁuiauammﬂ;ﬁﬂ'ﬁuﬁuﬁ"’aﬁlumu

N nsAnu3ITedildlivinlunyed n133Tenneediin wasununsIan1sANEsIgnasly

o)

€

e

eurve Jaaggnasneniulssruiu ACPM 23 u Arvefiddluds ACPM aggnadlyigtum

=

vase Welifourvuednyin Pre-ACPM response fululomalunisiauedefniiuanting

e ¢

Reaffuvatiug Q?Jluﬁwa%éfaaﬁu%dmmzmmmﬂé’%’u pre-ACPM response 9814108
13 Junsunisuszyuvnasliviuazlilasunisiiansanlag ACPM usazdalasunisiiansan
Tne TGA Tudumeusialy waefBusvoasiosds deRnifuisaiudeiananauasmsaziasd
wlusenunmsUssiuadeiiaedluss TeA eghatios 13 TurounsUszyutuneuiiasaugn
Soduuztiinnn ACPM gnddlugagBudvelutud 15 veafeudifimsuszyy dmuuriives

ACPM %Qﬂaﬁmﬂagﬂu the Australian public assessment report (AusPAR)

Milestone: @INANISNUNIUIINALNTTUNIS AL UL

AINIIUVIEN S TGA

al

AVUYDABUL 19N ACPM

!

Pre-ACPM response Lagn13naunay

NANIS1ISELIIUSAT ARG

v

waNALeNENSAELY ACPM

v

A5UIEUNUVDI ACPM

v

InVALULLNURY ACPM

v

L .3Unm 58 panstiumau 6 Expert advisory review, phase vedusslyAoaainiay (2)
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7. umoui 7 Decision phase

gj dil U a 1 o Y wa =) a o U o
Tumeuiluantlusy 61 lag TGA azdnduladndweaslasuniseyliivseufias dwsud
YafiveAuzi1an APMC Tunauiiaziuilomuuziives APMC gnaaludududve uay
duanille TGA wamsdndulaludaaumvalaganvinaudnisdndula (decision letter) 6
91MNINAIRINNTUTEYNAY ACPM dmiSudvedunsideuenandaylnl duneuiiazisuile
euMsUssiiuseuiaesgnaaludududve wardugailoTGA udsnsindulaluduiu
Avelay decision letter 6 91MNENAINTIBUNTUTEEIUTOUNARIYNALUT B UAVE
o w o Mo ° o v o = a @
dmsuivenliiinisvemuuginnn ACPM JEumveasinamumusisnunisussduady
auysal uazuuz TGA Deteiananauaznisasiasninuniely 14 Jundain TGA 3nh
senuatuanysal mndsliviunielu 14 Ju TGA agdnaulalagldtoyaniiod Tunismuniu
ToyaagyilagUsziulselovi-anudssveden amnanuinduselevdinnniininudes
TGA raudalivungileuslnl MadlondFeulviilevlunseudfiedanisanuidss 1y
wndvingiaziminglaamsunstouly WieiurvefanIuuNUNITIANITAIUED DS
gApenIuAN duaiu limius wavantynineditunduinm vasainfieengnain viens

[y

NANN5END9e

Milestone: n1sanaulalnesnuain TGA

fAanssuman fiy TGA

frwnunumukazfnaula

v

Im¥1 Decision letter

y
fas

JUAMN 59 Jumeudl 7 Decision phase Y8eUseinAdaasIaY (2)

8. UupouN 8 Post-decision phase
oo 4w B4 . « .
Tunauiluandluzui 62 1TuTunounnIsTANITUAENITAIVANNINNY MUNEIAT VAU S0
lngagisudlogiuvelasunisudinisindula (Decision letter) wagdugaluduipaunaaan
woundnaulalaeninduenazidng ARTG dmiugllansesngnsival anuwselnl sUuuy
Tyl 3 slalvl Ysudeugnsiiu wWhswienisi viselinisiiudeusldazidig ARTG lag
dl o ¥ ! v A U a a v A v 5 Qlll IQQJ yd‘ o
gurvearfesdwilviesusesdniunsvioussmealuds TGA Tunsuilarlidugamingdu
volldmdng1uiuses ndwnTunsidounditoyariavuafeduRandaeuagnszuIuIg
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Andulasranunsadndelanmumaiuled TGA Tuguves Australian public assessment
report (AusPAR) ffiludveaziasdaonansteyanansinsi (Product information: PI) T TGA
el 2 erfingndannfuiildtunsdeu uardnenansdeyasdmiuiuilan (Consumer
medicines information: CMI) g TGA neudwinendndaaidmsunandoeilg uag

[

nelu 2 enfinduaannlasuendinsuasundasdmiunsdsuulamaniuginiiogum

Milestone: fianssudun1sdnnisuazaIuaueLasIauysol

AAINITUNAN ey TGA

al

A15IANITVUFANY

v

SUAMN 60 Tunau 8 Post-decision phase vasUszinAopansiaey (2)

suiilenlunstunsifoventudesiurastupeuiieieiladaunin Yasasie &
Usgansnmluiosnan nisudnazdeadulumundnnisndnia (GMP) Tnsusenindnazdesd]
Tuoygendndsazlinaanini TGA luasralssnuiuinduluauwdn GMP dwsuduneu

Tngsrummunlunstungsilougidesenfoludunndlulssmeseansifouandlusuil 63
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sUA M 61 uanstuneunismuannsTunslsugiaesedeludunndlulszimaesainsie (2)



L@NASN LT LUNSHUL T unelsueNfosafeludsnne

wnansnisvunsiiouazly CTD format @9azuwusaanidu 5 Modules 1ae Module 1 9

WINTAMSUUSEIMAREMSLAY @34 Module 2-5 Azapnmaasniu CTD documents UBIANAIN

glsuninunltlulssmeesamsidud sy hard copy eldguiuy CTD format d3u electronic

copy 2¥l4 eCTD %38 non-eCTD electronic submission (NeeS) format (2) ﬁm%’u%@%am%}?ju

zaneenueanlUTuiUTLAUDIAUD

1.) Module 1: Administrative information andprescribing information for Australia

Faaedoaduluau CTD Module 1 Administrative information and prescribing

information for Australia Usgnausie (2)

a)

)

n)

0)

Module 1.0 Correspondence

Module 1.0.1 Cover letter

Module 1.0.2 Life cycle management tracking table
Module 1.0.3 Response to request for information
Module 1.1 Comprehensive table of contents
Module 1.2 Administrative information

Module 1.2.1 Application form

Module 1.2.2 Pre-submission details

Module 1.2.3 Patent Certification

Module 1.2.4 Change in Sponsor

Module 1.3 Medicine information and labeling
Module 1.3.1 Product Information and Package insert
Module 1.3.3 Consumer-medicines information
Module 1.3.2 Label Mock-ups and specimens
Module 1.4 Information about the experts

Module 1.4.1 Quality

Module 1.4.2 Non-clinical

Module 1.4.3 Clinical

Module 1.5 Specific requirements for differenttypes of applications
Module 1.5.1 Literature-based submission documents

Module 1.5.2 Orphan drug designation

[ v a /A = [
unAageuazuudoyaniivauves Tassaulfganinusnliusms luadsdyangwa (CUIR)

I 9 an 9 = a S ] Ao o
!,“]J‘L!Ll,ﬂllell?Jlluﬁellﬂﬂuﬁ'@]Li]WJENIﬂiNWUﬂﬁiyiQWUWHﬁTIENWWUTINﬂmgﬂfo‘lﬂﬂ

The abstract and full text of Senior Project in Chulalongkorn University Intellectual Repository(CUIR)

are the Senior Project authors' files submitted through the faculty.



312

p) Module 1.5.3 Genetically modified organisms consents
@) Module 1.5.5 Co-marketed medicines declarations
r) Module 1.5.6 Combination medicines consent
s) Module 1.5.7 OTC New product assurances
t) Module 1.5.8 Umbrella brand assessment
Module 1.6 Master files and Certificates ofsuitability
u) Module 1.6.1 Relevant external sources
v) Module 1.6.2 Applicant’s declaration
w) Module 1.6.3 Letters of access
Module 1.7 Compliance with meetings and pre-submissionprocesses
x) Module 1.7.1 Details of compliance with pre-submissionmeeting
outcomes
y) Module 1.7.2 Details of any additional data to besubmitted
z) Module 1.7.3 Declaration of compliance with Pre-submissionplanning
form and Planning letter
Module 1.8 Information relating topharmacovigilance
aa) Module 1.8.1 Pharmacovigilance systems
bb) Module 1.8.2 Risk management plan for Australia
Module 1.9 Biopharmaceutic studies
cc) Module 1.9.1 Summary of bioavailability orbioequivalence study
dd) Module 1.9.2 Justification for not providingbiopharmaceutic studies
Module 1.10 Information relating to paediatrics
Module 1.11 Foreign regulatory information
ee) Module 1.11.1 Foreign regulatory status
ff) Module 1.11.2 Foreign product information
gg) Module 1.11.3 Data similarities and differences
hh) Module 1.11.4 Foreign evaluation reports
Module 1.12 Antibiotic resistance data
2.) Module 2: CTD Summaries: Quality, Pre-Clinical, Clinical
a) Module 2.1 Common technical document table of contents (Modules

2-5)
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b) Module 2.2 CTD introduction
c) Module 2.3 Quality overall summary
d) Module 2.4 Nonclinical overview
e) Module 2.5 Clinical overview
f)  Module 2.6 Nonclinical written and tabulated summaries
- Pharmacology
- Pharmacokinetics
- Toxicology
g) Module 2.7 Clinical Summary
- Clinical Pharmacology studies
- Clinical safety
- Clinical efficacy
Literature references
Synopses of individual studies
3.) Module 3: Quality data: Drug Substance, Drug Product, Regional Requirements
a.) Module 3.1 Module 3 table of contents
b.) Module 3.2Body of data
c.) Module 3.3Literature references
4.) Module 4: Pre-Clinical data
a.) Module 4.1 Module 4 table of contents
b.) Module 4.2 Study reports
c.) Module 4.3 Literature references
5.) Module 5: Clinical data
a.) Module 5.1 Module 5 table of contents
b.) Module 5.2 Tabular listing of all clinical studies
c.) Module 5.3 Clinical study reports
d.) Module 5.4 Literature references (80)
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n1svesiReangna1nves Over-the-counter Medicines (OTC Medicines)

Over-the-counter Medicines (OTC Medicines) \Jugnilaildeidesendeludainmeuay
Complementary Medicines @a1ailugvigludiuen erfidesdnelaendsnswintu vie e19ve
kU 81 OTC 819aztlou (Register) n3vasto (List) Tu Australian Register of Therapeutic

Goods (ARTG) FufuANUEsaIe (81)

(%
[

Junaun15veaulReangnaInved Over-the-counter Medicines

" nsdlen OTC fameSoulu ARTG
fuelumsamefousnoTC lu ARTG avutsopnuaneszsu fedl enafyiiang
Geatosinn Wun N1 way N2 snansfyfifinanudestios o N3 waz N4 uwazendifiany
destmunans laun N5 Sadueniiliildenansey dmumsidsuulasenitunsdounds oz
Uszneude C1 Wasuuasendaliamudssiosun C2 wag C3 wWasuulasendedinnudes
tlon C4 WasuulaseBsiimnudssunandeyaiidularszosnanildluudazseiuas
waneneiulumuanades (81)
dmiutuneulunsamadeousn OTC fsil (82)
1. 1#ils TGA Business Services wagdasnismsduteyaseulatl Insdndudeuitnd (e-
business account)
2. aaaevdulsznoulny
revaswndeyaifiotufuseyiifty wwfewmsnaouheniidudsznouiiduansll
wieasiidosnsnsUsadundeld Tnsannsoasiaaeuldanniuledues TGA
dwduddszneuiifuansinl avdestundnsdudmesdiuussnouiu (Notification
of a Proprietary Ingredient) mﬂﬁ?‘lm%iéléjuLﬁ‘UiSQ‘U@ﬂﬁﬁUi%ﬂ@Uﬁ?ﬂﬂ Fasndudedddlunns
uuoousi
dmuanseengvisvioasusausidlvsl o1avild 2 35 Aedunfeniudveoysfd wiedu
rouusvooud Feistarldurlunsdeduuunnyiny
3. szyszAvresmvelaeszyIndumveluszau N1 N2 N3 N4 %58 N5
4. a5aeusuINIUURLasUa Ay
5. vidngugudu GMP

Y a

minldinangugudu GMP dwsuusdnenanilietudved1vearlignasivdey nangIun

gousudmiunanlulszinaeaansiay ABGMP license aanlay TGAGMTURHERUBN

UsenApaamsias ABGMP clearance 9anlag TGA
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6. urndeyadmiufvetunsiou dwiuenasiildlumstuamedousn OTC agding
wisuaeandesfusULUy CTD uazBuluguuuy electronic Tnglsididusiosds hard copy
dmsuteyaluusiar Module azunnsafiluiufussduvesdme sealu OTC dossier
documents matrixiingialsarniules TGA

7. BudwesysiRoangnainlaesinumis e-businessservice (eBS)

8. neAsTULlEY

Sefinstudve azldsulundsarsssuden fiudveszdosderssauiondmivive
wagAsssullenlunmsussidiu TGA agliimsnsirgavemnlifinisineasssuien

9. MTINYAYD

TGA 9gms1agmueayiiien OTC sengaan Lilensiadeuimyegniumnzaniusziu
vosrve wazidulunadermun dmndveiing azgnusziiiusioly Tnegiudveaslaty
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Brand name
Drug Generic name
subject Approval (license) number
to EPPV

Date of approval (license)

Therapeutic category

Purpose of EPPV

Number of medical institutions for which EPPV is
to be conducted (by type)

Type

Number of medical
institutions

Method of EPPV
(provision of information on proper use to medical
institutions, method of request for cooperation and
warning, and their implementation frequency)

Period of EPPV

From MM DD, YYYY to MM DD, YYYY

When EPPV service is partially outsourced, the
outsourcee’s name and address and the scope of
the outsourced service

Other necessary matters

Remarks

Date of preparation: MM DD, YYYY
(Date of revision in case of revision)

Marketing Supervisor-General or Safety Management Supervisor

Note: In the line of the number of medical institutions for which EPPV is to be conducted (by type), provide

this information separately for “hospitals” and “clinics™ as defined in Article 1-5 of the Medical Care Act (Act

No. 205 of 1948).

suam 64 urunsiseisanudaendentendseneengnainlugiausn (EPPV plan)
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Brand name
Drug Generic name
subject Approval (license) number
to EPPV

Date of approval (license)

Therapeutic category

Date of launch

MM DD, YYYY

EPPV period

From MM DD, YYYY to MM DD, YYYY

Number of medical institutions for which EPPV is
to be conducted (by type)

Type

Number of medical
institutions

Estimated number of patients

(Describe the method used to calculate the estimated

number of patients.)

Occurrence of serious adverse drug reaction, etc.

Type of adverse drug
reaction, efc.

Number of cases

(Classify by Preferred
Term [PT] of each System
Organ Class based on the
Medical Dictionary for
Regulatory Activities/J
[MedDRA/J].)

Safety measures taken during the EPPV period

(Describe in detail in the attached paper.)

Remarks

(Provide the name and contact phone humber of the
person in charge of this report.)

| hereby submit the early post-marketing phase vigilance report.

MM DD, YYYY

Address (location of principal office for corporations)

Name (representative’s name for corporations)

To: Director of Office of Safety, Pharmaceuticals and Medical Devices Agency

Note: In the line for the number of medical institutions for which EPPV is to be conducted (by type), provide

this information separately for “hospitals” and “clinics” as defined in Article 1-5 of the Medical Care Act (Act

No. 205 of 1948).
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Safety Drug Monitoring Program
Active surveillance
Intensive Drug Monitoring (Drug Event Monitoring)
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Safety Monitoring Program
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CIOMS FORM

SUSPECT ADVERSE REACTION REPORT

I. REACTION INFORMATION

1. PATIENT INITIALS 1a. COUNTRY 2. DATE OF BIRTH |2a. AGE | 3. SEX | 4-6 REACTION ONSET | g.12 CHECK ALL
{first, last) Day | Month | Year | Years Day | Month | Year APPROPRIATE

TO ADVERSE

REACTION

7 + 13 DESCRIBE REACTION(S) (including relevant tests/lab datal & PATIENT DIED

r1 INVOLVED OR
PROLONGED
INPATIENT
HOSPITALISATION

1 INVOLVED
PERSISTENCE OR
SIGNIFICANT
DISABILITY OR
INCAPACITY

[ LIFE
THREATENING

Il. SUSPECT DRUG(S) INFORMATION

14. SUSPECT DRUGI(S) (include generic name) 20 DID REACTION
ABATE AFTER

STOPPING DRUG?
[1TYES [INO [ NA

16. DAILY DOSEI(S) 16. ROUTE(S) OF ADMINISTRATION 21. DID REACTION
REAPPEAR
AFTER REINTRO-
17. INDICATION({S) FOR USE DUCTION?
COYES TINO [ NA

18. THERAPY DATES (from/to) 19. THERAPY DURATION

lll. CONCOMITANT DRUG(S} AND HISTORY
22, CONCOMITANT DRUG{S) AND DATES OF ADMINISTRATION ({exclude those used to treat reaction)

23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergics, pregnancy with last month of period, etc.)

IV. MANUFACTURER INFORMATION
24a. NAME AND ADDRESS OF MANUFACTURER

24b. MFR CONTROL NO.

24c. DATE RECEIVED 24d. REPORT SOURCE
BY MANUFACTURER I STUDY [ LITERATURE
[JHEALTH PROFESSIONAL
DATE OF THIS REPORT 25a. REPORT TYPE

CDINITIAL - [0 FOLLOWUP
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Report of suspected reaction to medicines or vaccines (“Blue card”)

Privacy statement

Personal information:

Persenal information in this report about a patient is collected and used for the purpose of assessing the safety of medicines under the
Therapeutic Goods Act 1989 (the Act). All reports are assessed and entered into the TGA's Australian Adverse Drugs Reactions System (the
ADRS). That information in this report is only disclosed: (i) under subsection 61(3) of the Act to State and Territory Health Departments (if the
information relates to vaccine events); or (i) where the disclosure is otherwise required by, or authorised under, a law. For example, the
Secretary of the Department of Health can release information from this report under subsection 61(7) of the Act if it is necessary to do so to
ensure the safe use of the medicine, including to the company responsible for its supply in Australia

The reporter’s details are recorded in the ADRS so that they can be contacted if further information is required about the reported adverse
event. Personal information about a reporter is only disclesed: (i) under subsection 61(3) of the Act to State and Termritory Health Departments
(if the information relates to vaccine events); or (ji) where the disclosure is otherwise required by, or authorised under, a law.

Adverse event information.

Specified kinds of information about reported adverse events can be released to the public by the Secretary under subsection 61(5C) of the
Act. The information includes such details as the medicine reported to have been involved in an adverse event, and statistics such as the
number of cases of reported adverse events relating to a medicine for any particular period of time. This information dees net include any
“personal information™ within the meaning of the Privacy Act 1988 - that is, information from which an individual's identity might be apparent or
reasonably ascertainable.

Further information about how the TGA uses adverse event information that is reported to it is available at <www.tga.gov.aufreporting-problems=.

Fold here first (Please do not use staples on this form)

Phone: 1800 044 114 www.tga.gov.au/reporting-problems Email: adrreporis@tga.gov.au Fax: 02 62328392

What to report
You do not need to be certain, just suspicious!
Any information related to the reporter and patient identifiers is kept strictly confidential.
Adverse drug reaction reports should be submitted for prescription medicines, vaccines, over-the-counter
medicines (medicines purchased without a prescription), and complementary medicines (herbal medicines,
naturopathic and/or homoeopathic medicines, and nutritional supplements such as vitamins and minerals).
Please include timing of reactions relative to medicine administration where relevant.
The TGA particularly requests reports of:
+  All suspected reactions to new medicines and vaccines
+ All suspected drug interactions
« Unexpected reactions, that is not consistent with product information or labelling
«  Serious reactions which are suspected of significantly affecting a patient's management, including
reactions suspected of causing death, danger to life, admission to hospital, prolongation of
hospitalisation, absence from productive activity, increased investigational or treatment costs, and

birth defects.
Fold here second D 1073 October 2015
Delivery Address: Mo stamp required
PO Box 100 if posted in Australia

WODEN ACT 2606

Medicines Safety Monitoring
Pharmacovigilance and Special Access Branch
Reply Paid 100

WODEN ACT 2606

suam 78 uuureiulunissenueinislifiaUseeasa ADRAC blue card vesUsemeeaalnsidy (116)
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UM 79 wuunesy National Adverse Events Following Immunisation (AEFI) reporting form 19
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Vaccinated person’s details

Indigenous status: Is the person of | [ ] No
Aboriginal or Torres Strait Islander .
origin? ] Yes, Aboriginal

L] Yes, Torres Strait Islander

[] Yes, both Aboriginal and Torres Strait Islander

Important medical history

Allergies

Has the vaccinated person had [1No

previous reactions to vaccinations? .
[] Yes - please specify:

] Unknown

JUnM 80 wuunesH National Adverse Events Following Immunisation (AEFI) reporting form 14
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Vaccinated person’s details

Vaccination provider details

Surname:

First name:

Street address:

Suburb:

State:

Postcode:

Phone: landline (incl. area code)

Phone: mobile

Email:

Fax:

Profession:

(1 Medical practitioner
[ ] Registered Nurse
[] Other, please specify:

Clinical setting

[ GP practice

(] Council clinic

[ ] Aged care facility

[] School vaccination program
] Hospital

[_] Other, please specify:

] Unknown
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Vaccinated person’s details

Address of service where vaccine | [] As per vaccination provider (above)

was administered
or

Name of
practice/clinic/provider

Street address:

Suburb:

State:

Postcode:

Phone: landline (incl.
area code)

Phone: mobile

Email:

Reporter details

[ ] As per vaccinated person’s details (above)

or
[] As per vaccination provider details (above)

or

Surname:

First name:

Practice name (if relevant)

Street address:

Suburb:

State:

Postcode:

UM 82 wuunesu National Adverse Events Following Immunisation (AEFI) reporting form 19
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Reporter details

Phone: landline (incl. area code)

Phone: mobile

Email:

Date of report:

Reporter type:

[] Medical practitioner
[ | Registered Nurse

[ ] Vaccinated person
[] Parent/guardian

[] Other, please specify:

Reporter details

necessary.

|:|Yes I:l No

Signature/initials*

needed.

1, the reporter, agree to be contacted for further follow up regarding this adverse event if

Date

Please advise the parent/patient that contact details will be used to follow up if information is

*For verbal reports indicate how consent was obtained
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Vaccine details

Vaccine (brand Dose Batch Date given Time Route of Injection site

name) no. no. given administration

Oo Om [ORL OLL
(0sc [ |[JRA[JLA
CJIN [Ju  [Ju [INA

OJo OmM [ORL OJLL
[1sC [JID |[JRA[]JLA
CJIN [Ju  [[Ju [INA

Jo [Om™M |JRL JLL
(0sc [ |JRrRACJLA
LJIN [JU L1U [INA

(10 [JM |[JRL [JLL
O0sc O [ORACLA
(1IN [JU [JU [NA

1o [JM |[[JRL [JLL
0sc [ |[JRA[JLA
CJIN [Ju [JU [INA

Abbreviations

Route of administration: O = oral IM = intramuscular SC = subcutaneous 1D = intradermal IN = intranasal U = unknown
Injection site: RL =rightleg LL = left leg RA =rightarm LA =left arm U =unknown NA = Not Applicable

JUnw 84 wuunesH National Adverse Events Following Immunisation (AEFI) reporting form 14
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Adverse event details

many as apply)

Onset of event Date:
Time:

Description of events, including

timeline of occurrences:

Management of event (tick as [ ] None

[ ] Nurse assessment
[ ] GP assessment
[ ] Hospital emergency department

[] Hospital admission:

Number of days(if applicable):

Date of discharge:
(] Unknown
[] Other, please specify:

Please specify the treatment/care
provided (e.g. antibiotics,
adrenaline, advice, counselling,
ete.):

JUnmN 85 wuunasu National Adverse Events Following Immunisation (AEFI) reporting form 19
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Adverse event details

Have the symptoms resolved? [ ] Yes - By what time had they resolved?
Date: Time:

[ ] No - Symptoms are ongoing as of:
Date: Time:

Please describe ongoing symptoms:

[ ] Unknown

Once completed, send to the TGA
¢ By mail to: Post-market Surveillance Branch, Reply Paid 100, Woden ACT 2606

e By fax to: 02 6232 8392

e By email to: adr.reports@tga.gov.au

JUNIN 86 wuunesH National Adverse Events Following Immunisation (AEFI) reporting form 14
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