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DECREE
of June 23 2008

on good clinical practice and detailed conditions of clinical trials on medicinal products

PART ONE
COMMON PROVISIONS
Section 1

Introductory provisions

(1) This Decree incorporates relevant regulatinfithie European Communitig¢sand
stipulates the rules of good clinical practice dethiled conditions of clinical trials on
medicinal products (hereinafter referred to asfichl trial”).

(2) For the purposes of this Decree:

a)

b)

d)

the commencement of a clinical trial on a humanioieal product shall mean the
moment when the first trial subject referred t&erction 51, paragraph 2 (g) of the
Act on Pharmaceuticals or its guardian signs thermmed consent with participation
in the clinical trial in the Czech Republic; in éeituations referred to in Section 52,
paragraph 9 of the Act on Pharmaceuticals, the cemasgment of a clinical trial shall
mean the moment when the investigator decidegyrimpliance with the Protocol, to
enrol the first trial subject to the particulamitial trial and makes a written record
thereof in the documentation;

the commencement of a clinical trial on a vetegmaedicinal product shall mean the
moment when the clinical trial is authorised by Yreterinary Institute;

the completion of a clinical trial shall mean themrent when in respect of trial
subjects the last procedure established by thequbof the clinical trial is performed
in the Czech Republic; such procedure, howevetl sbmean the follow-up of the
trial subject; where the clinical trial protocolfuees the completion of the clinical trial
in another manner, the completion of the clinicall shall mean the moment
established by the protocol;

residues shall mean all active substances oritinetiabolites present in the meat or
other products obtained from animals in whom tivegtigational veterinary
medicinal product has been applied;

case report forms shall mean documents in papeyrpior electronic format intended
for the recording of any information which is puastito the clinical trial protocol
provided to the sponsor for each trial subject;



f)

9)

h)

)

K)

a contract research organisation shall mean aalaiutegal person having a
contractual relationship with the sponsor and ssedjng the performance of one or
more activities or functions of the sponsor in exgpf the clinical trial;

guality assurance shall mean any planned and sgtiteprocedures which are to
safeguard that the clinical trial is conducted dath from the clinical trial obtained,
recorded and reported in compliance with good cdihpractice and related legal
regulations;

guality management shall mean procedures and @esiansuring, within the quality
assurance system, compliance with the requirengavisrning the quality of all
activities associated with the clinical trial,

standard operating procedures shall mean detailggrnvmethods of performance of
individual actions within the scope of the clinitahl the purpose of which is to
achieve a uniform performance of these actions;

trial subject identification code shall mean anlexpdentifier allocated by the
investigator to every trial subject in order toy@et disclosure of the trial subject's
identity;

blinding in a clinical trial shall mean a procedurevhich the trial subject and, where
applicable, also the investigator or other persowmslved in the clinical trial do not
have access to the information about the allocatfdhe investigational medicinal
product to individual trial subjects;

a major change to the protocol of the clinicalltsiaall mean such change which is
likely to affect the trial subjects” safety or teathe scientific hypothesis of the
particular clinical trial.

(3) In the conduct of clinical trials on radiopheaceuticals, the provisions of this Decree
shall be without prejudice to the Atomic Act anddgal regulations adopted for its
implementation).

Section 2

General principles of good clinical practice

A clinical trial shall be conducted in complianegh the protocol of the clinical trial as
referred to in Annex 1 hereto (hereinafter refetaeds the “protocol”) and with protocol
amendments.

PART TWO

CLINICAL TRIALS ON HUMAN MEDICINAL PRODUCTS

CHAPTER ONE



ETHICS COMMITTEE
Establishment, membership, and operation of ettoasmittees
Section 3

(1) The establishment of an ethics committee fesrexl to in Section 53, paragraph 1 of the
Act on Pharmaceuticals shall mean the written agipent of the members of the ethics
committee. An ethics committee shall comprise déast five members with adequate
gualification and expertise allowing them to assess evaluate the proposed clinical trial in
terms of its scientific, medical, and ethical aspeBrior to the appointment of ethics
committee members, the healthcare facility or theidtry of Health (hereinafter referred to
as the “person”), which establishes the ethics cittee) shall request their written consent
with their membership in the ethics committee arith wdherence to the conditions stipulated
in Section 53, paragraph 2 (a) to (c) of the AcPbrarmaceuticals.

(2) When appointing new members of an ethics catemafter the committee has already
been established, the procedure outlined in papadtashall apply likewise.

(3) The Institute shall publish a list of ethiasamittees in the Czech Republic, specifying in
particular the contact addressees of the ethicsritiges, the professional specialisation of
their members, date of establishment or dissolutibare applicable, and information
whether the ethics committee is an ethics commiteeulticentric clinical trials and what
opinions on proposed clinical trials have beenaddoy the concerned ethics committee.

(4) Where the ethics committee is to perform #igoactivities of an ethics committee for
multicentric clinical trials, it shall apply witthé Ministry of Health for this appointment, and,
at the same time, shall provide the Institute waittopy of the application together with the
documentation stipulated for the operation of dmcetcommittee by the Act on
Pharmaceuticals and by this Decree. The Institua, svithin the period of 60 days, verify
whether this ethics committee complies with thpudated conditions, and shall forward its
opinion to the Ministry of Health. The Ministry éfealth shall decide, within the period of 30
days of the delivery of the opinion of the Instvhether the ethics committee may be
designated as an ethics committee for multiceriats. This appointment shall be notified
by the Ministry of Health to the ethics committeethe establishing healthcare facility and to
the Institute.

(5) Where a clinical trial, which has been apprbisg the ethics committee established by
the healthcare facility, is active in the healtlectacility the administrator of the healthcare
facility shall create conditions for this ethicsnumittee to operate for the duration of the
clinical trial in this healthcare facility, andghanges in its membership occur, to ensure a
smooth continuation of its operation as well asights and obligations.

Section 4

(1) An ethics committee shall issue its opiniohmaetings announced in advance in a
manner described in the written operating proceslaféhe ethics committee as referred to in
paragraph 2. Only those members of the ethics ctteemivho participate in the discussion on
the concerned clinical trial and who are familiathwt shall express their opinion. The ethics
committee may adopt its opinion only if it is hagueorum. For an opinion to be adopted, it is



necessary to have the opinion of at least five ne¥mbf the ethics committee, including a
member without healthcare qualification and withexgpert scientific qualification and a
member who is not the employee of or in a simadwolur or dependent relationship with the
healthcare facility where the proposed clinicaltrs to be conducted, and those two members
must constitute of two different persons. The itigagor shall not take part in the adoption of
the opinion of the ethics committee.

(2) The ethics committee shall fulfil its rolesdampliance with the written operating
procedures which shall include, in particular:

a)
the definition of its membership, giving the name(sd surname and qualification of
its members, and the establishing healthcare tfigcili

b)
the method of planning of meetings, their annourez@rto the members of the ethics
committee and the conduct of meetings;

c)
the assessment of applications for ethics commefpgeoval of the commencement of
clinical trials and the conduct of continuous swson over the clinical trial,

d)
the method of determining continuous supervisioer ke clinical trial;

an accelerated assessment and issuance of opona@administrative changes to
active clinical trials;

f)
a specification of the ethics committee’s apprdactie reports from investigators, to
information obtained from the supervision over ¢heical trial, or obtained in another
way, and a specification of the method how thecstbommittee notifies in writing
the investigator or the healthcare facility ofaggnions on the clinical trial, reasons
for their adoption and procedures of review of pmimn, if applicable;

9)
the definition of the method and timelines of thi@ies committee communication of
data required by the Act on Pharmaceuticals anthisyDecree to the investigator or
the sponsor, to the Institute, and, where a muitreeethics committee is concerned,
also to ethics committees that may be establishduedrial sites;

h)
the operating procedures in compliance with otagal regulation, if the ethics
committee issues its opinions also for spheresarhedical research other than
clinical trials.

(3) The records maintained by the ethics committaest be made accessible upon request of
the authorities which perform state administrapomnsuant to Section 10 of the Act on
Pharmaceuticals, and of foreign control authorittethe sphere of pharmaceuticals.

(4) The written operating procedures, a list ofmbers of the ethics committee and a
declaration to the effect that the ethics commikttag been established and operates in
compliance with good clinical practice and reldesghl regulations shall be provided by the
ethics committee upon request to the investigafonsor or authorities referred to in
paragraph 3.



(5) The minutes of meetings of an ethics comm#tead| contain the date, hour, and venue,
the list of attending members, the list of othevited attendees, main points of discussion, a
memorandum of the opinion including the methoddu@ion of the opinion, a record of
announcement of possible conflict of interest astyaature of at least one member of the
ethics committee.

(6) Where an ethics committee is dissolved, thegrewhich has established or designated
the ethics committee shall announce to the Institttiether the operation of the dissolved
ethics committee is being taken over by anothacetommittee, and shall provide a list of
active clinical trials supervised by the dissolhetkics committee and specify how the storage
or hand-over of the documentation of the dissokthits committee is safeguarded.

Section 5
Provision of an opinion on the conduct of a clihicel

(1) The ethics committee shall express its opimiornhe conduct of a clinical trial on the

basis of a written application and having asseisedubmitted documentation. The
application for the provision of an opinion on ttenduct of a clinical trial shall be submitted
to the ethics committee by the investigator orli®ysponsor. Documents and source materials
shall be submitted to the ethics committee in thedd language; the ethics committee may
allow for the submission of documents and sourceenads also in another language.

(2) The following shall be submitted to the etheosnmittee:

a)
the protocol and, where applicable, its amendments;
b)
the text of the informed consent form and othettemi information provided to trial
subjects;
c)
trial subject recruitment procedures, in particadvertising;
d)
investigator’s brochure containing available saftdya for the investigational
medicinal product;
e)
detailed information about compensation of costsramuneration for trial subjects;
f)
CV of the investigator or other documents certifythe investigator’s qualifications;
9)
draft of insurance contract or insurance contragedng the investigator's and
sponsor's insurance pursuant to Section 52, paola@#f) of the Act on
Pharmaceuticals;
h)

other documents requested by the ethics committee.

(3) In its assessment of the compensations, insarand remunerations, the ethics
committee shall always assess whether:

a)



the compensation or provision of damages for tlaégubject in the case of death or
injury to its health due to its participation irethlinical trial is covered by the
insurance contract;

b)
the liability insurance for the investigator as Mas for the sponsor is covered by the
insurance contract, or, where applicable, whethetiability insurance of the
investigator or sponsor may be part of their labvelations;

the compensations exceed the costs incurred kyigéhsubject or by the investigator
in respect of their involvement in the clinicabirand, furthermore, whether the
remuneration for the investigators is known in asbeaand fixed, and whether the
sponsor has submitted a written announcement drti@int of this remuneration
together with the application;

d)
the amount of remuneration for trial subjects iscqadite to the nature of the clinical
trial, particularly in respect of those researobcgdures which are not directly
beneficial for the trial subject.

(4) Where clinical trials, in which it is not paiske to obtain the trial subject's informed
consent prior to its inclusion in the clinical triare concerned, the ethics committee shall
assess how and at what timelines the protocol edwerrequest for the informed consent of
the guardian of the trial subject or of the triabgect alone, and shall contemplate whether it
may be effective to condition the inclusion of e&ital subject by the committee’s approval.

(5) The ethics committee shall provide its opiniorthe sponsor and to the Institute within
the timeline stipulated by Section 53, paragrapbha®10 of the Act on Pharmaceuticals.

(6) Where a multicentric clinical trial is concen the ethics committee for multicentric
clinical trials shall forward its opinion to theda ethics committees of individual trial sites
listed in the application, to the sponsor and ®oltistitute within the timeline stipulated by
Section 53, paragraphs 9 and 10 of the Act on Phaeaticals. The local ethics committees
shall also provide their opinions to the sponsmthe concerned ethics committee for
multicentric clinical trials, and to the Institutecompliance with Section 53, paragraphs 9
and 10 of the Act on Pharmaceuticals.

(7) An opinion of an ethics committee shall contai

a)
identification data of the assessed clinical tiraparticular the title of the clinical
trial, the sponsor and the trial site, protocol bem and, where applicable, the
identification number of the EudraCT European dasal(hereinafter referred to as the
“European database”), delivery date of the appbcatand a list of trial sites in
respect of which the ethics committee has provitsedpinion and over which it
performs supervision;

b)
a list of reviewed documents;

statement and its rationale;
d)



date of issue of the opinion and a signature tdat one member of the ethics
committee authorised for this purpose by the opegairocedure referred to in
Section 4, paragraph 2;

in the case of clinical trials where it is not pbssto obtain the trial subject's
informed consent prior to its inclusion in the @l trial, the ethics committee shall
explicitly state whether it agrees with the proaedof trial subject inclusion specified
in the protocol, and shall state whether it condii the inclusion of each individual
trial subject by the committee's approval; wheoies condition the inclusion of each
individual trial subject by the committee's appiputashall also specify the method of
how the investigator shall seek such approval avd the ethics committee shall
provide the relevant position without any delay;

f)
where the opinion is issued by an ethics commitieenulticentric clinical trials, this
fact shall be specified and, at the same timestabfitrial sites on which this
committee has issued its opinion and which it suipes shall be provided.

Section 6
Changes to the conditions of a clinical trial

(1) Notification of major changes to the protopatsuant to Section 56, paragraph 1 (a) of
the Act on Pharmaceuticals shall be made in writongviding a rationale and a draft of the
revised relevant part of the dossier to which stidmnge and the protocol amendment pertain
to. Where amendments to protocol of administradiverganisational nature are concerned,
or those consisting of changes to such data asxiomple the telephone, fax, e-mail address,
necessary for the cooperation of the ethics coreastand the Institute with the sponsor, the
sponsor shall forthwith inform the Institute ané #thics committees which have provided
their position on the given clinical trial. Such @midment shall not be considered a major
change to the protocol.

(2) When assessing a protocol amendment and gsamitopinion thereon, the ethics
committee shall proceed as per Section 5 likewise.

(3) A revocation of its approval as referred téiection 53, paragraph 13 of the Act on
Pharmaceuticals shall be notified by the ethicsrogtee forthwith in writing to the
investigator, the sponsor and the Institute. Whhéxception of those cases when the trial
subjects” safety is compromised, the ethics coremghall, prior to adopting its decision,
request the opinion of the sponsor or of the ingastr, where appropriate. An ethics
committee for multicentric clinical trials shallripr to adopting its decision, also request the
opinions of local ethics committees of individuglt sites.

(4) A revocation of ethics committee approval Ebahtain:

a)
identification data about the clinical trial, inrpeular its title, specification of the
sponsor and trial sites for which the approvalamb revoked, protocol number, and
identification number of the European database &/hpplicable;

b)

rationale of the revocation of approval,



measures to terminate the clinical trial, in paac the conversion of the trial subject
to another treatment, if the approval is being kexbdue to compromised safety of
trial subjects and unless the measures have altesgty specified in the protocol;

d)
approval revocation date and signature of at le@stmember of the ethics committee
authorised therefor by a written operating procedirthe ethics committee.

CHAPTER TWO
INVESTIGATOR
Section 7
Basic activities of the investigafor

(1) Prior to the commencement of the clinicalltrilae investigator shall familiarise
himself/herself with the proper use and charadiesi®f the investigational medicinal product
as described in the protocol and its amendmentlgimvestigator’s brochure and in other
information materials provided by the sponsor.

(2) Before enrolling each trial subject in thedstuthe investigator shall obtain a written
informed consent of the trial subject or its guandgiin the case of clinical trials where it is not
possible to obtain such consent prior to the enealnof the trial subject into the clinical trial,
procedures outlines in Section 52, paragraph Beofict on Pharmaceuticals and referred to
in Section 5, paragraph 4 shall apply.

(3) An investigator who is in a dependant relatiothe operator of the healthcare facility
shall obtain the operator's consent with the condtuthe trial prior to the commencement of
the clinical trial.

(4) Within the scope of good clinical practiceg ihvestigator shall:

a)
ensure that all persons involved in the conduthefclinical trial at the particular site
have adequate expertise and qualifications angdraperly informed about the
protocol and its amendments, about the investigatimedicinal products, and about
their tasks in respect of the clinical trial,

b)
maintain written records of the persons authortkedeby to perform the tasks
essential for the conduct of the clinical trial;

ensure that adequate medical care is providecettritd subject in the case of an
adverse event, which has occurred in associatitmtive trial subject's participation
in the clinical trial, including clinically signifiant deviations of laboratory values
from normal values;

where he/she finds out about or is informed abadraeurrent condition of the trial
subject, inform the trial subject to this effect;



inform the trial subject's attending doctor abd $ubject's participation in the
clinical trial, if the trial subject consents to it

f)
exert reasonable efforts to identify the reasongfemature withdrawal of the trial
subject from the clinical trial without infringingn the trial subject’s rights.

(5) The investigator or a person appointed thestia}l keep records of deliveries of the
investigational medicinal product to the trial s the levels of stock of the investigational
medicinal product at the trial site, of the useelgh trial subject and of returns of unused
investigational medicinal products to the sponsarf@nother manner of disposal. These
records shall contain the date, amounts, batche$;lffe, and code numbers allocated to the
investigational medicinal product and to the tsabjects. The investigator shall maintain
records which provably evidence that trial subjéetge been provided with doses of the
investigational medicinal product specified in gretocol, and which document the handling
of all investigational medicinal products takennfréhe sponsor.

(6) The investigator shall ensure that the ingaditonal medicinal product is used
exclusively in compliance with the approved protlpand, furthermore, shall safeguard the
provision of information to each trial subject redjag the correct use of the investigational
medicinal product in intervals appropriate for toecerned clinical trial and shall check
whether each trial subject adheres to his/heruinsons.

(7) Where a random selection of trial subjectspplied in the clinical trial, the investigator
shall ensure that the identification code is disetbsolely in compliance with the protocol.

(8) Where a clinical trial is blinded, the invegtior shall forthwith inform the sponsor about
any premature unblinding of the investigational meel product and shall document this
fact.

Section 8

Information for the trial subject and trial subjeghformed consent

(1) The particulars of information for the triallgect and informed consent are stipulated in
Annex 2 hereto. When the informed consent is bebtgined, the trial subject must not be
unduly influenced in favour of participation or ¢wued participation in the clinical trial.

(2) In order to obtain an informed consent withtiggation in the clinical trial the
investigator shall use and provide to trial sulgewily such information materials which have
been approved by the sponsor and authorised lgotierned ethics committee or by the
Institute. These information materials shall beatpd, approved and authorised any time
when new information relevant for trial subjectetmmes available.

(3) The investigator or a person authorised thes#iall, prior to obtaining the informed
consent, provide an opportunity for the trial sebjer its guardian, where applicable, to
consider the information necessary for the deciammhto ask questions in respect of the
clinical trial; these questions shall be answered.

(4) The investigator or a person appointed thest@a}l provide the trial subject or its
guardian with a counterpart of the signed and distiedmed consent form as well as a copy
of the written information about the clinical triatended for trial subjects, including any



changes and amendments, if applicable. Where thamed consent has been granted not
only by the guardian but also by the trial subjéug, trial subject shall also receive a copy of
this consent.

(5) Where clinical trials on minors are concerned:

a)
the investigator shall obtain the informed consemompliance with Section 52,
paragraph 6 (a) of the Act on Pharmaceuticals;

b)
the investigator or a person authorised thereby iwleaperienced in working with
minors shall provide, in the scope of the minoxgeeted capacity of understanding,
the minor with truthful information about the cluaill trial, in particular about its risks
and benefits, about possible discomfort and paéeptbblems, as well as about the
right to withdraw from the clinical trial at anynie;

if possible with respect to the capabilities of thmor, the investigator or a person
authorised thereby shall provide the minor withtten information about the clinical
trial within a scope adequate to the stage of agreent of the minor and shall
respect the minor's wish regarding the participainothe clinical trial;

d)
the ethics committee shall perform its supervisibteast in six-monthly intervals; if
the concerned ethics committee is not experienc@aediatrics, it shall involve a
specialist qualified in paediatrics for the purposéthe conduct of supervision.

Section 9
Records and reports

(1) Prior to the commencement of the clinicalltmethe healthcare facility where the clinical
trial is conducted, documents listed in sectiohAwnex 3 hereto must be made available to
the persons involved in the clinical trial. Thismex, furthermore, in its sections Il and 1lI
specifies documentation to be maintained in thesmaf the clinical trial and after its
completion. These documents must be made avatialie persons involved in the clinical
trial, unless stipulated otherwise in the clinital authorisation.

(2) The investigator shall ensure accurate, cotapteadable and timely recording of data to
case report forms and to all reports. The invegiitgmentries in case report forms shall be in
compliance with the source documents; any possiBl@epancies must be justified.

(3) Any change or adjustment made in case repamd shall be dated and signed by the
person who has done the change and, if applicablexplanation shall be attached; the
change or adjustment shall be attached to thenaligecord. Changes or adjustments shall be
made by the investigator, his/her staff authorieeshake changes or by persons authorised by
the sponsor pursuant to the written operating phoes of the sponsor; such change or
adjustment shall be endorsed with the signatutbeperson who has made the change or
adjustment.

(4) Records associated with the clinical triaiheg trial site shall be accessible for the
sponsor, members of the ethics committee and asdwbstaff of control authorities as



referred to in Section 4, paragraph 3.

(5) Upon request of the sponsor, of the persagrmed to in Section 21, paragraph 3 or in
Section 22, paragraph 2, of the ethics committes# oontrol authorities, the investigator
shall provide direct access to all requested recasgociated with the clinical trial.

(6) The investigator shall forthwith inform theosysor, the concerned ethics committee and
the healthcare facility by means of a written rédaout any changes significantly
influencing the conduct of the clinical trial of applicable, increasing the risk for trial
subjects.

(7) The investigator shall keep clinical triakslin a manner safeguarding the protection of
trial subject data pursuant to another legal regnd). Following the completion of the
clinical trial, the investigator shall ensure therage of source documents in compliance with
the regulations governing the storage of healthdacementatiof) and in compliance with
Section 56, paragraph 7 of the Act on Pharmacdstittaal subjects” identification codes
shall be maintained for the minimum period of 1&nge

Section 10
Serious adverse event reporting

(1) A serious adverse event report for the spoasaeferred to in Section 58, paragraph 1 of
the Act on Pharmaceuticals shall contain infornraibout the trial site, name of the sponsor,
title of the clinical trial and protocol numberiairsubject identification, description of the
event, name of the medicinal product causing thews®adverse event, including the
administered dose and method of administratiotihdfreporting is not done in writing, it
shall be forthwith confirmed by a detailed writteaport. In urgent and, if applicable, follow-
up written reports trial subjects shall be prefgradbentified by their identification codes.

(2) Adverse events, including laboratory deviasiomhich are defined in the protocol as
critical in terms of safety evaluation, shall bpaged in compliance with the requirements
governing reporting and within timelines speciftedthe sponsor in the protocol.

Section 11

Suspension of clinical trials and their terminatior to the completion of all procedures
specified by the protocol

(1) If a clinical trial is suspended or terminafer to the completion of all procedures
specified by the protocol, the investigator shaithhwith inform trial subjects to this effect
and shall arrange for their continued treatmentranditoring of their condition.

(2) Where a clinical trial is suspended or terrtedaunder the conditions referred to in
paragraph 1:

a)
by the investigator without prior approval of th@oasor, the investigator shall
forthwith inform the Institute, the sponsor and #tkics committee(s) which have
provided their opinion on the concerned clinicallirto this effect; the investigator



shall provide a detailed written explanation to $pensor and to the ethics
committee(s) which have provided their opinion loa toncerned clinical trial;

b)
by the sponsor or by the Institute, the investigatall forthwith inform the ethics
committee(s) which have provided their opinion lb@ toncerned clinical trial, to this
effect and shall provide a detailed written exptaomathereto.

(3) Where a clinical trial is suspended or eaglyrtinated due to a permanent or temporary
revocation of the approval of the ethics committee,investigator shall forthwith inform the
healthcare facility to this effect.

CHAPTER THREE
THE SPONSOR
Section 12
Basic activities of the sponsor

(1) The sponsor shall safeguard the implementat@hmaintenance of quality assurance and
management systems and the application of writiemdard operating procedures which
guarantee that the clinical trial, including asated laboratory tests and handling of data, is
conducted and data are obtained, documented, pextesvaluated, and reported in
compliance with the protocol, with the principleésgood clinical practice and with other legal
regulation8), in order to ensure their authenticity and corress. Where a contract research
organisation or another entity is involved in tlimduct of the clinical trial, it shall have a
quality assurance and management system implemang&dgously to the sponsor.

(2) The sponsor shall appoint the investigatohwitview to his/her qualification, the nature
of the clinical trial and the resources of the ttezdre facility where the clinical trial is to be
conducted. The sponsor shall conclude a writtetraoty which may also form an annex to
the protocol, with the investigator, the healthdality or other persons involved in the
clinical trial, on the conditions governing the doiat of the clinical trial, including its
funding and compensation of costs of treatmertiénciise of an injury to the trial subject's
health associated with the subject's participatiahe trial, responsibility for communication
with the ethics committee or the Institute, storafjdocumentation and provision of reports
and information. Before the contract on the conddi¢he clinical trial is concluded, the
sponsor shall provide the investigator or the Iealte facility with the protocol and with an
updated investigator’s brochure for them to famiia themselves with these documents and
other provided information.

(3) The sponsor shall ensure that the investigator

a)
conducts the clinical trial in compliance with godthical practice, relevant legal
regulations, pursuant to the protocol approvedeysponsor and in compliance with
the opinion of the ethics committee;

b)

adheres to the procedures for recording and reygpoti data.



(4) The sponsor shall, furthermore, ensure thatritiestigator safeguards that:

a)
essential documents pertaining to the clinical &ira stored until the sponsor notifies
the investigator or the healthcare facility thasé are no longer required;

b)
access to healthcare facilities conducting thaadirtrial and access to source
documents and reports is made available for thegsas of monitoring, auditing,
inspections by the Institute or by foreign contxathorities.

(5) By means of the written contract the sponsailsmoreover, safeguard an explicit
definition of obligations, functions and activitizansferred thereby to the contract research
organisation, where such organisation is involvethe conduct of the clinical trial; the
sponsor's responsibility for the correctness amdpteteness of obtained data, however, shall
not be prejudiced thereby.

(6) Prior to the commencement of the clinicalltrilae sponsor shall define, assign and assign
all the obligations and functions associated withdlinical trial and shall ensure that that

only persons with sufficient qualifications and exse are involved in any activities
associated with the preparation, conduct, evaloatrenitoring, and auditing of the clinical
trial, and that these persons are informed aba@urt tights, obligations and, where applicable,
functions, and that their qualifications are docuated.

(7) For trial subjects and their guardians, thenspr shall appoint a properly qualified and
easily accessible doctor for the provision of cdiagions about health problems and about
issues arising in association with the clinicalltri

(8) The protocol, the selection of the pharmacaliform, dosage as well as the duration and
method of administration of the investigational meedhl product must be supported by
sufficient safety and efficacy data from non-cladistudies or, where applicable, from clinical
trials.

(9) Where the sponsor identifies a breach of théysprotocol, the standard operating
procedures, the principles of good clinical pragtiegal regulations or the requirements of
the Institute by the investigator, by the healtbdacility or by other persons involved in the
clinical trial, the sponsor shall forthwith adopeasures to eliminate the identified
shortcomings. Where monitoring or audit has disoed@ serious or permanent breach
referred to in the previous sentence on the patiefnvestigator or the healthcare facility,
the sponsor shall terminate the involvement ofitlrestigator in the clinical trial or shall
terminate the clinical trial at this site.

(10) If the sponsor is, at the same time, thestigator, provisions applicable to the
investigator shall also apply thereto with the gt of paragraph 4.

(11) In the case of a clinical trial which is coeted at more than one site, the sponsor shall
ensure that:

a)



prior to the commencement of the clinical trial teeponsibilities of the coordinating
investigator, if appointed, and of other involvedestigators are documented;

b)
all investigators obtain instructions for compliangith the protocol, the uniform set
of standards for the assessment of clinical anor&bry results and for the
completion of case report forms;

c)
communication among investigators is made feasible;

d)
the investigators are informed about serious uneepeadverse reactions to the
investigational medicinal products which have ooedrat other sites of the clinical
trial;

e)

in the case of a change to the clinical trial oeadment of the application following
this trial’'s non-acceptance by the ethics commitbeenulticentric clinical trials, a
new application shall be submitted to the samegttwmmittee for multicentric
clinical trials.

(12) The sponsor shall ensure that it is verifteat each trial subject has provided its written
consent with direct access to its original medieabrds for the purposes of monitoring,
auditing, controls by ethics committee and insechy the control authority in respect of the
clinical trial.

Section 13
Application for authorisation and notification othnical trial to the Institute

(1) Application for authorisation of a clinicaldl or notification of a clinical trial pursuant to
Section 55, paragraph 2 of the Act on Pharmacdsitstall be lodged by the sponsor with the
Institute. Where the application or notificatiorlasiged by a person other than the sponsor,
the application or notification shall be submittedether with the sponsor’s authorisation for
this person. Individual parts of the documentasball be submitted separately, with
continuous page numbering and a table of cont&htsapplication shall be accompanied by
the proof of payment of costs of the assessmetitechpplication or notification.

(2) The following documentation shall be submittetivo copies together with the
application for authorisation of a clinical trial wotification of a clinical trial:

a)
a list of submitted documentation;

b)
the protocol and, if applicable, its amendmentstaining data stipulated in Annex 1
hereto;

c)
written information for the investigator, eithertime form of the Investigator's
brochure containing data referred to in Annex 4teeror in the form of the summary
of the product characteristics;

d)

a written informed consent of the trial subjecttsrguardian in the Czech language
with any amendments, if applicable;



written information for trial subjects, includingstructions for the trial subject or its
guardian in the Czech language,;

f)
case report forms;

9)
information on non-acceptance of the clinical thglany ethics committee or foreign
control authority;

h)
pharmaceutical data about the investigational nrealiproducts pursuant to Annex 5
hereto;

i)

where a multicentric clinical trial is concernedfarmation on which ethics committee
for multicentric trials the application for opinidras been submitted to;
j)

study summary in the Czech language.

Where clinical trials the purpose of which is mbbtain source materials for marketing
authorisation or development of the medicinal pa@nd which do not involve
manufacturers of medicinal products or persons ceruoially associated therewith are
concerned, the scope of such documentation asawé maintenance and storage may be
amended to reflect the nature of the concernedtalitrial following a discussion with the
Institute; this pertains for example to documentastipulated under letter (h).

(3) Where the clinical trial is subjected to autkation and the investigational medicinal
product is a genetically modified organi§ira certificate of inclusion of the genetically
modified organism in the List of genetically moddi organisms and products approved for
marketing in the Czech Republic pursuant to theokcHandling of Genetically Modified
Organisms and Genetic Products shall be submittpettier with the application or, if
applicable, prior to the issue of the authorisatRisk assessment referred to in another legal
regulatiort”) shall be submitted together with the application.

(4) Upon request of the Institute, the sponsoll shdmit other source materials necessary
for the assessment of the concerned clinical fiealexample information required by the
State Office for Nuclear Safety, where clinicaalsion radiopharmaceuticals are concerned.
The Institute may disclose, by means of publicatioits information media, individual parts
of the required documentation referred to in paapr2, procedures typical for individual
types of clinical trials and necessary source nmaseand requirements implied thereby.

Section 14
Conduct of the clinical trial, data collection amtord-keeping
(1) In the course of the clinical trial, the sponshall continuously evaluate the progress of
the clinical trial, the safety of the investigatgmedicinal product, and, if applicable, critical
efficacy parameters and, on the basis of the foglishall adopt appropriate measures,

including changes to the conditions of the conddi¢che clinical trial or its termination.

(2) When electronic or remote system of recordokeg of the data about the clinical trial is



applied, the sponsor shall:

a)
ensure and evidence that these electronic systemglyg with the criteria of
completeness, accuracy and reliability establighethe sponsor and are suitable for
the given purpose;
b)
maintain standard operating procedures for theotifeese systems;
c)
ensure that the designed systems allow for chaofggéeta to be conducted in a
manner which ensure that they are documented ate@mibered data are not deleted;
d)
maintain a security system preventing unauthorsseess to data;
e)
maintain a list of persons who are authorised tkem@anges to data;
f)
ensure back-ups of data in an adequate manner;
9)

ensure blinding of data, if the clinical trial iBraled, for the duration of the blinding
of the clinical trial.

(3) If data or observations obtained in the cowfshe clinical trial are further processed,
comparison of original data and observations withgrocessed data must be made possible.

(4) The sponsor shall use an explicit identificatcode for trial subjects allowing for the
identification of all monitored data of individutlal subjects.

(5) Prior to the commencement of the clinicalltaiad in its course the sponsor shall ensure
the drafting and maintenance of documentation redeto in Annex 3 hereto. Any change in
the ownership of data obtained from the clinicall tand any possible discontinuation of the
clinical development of the investigational medatiproduct shall be notified by the sponsor
to the Institute.

(6) After the completion of the clinical trial,@lsponsor shall store documents listed in
Annex 3 hereto.

(7) The sponsor shall draw written procedures enguhat changes made by the
representatives of the sponsor to case report farsmaecessary, documented, and approved
by the investigator. Where such changes are impledethe representative of the sponsor
shall provide the investigator with a change andsithent log.

(8) In the case of a clinical trial where the spamis the investigator, a healthcare facility or
a university or the state via its organisationat and which does not involve a manufacturer
of medicinal products or persons commercially aséed therewith, and if agreed by the
sponsor and the Institute, the Institute shallragesfor the entry of data about suspected
serious unexpected adverse reactions to the igagistnal medicinal product to the European
database.

Section 15



Information about the progress of the clinicalltria

(1) Within the maximum of 60 days following thenemencement of the clinical trial the
sponsor shall inform in writing the Institute ame tethics committee for multicentric clinical
trials, if such committee has expressed its opioiothe concerned clinical trial, on the date
and site where the clinical trial has commencetthénCzech Republic.

(2) The investigator shall inform the ethics corte@ which has issued its opinion on the
concerned clinical trial and which supervises thisical trial about the commencement of the
clinical trial at the concerned site.

(3) The progress report for the clinical trial Bleantain data listed in Annex 6 hereto.

(4) The Annual Safety Report referred to in Secs8, paragraph 8 of the Act on
Pharmaceuticals shall contain data listed in Anhé&ereto. The sponsor shall submit the
report annually within the period of 60 days ofstimy date of data collection.

Section 16
Notification of changes to the conditions of a idal trial

(1) Amendments to protocol consisting of substdminanges to the documentation, such as
changes to the planned number of trial subjectsagl® and duration of administration of
investigational medicinal products, changes tousidn and exclusion criteria, evaluated
parameters or sampling procedures and changesdstigational medicinal products
affecting their quality, for example changes tartkemposition, manufacturing process,
specifications of storage conditions and shelfdifi@ll be considered major changes to the
clinical trial which are to be notified to the Inste and to the ethics committees which have
provided their opinion on the concerned clinicalltNotification of changes to the
conditions of the clinical trial shall be accompahby the proof of payment of costs of the
assessment of the application.

(2) Major changes to the conditions of a clinicgll which alter the nature of the clinical

trial, such as changes to the objectives of thedall trial, substantial changes to the trial
subject selection criteria and substantial chabhgése investigational medicinal products
shall be considered a new clinical trial.

Section 17
Other information about the investigational medatiproduct and about the clinical trial

In the course of the clinical trial the sponsaalsforthwith inform in writing the Institute and
the ethics committees which have provided theiniopis on the concerned clinical trial,
about:

a)

changes to its registered office or address;
b)

new findings about the investigational medicinaldarct;
c)



d)

measures adopted by the authorities of foreign ttmsnor by ethics committees
which pertain to the concerned clinical trial andynaffect the safety of trial subjects;

suspension of the clinical trial or its early temation in the Czech Republic; in this
case the information shall be provided within theexrmum period of 15 days; this
information shall contain data listed in Annex 8die;

termination of development of the medicinal product

Section 18

Information about the end of the clinical trial aswwdmmary report

(1) Information about the end of the clinical timthe Czech Republic referred to in Section
56, paragraph 5 of the Act on Pharmaceuticals sballain data listed in Annex 8 hereto.

(2) Following the end of the conduct of the clalitrial, the sponsor shall forthwith draw a
summary report, which shall contain the conclusimos the concerned clinical trial and
their interpretation. The summary report shall eonparticulars listed in Annex 9 hereto.

Section 19

Investigational medicinal products and their laibgll

(1) The sponsor shall ensure that:

a)

b)

d)

investigational medicinal products are charactdresdequately to their stage of
development;

suitable time, temperature and other storage donditare defined for the
investigational medicinal products and, if necegsalso procedures for the
preparation or treatment of investigational meditproducts before their
administration to trial subjects and aids for ttsgplication and that investigational
medicinal products are stable for the duratiorhefrtuse;

investigational medicinal products are packedyitsted and stored in compliance
with good distribution practice so that they arevably protected from contamination
and degradation during transport and storage;

investigational medicinal products are preparezhtad, controlled, stored and
dispensed in compliance with good pharmaceuticaitye; the persons ensuring the
above mentioned activities must comply with proi@sal prerequisites);

investigational medicinal products are properleléda as per paragraph 2 and, where
applicable, coded; where a blinded clinical trsatoncerned, the sponsor shall ensure
that the investigational medicinal products areetbith a manner allowing for

blinding and that the coding system allows for@dadentification of the
investigational medicinal product if necessary wébard to the health of the trial
subject; any unblinding must be detectable;



f)

where clinical trials the purpose of which is nmbbtain source materials for
marketing authorisation or development of the meadigroduct and which do not
involve manufacturers of medicinal products or passcommercially associated
therewith are concerned, the scope of labellingedéstigational medicinal products
may be adjusted adequately to the nature of theeroad clinical trial following a
discussion with the Institute.

(2) The labelling of the outer and immediate pgok@ of the investigational medicinal
product shall show:

a)

b)

C)

d)

9)
h)

)

the name of the sponsor, contract research sitevestigator;

the pharmaceutical form, route of administratianpant of doses, and, for open-label
clinical trials, also the name and strength ofrtrexlicinal product;

batch number or code for contents identification;

the reference code of the clinical trial allowirny the identification of the clinical
trial, of the trial site, investigator and sponaatless shown elsewhere;

trial subject identification code, or if applicabteeatment number and visit number;
the name of the investigator, unless included énlaivelling referred to in letter (a) or
(d), instructions for use, whereas a referenchegackage leaflet or another
explanatory document intended for the trial subgedor the person administering the
investigational medicinal product may be made;

the text “For clinical trial use only” or anothemslar wording;

storage conditions;

shelf-life (Use-by date, EXP, or date of retestivitere applicable), in the month-and-
year format, shown in a manner excluding any caafys

the text “Store out of reach of children”, with teeception of investigational
medicinal products used in such clinical trials vehihe investigational medicinal
product is administered to trial subjects undersingervision of the investigator.

In justified cases, with the objective to ensurfe sse of the investigational medicinal
product by the trial subject, the immediate packgghall show at least data allowing for a
clear identification of the contents of the packagi

(3) In the case of a change to the date defiiegshelf-life, another label shall be affixed to
the packaging of the investigational medicinal pridshowing the new date and repeating
the number identifying the batch. This labellingklbe carried out by a person appointed by
the sponsor in compliance with the sponsor’s stahdperating procedure.

(4) Where major changes to the pharmaceutical sBmerimplemented in the course of the



clinical development of the investigational medatiproduct, the sponsor shall safeguard
data about the new pharmaceutical form necessaysss the extent to which the
implemented changes will affect the pharmacokingtafile of the investigational medicinal
product, prior to the application of the new phacmaical form in the clinical trial.

(5) The sponsor shall not provide the investigetlanedicinal product to the investigator or
to the healthcare facility until the sponsor olbgaai documents necessary at the concerned
site for the commencement of the clinical trialparticular an approval of the ethics
committee and authorisation of the conduct of thveaal trial issued by the Institute.

(6) The sponsor shall ensure:

a)
record-keeping evidencing the transportation, pcstorage, returning, and disposal
of investigational medicinal products;

b)
the establishment and application of a systemaz#li®of investigational medicinal
products and documentation thereof, in particidaalls of defective investigational
medicinal products, returns of investigational needil products after the termination
of the clinical trial and returns of investigatibmaedicinal products with expired
shelf-life;

the development and application of a system of lrgdf unused investigational
medicinal products, including documentation of thésdling.

(7) The sponsor shall ensure sufficient quantiifethe investigational medicinal product for
the purposes of specification retesting if necgssard storage of documents about analyses
and characteristics of individual batches; the sposhall ensure storage of samples of the
investigational medicinal product until data ob&rfrom the clinical trial are evaluated, if
feasible with respect to the product stability.

Section 20
Change of the sponsor

Application for a change of the sponsor shall aontin addition to particulars required by
the Act, the following data and documentation:

a)
identification of the clinical trial to which thdhange pertains to;

b)
name(s), surname and address of residence oplitable, address of residence
outside the territory of the Czech Republic, curemployer, where a natural person
is concerned, or business or company name andeegisoffice where a legal person
is concerned, and name(s), surname and addressidémnce or, if applicable, address
of residence outside the territory of the Czechu®ép of the person to whom the
decision is to be transferred, where a naturalgmeis concerned, or business or
company name and registered office where a legabpas concerned, and proposed
date of the implementation of the change;



d)

declaration of the sponsor and of the person tomvtiee decision is to be transferred,
containing officially authenticated signaturesthe effect that the complete and
updated documentation pertaining to the cliniaal or a copy thereof has been made
available or handed over to the person to whondéuwgsion is to be transferred, and
that this documentation is consistent with the deeatation submitted to the Institute
within the scope of the application for authorisator notification of the clinical trial,
including updated documentation submitted to ttséitite as of the day of the
implementation of the change;

a plan safeguarding the provision of informatioowatithe change of the sponsor
within the scope of the concerned clinical triakluding, for example, an amendment

to the protocol, information for the investigatardprmation for trial subjects and
labelling of the investigational medicinal productflecting the concerned change.

CHAPTER FOUR
MONITORING AND AUDITING OF CLINICAL TRIALS
Section 21

Monitoring of clinical trials

(1) The supervision of the clinical trial shall #ecured by the sponsor by means of
monitoring the clinical trial, through which it dhbe verified, in particular, that:

a)

b)

c)

the rights and safety of all trial subjects arel®inhg compromised;

the recorded data are correct, complete and Velefian the basis of source
documents;

the clinical trial is progressing in compliance lwihe latest approved version of the
protocol and its possible amendments, good clipcattice and related legal
regulations.

(2) The scope and method of monitoring shall lerdened by the sponsor with a view to
the objective, purpose, design, complexity, bliggiscope, and target parameters of the
concerned clinical trial. Monitoring is usually femmed prior to the commencement of the
clinical trial, in its course and after its compbet

(3) The sponsor may appoint persons to monitoclinecal trial at the trial site prior to its
commencement, in its course and upon its complétiereinafter referred to as “monitors”)
and to safeguard cooperation between the spondahannvestigator. These persons shall:

a)

b)

have relevant qualifications and knowledge necgdsaithe monitoring of the
clinical trial; their qualifications shall be docemied:;



be acquainted with the investigational medicinaldoicts, the protocol, written
informed consent form and other written informatpmovided to trial subjects, the
sponsor's standard operating procedures, goodalipiactice and legal regulations
governing the clinical trial.

(4) In the monitoring of the clinical trial, mooits shall proceed in compliance with Annex
10 hereto.

Section 22
Audit

(1) An audit shall be considered a systematicnspeindependent assessment of the
activities and documents pertaining to the clintcal, which is to determine whether the
activities pertaining to the clinical trial havedmeimplemented and whether data have been
recorded, analysed and accurately reported in danga with the protocol, the sponsor's
standard operating procedures, good clinical pra@nd related legal regulations.

(2) For the purposes of auditing, the sponsoi stpgoint persons who are independent of
the conducted clinical trial, who are not involvadts monitoring or quality assurance
control (hereinafter referred to as the “auditgr#fig auditors shall have appropriate
gualifications and knowledge necessary for the aondf audits of the clinical trial and their
qualifications shall be documented.

(3) The sponsor shall ensure for the audits tpdrormed in compliance with the written
procedures drafted by the sponsor, which definestisgect-matter of the audit, method of
auditing, frequency of audits, the form and corgearitaudit reports.

(4) The plan of audits and selected procedurd$ishadapted to the nature of the clinical
trial, particularly with a view to the data subradtto control authorities, the number of trial
subjects, type and complexity of the clinical tridégree of risk for trial subjects and, if
applicable, also to shortcomings in adherencedtimciple of good clinical practice or legal
regulations identified in the course of the clihical to date.

(5) Observations and findings of the auditors|dimldocumented and these records shall be
stored in compliance with Annex 3 hereto.

(6) Where shortcomings in the activities of theastigator, the healthcare facility or the
sponsor in terms of compliance with the protoctandard procedures, good clinical practice
and related legal regulations are identified byabdit, the sponsor shall forthwith adopt
corrective action.

(7) If the shortcomings referred to in paragragréserious or permanent, the sponsor shall
terminate the participation of the investigatoobthe healthcare facility in the clinical trial
and shall forthwith inform the ethics committee dne Institute to this effect. The sponsor
shall proceed in the same manner if such shortagerhiave been identified by the monitoring
of the clinical trial referred to in Section 21.

PART THREE



CLINICAL TRIALS ON VETERINARY MEDICINAL PRODUCTS
Section 23

The investigator

The basic activities of the investigator shall be:

a)

b)

9)

h)

)

k)

before the commencement of the clinical trial tbrait to the sponsor an updated
professional CV and, if applicable, a declaratibthe conflict of interests, declaration
of confidential handling of information and othearponal data necessary for the
clinical trial to progress in compliance with iteopocol;

to ensure that the clinical trial is conducted eampliance with the protocol and that
the principles of good clinical practice are addeie

to maintain in the documentation of the clinicaltsigned and dated copies of the
protocol of the clinical trial, including all amements; each protocol amendment
drafted by the sponsor or by the investigator rbessigned and dated thereby and
must specifically state what has been changed eowide a rationale thereof;

to forthwith notify the sponsor about any deviaidrom the protocol of the clinical
trial;

to ensure a sufficiently qualified staff, includiagtivities conducted on the basis of
subcontracts, for the proper conduct of the clinical and to provide, in a proper
manner, to the staff involved in the clinical traaltaking care of the animals
information and relevant materials and informaitdtnained from the sponsor;

to ensure, in the course of the clinical trial, tise of adequate and well maintained
equipment and machines and compliance with starmj@rhting procedures;

to secure the informed consent from each breedaniafals prior to their inclusion in
the clinical trial, based upon adequate informatibout the participation in the
clinical trial;

to supervise the stabling, feeding and care fanals at the trial site and to inform the
breeder about animals stabled outside their permtatabling;

to document all interventions and procedures, cesungthe health of animals and
major changes to the environment;

to safeguard the requirements of the protocol gomgrthe use of edible products
obtained from food-producing animals, to whom irtigggional or control veterinary
medicinal products have been administered, andiera to the measures adopted for
the disposal of the tested animals;

to forthwith inform the sponsor about adverse rieast



p)

a)

Y

to ensure that any blinding is disclosed only impbance with the protocol and with
the approval of the sponsor;

to ensure the receipt, storage, distribution andahner handling of the investigational
and control veterinary medicinal product and tonten relevant records, including
remaining stock;

to ensure the administration of investigational aandtrol veterinary medicinal
products to animals only in compliance with thetpcol of the clinical trial;

following the completion of the clinical trial, mompare the records of receipt, use
and remains of investigational and control vetegimaedicinal products and to
explain any arising differences, if applicable;

if the clinical trial is suspended or terminatemlehsure relevant documentation of the
safe disposal of the investigational and contrééseary medicinal product, including
remains of feedingstuffs medicated therewith;

to document unforeseen events which may affectdliese of the clinical trial, and
measures adopted;

to maintain complete records of all visits, lettansl other contacts with the sponsor,
with the representatives of involved authoritiesvadl as with other persons
associated with the design, conduct, and documentat the clinical trial;

to safely store and protect from damage or destruetny documentation of the
clinical trial, including copies thereof, for thenmod stipulated by Section 61,
paragraph 4 (e) of the Act on Pharmaceuticals;

to provide the sponsor upon request with signedich@ntation of the clinical trial or
its authenticated copy, keeping one copy and,pfieable, to take part in the drafting
of the summary report;

to allow for the monitoring and auditing by mearmsvbich the quality of the clinical

trial is verified, and enable the Veterinary Ingit to conduct inspections of the

facilities used by the investigator and of any doeutation, including the provision of

requested copies for the purposes of compliande tvé protocol of the clinical trial.
Section 24

The sponsor

(1) The basic activities of the sponsor shall be:

a)

b)

to ensure scientifically sound information abouw #fficacy and safety of the
investigational veterinary medicinal product on Hasis of which it may be explicitly
concluded that there are no reasons which woulieptehe conduct of the clinical
trial;



f)

9)

h)

)

K)

to select the investigator, to ensure his/her faation, secure his/her availability for
the duration of the clinical trial and to verifysffier consent with assuming the
responsibility for the clinical trial in complianeéth the protocol and with the
principles of good clinical practice;

to appoint a qualified monitor;

in necessary cases to arrange for the prepardtistaredard operating procedures
applied within the scope of the clinical trial,

following a consultation with the investigator,goepare the protocol of the clinical
trial in compliance with the principles of goodmitial practice and to sign it together
with the investigator and, furthermore, togethethwie investigator to approve and
sign any amendments to the protocaol,

for a multicentric clinical trial to ensure that mvestigators conduct the clinical trial
in compliance with the protocol on the basis ohdarm system of data recording and
uniform instructions concerning the establishedcpdures;

to inform the investigator about relevant chemipalarmaceutical, toxicological,
safety and other significant data, which becomdl@va in the course of the clinical
trial, and to ensure that they are brought aldbeattention of the Veterinary
Institute;

to record all identified adverse reactions;

to safeguard proper disposal of all animals inatuitethe clinical trial and of all
edible products obtained from them in compliancéhwhe established requirements;

to compile and store records of deliveries of theestigational and control veterinary
medicinal product; if the clinical trial is suspeador terminated, to ensure proper
disposal of all stock thereof, including feedindfstunedicated therewith;

to store clinical trial documentation and protédtom damage or destruction for the
period stipulated by the Act on Pharmaceuticals;

to ensure the quality and integrity of data from thinical trial by means of an audit.

(2) The sponsor may, if effective, by means ofrdit@n contract assign the organisation of
selected or all of its activities associated wité tlinical trial to qualified contract
organisations.

Section 25

The monitor

The basic activities of the monitor shall be:

a)

to provide the sponsor with an opinion regardirggdppointment of the investigator;



b)

f)

g)

h)

)

K)

to provide the investigator with necessary infolioratelevant for the clinical trial, by
means of a personal or telephone consultatiom another manner agreed by the
monitor and by the investigator, always when rezplilny the circumstances of the
clinical trial;

to make sure that the investigator and the stafé leough time to conduct the

clinical trial, to ensure that the trial site wildve adequate space, facilities, equipment
and staffing resources and that the necessary nushbeaimals will be available for

the duration of the trial;

to verify that the staff involved in the clinicaldl is informed about all major facts
relevant to the clinical trial;

to ensure that the investigator understands th@rergents of the clinical trial and
accepts responsibility for its conduct;

to work in compliance with the requirements of spensor, to visit the investigator in
adequate frequency, before, in the course of aed e completion of the clinical
trial, for the purposes of adherence to the prdtand to the principles of good
clinical practice;

to ensure that the breeder's informed consentigee before the animals are enrolled
in the clinical trial;

to guarantee that all data are accurately, coyracitl completely recorded and that
illegible, missing or corrected documentation ibyfexplained,;

to verify that the storage, dispensing and stogkilog of the investigational and
control veterinary medicinal product are safe anthble and that the unused
investigational and control veterinary medicinadguct is returned to the sponsor or
properly disposed of;

to verify primary records and other documentatibthe clinical trial necessary for
compliance with the study protocol and to check twleinformation stored by the
investigator is complete and accurate;

to prepare and maintain complete records of allsviketters and other contacts with
the investigator, sponsor and representatived otlar involved organisations in
sufficient detail for the procedures which may eef@rmed by the investigator and
the sponsor;

to endorse compliance with the principles of golngiaal practice by the investigator
by means of signed and dated reports on the centasits that have taken place, and
documented activities during the conduct of theicél trial; to present them to the
sponsor at the end of the clinical trial.

Section 26

Audit



(1) For the purposes of auditing, the sponsoi stpgloint auditors (Section 22, paragraph 2),
who shall have appropriate qualifications and krealgke necessary for the conduct of audits
of the clinical trial. The qualifications of theditors shall be documented.

(2) The sponsor shall ensure for the audits tpdrormed in compliance with the written
procedures drafted by the sponsor, which definestisgect-matter of the audit, method of
auditing, frequency of audits, the form and cordgearitaudit reports.

(3) The plan of audits and selected procedurds refl@ct the importance and purpose of the
clinical trial, the number of trial animals, typedacomplexity of the trial, degree of risk for
trial animals, and existing knowledge of the clalitrial.

(4) Where serious shortcomings are identified si@nsor shall forthwith adopt corrective
action or, if applicable, shall terminate the daditrial. The sponsor shall forthwith inform
the Veterinary Institute about these measures.s@hee procedure shall apply if such
shortcomings are identified by the monitor.

(5) Observations and findings of the auditor shaldocumented and the sponsor shall store
certificates of performed audits.

Section 27
Investigational veterinary medicinal products ameirtlabelling

Within the scope of good clinical practice, vetary medicinal products used in a clinical
trial shall comply with the following conditions:

a)
they are adequately labelled as per Section 18gpaph 2 and show the words “For
clinical trial use only” and “For animal use only”;

b)
adequate time, temperature and other necessaritioosf their storage have been
established,

c)
they have acceptable stability for the duratiotheir use;

d)
they are in a packaging which protects them fromtabmination and degradation
during transport and storage;

e)
they are stored in sufficient quantities for poksiontrol, and, furthermore, records
of analyses and characteristics of samples of iddal batches are maintained, until
data obtained from the clinical trial are evaluated

f)
in the case of blinding of the clinical trial, theding system must allow for rapid
identification of these products; any unblindingshnbe detectable;

9)

they are manufactured in compliance with the pples of good manufacturing
practice.



Section 28
Application for clinical trial authorisation

(1) An application for clinical trial authorisaticshall be submitted to the Veterinary Institute
in two counterparts by the sponsor, using the ealeform.

(2) The following data shall form attachmentstte application:

a)
authorisation for use of experimental animals iddnethe concerned state authority
pursuant to other legal regulations;

b)
consent of the breeder of the animals;

c)
clinical trial protocol, including case report fasrfor the trial animals, and its
amendments, if applicable, drafted in compliancid whe requirements outlined in
Annex 11 hereto;

d)
written information for the investigator, eithertime form of the summary of the
product characteristics or a set of available pcodudormation, containing data listed
in Annex 12 hereto;

e)
written information for breeders in the Czech laage, containing data referred to in
Annex 13 hereto;

f)
pharmaceutical data about the investigational wredey medicinal products referred to
in Annex 14 hereto;

9)
proof of payment of costs;

h)

information on non-acceptance of the clinical thgla foreign control authority, if
applicable.

(3) Upon request of the Veterinary Institute, $pensor shall submit other source materials
necessary for the assessment of the concernedatlirial. Specific requirements for
individual parts of the dossier, if applicable, lkba published in the information media of the
Veterinary Institute.

(4) Where the investigational medicinal produc igenetically modified organism,
documents referred to in Section 60, paragrapl) df(the Act on Pharmaceuticals shall be
submitted together with the application.

Section 29

Documents, records and reports

(1) Documentation defined in Annex 15 hereto shalmaintained about the conduct of the
clinical trial.



(2) Any change or adjustment in the documentatiase report forms for trial animals or
reports must be dated and signed, and if necessaist,be explained, whereas the original
record must be preserved. Changes or amendmeliitbesitanducted in compliance with the
written operating procedures of the sponsor.

(3) Documents, records, and reports associatddtiet clinical trial must be made available
to the sponsor, to the Veterinary Institute, torti@nitor and to persons performing audit.

(4) Progress report on the clinical trial shalhtzon data listed in Annex 16 hereto.

Section 30
Serious adverse reaction reporting

Reports for the Veterinary Institute and for tperssor shall contain information about the
trial site, the name or name(s) and surname aépleasor, title of the clinical trial, and
protocol number, identification of the animal aresdription of the reaction, name of the
investigational and control veterinary medicinadguct, including the administered dose and
method of application. The reporting to the Vetanninstitute shall be made within the
maximum of 15 days of the detection of the evetiere a death or jeopardy to the life of the
animal is concerned, the information shall be agld within the maximum of seven days.

Section 31
Suspension and early termination of the cliniaal tr
If the clinical trial is suspended or terminatexdlly, the investigator shall forthwith inform
the breeder, the Veterinary Institute and the corexRegional Veterinary Administration to

this effect and shall provide for further treatmantl monitoring of the condition of the trial
animals.

Section 32
Information about the completion of the clinicahtrand summary report

(1) Information about the completion of the clalitrial shall be submitted by the sponsor to
the Veterinary Institute within 60 days of the cdetjpn of the clinical trial.

(2) Information about the completion of the clalitrial shall contain data listed in Annex 17
hereto.

(3) Following the completion of the clinical trighe sponsor shall forthwith draw a summary

report, which shall contain conclusions of the @ned clinical trial and their analysis. The
summary report shall contain particulars listeéimex 18 hereto.

PART FOUR
FINAL PROVISIONS

Section 33



Repealing provisions
The following is hereby repealed:

1. Decree No. 472/2000 Coll., on good clinical picacand detailed conditions of clinical
trials on pharmaceuticals;

2. Decree No. 301/2003 Coll., amending Decree M&/2D00 Coll., on good clinical practice
and detailed conditions of clinical trials on phacauticals.

Section 34
Coming into force
This Decree comes into force on the first dayhefd¢alendar month following the date of

enactment.

Minister: Minister:
Mgr. Gandalow v. r.

MUDr. Julinek, MBA v. r
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)

Directive 2001/20/EC of the European Parliament@irtie Council of 4 April 2001

on the approximation of the laws, regulations aththiaistrative provisions of the
Member States relating to the implementation ofdgdmical practice in the conduct
of clinical trials on medicinal products for humase, as amended by Regulation (EC)
1901/2006. Commission Directive 2005/28/EC of 9iAp005, laying down

principles and detailed guidelines for good clihjmactice as regards investigational
medicinal products for human use, as well as tgairements for authorisation of the
manufacturing or importation of such products

For example Decree No 307/2002 Coll., on radigpiatection, as amended by o
Decree No. 499/2005 Coll.

For example Act No 123/2000 Coll., on Medical Ded@nd on Amendments to
Some Related Acts, as amended.

Section 52, paragraph 2 of Act No 378/2007 Cofi.Ptlvarmaceuticals and on
Amendments to Some Related Acts (Act on Pharmaszdsifi

Section 6, paragraph 1 (c) of Act No 378/2007 Coll.

Act No 101/2000 Coll., on the Protection of Perdd@wta and on Amendments to
Some Acts, as amended.

Section 67b of Act No 20/1966 Coll., on the Car¢hef People’s Health, as amended.
Decree No. 385/2006 Coll., on healthcare documientsas amended.

Act No 499/2004 Coll., on Archiving and Document&srvices and on Amendments
to Some Acts, as amended.

For example Decree No. 229/2008 Coll., on the mastufe and distribution of
pharmaceuticals.

Section 2 (d) of Act No 78/2004 Coll., on the Us&enetically Modified Organisms
and Genetic Products.



Section 5 of Decree No. 209/2004 Coll., on detadedditions governing the handling
” of genetically modified organisms and genetic pasiu
)

Section 79, paragraph 5 of Act No 378/2007 Coll.

Annex 1
Protocol of the clinical trial and amendments totpcol

The protocol of the clinical trial shall containlaast the following data in the below outlined
structure. Information specific for individual trisites may be provided on special pages of
the protocol or mentioned in separate documensnrtfe of the data are provided in other
documents of the clinical trial, such as in theestigator’s brochure, the protocol shall
contain relevant references. The protocol shalehatable of contents and its title page(s)
shall show the following:

a) title of the protocol, its identification numbemd date of issue; any potential amendments
must be identified by amendment number and date;

b) name and address of the sponsor and of the anpnit

c) name of the person authorised to sign the pobtad its amendments on behalf of the
sponsor;

d) name, address, and telephone number of thefigdadvisor for consultations regarding
health issues and issues arising in associatidnth clinical trial, appointed by the sponsor
for the clinical trial in question;

e) names of investigators responsible for the condithe clinical trial, addresses and
telephone numbers of trial sites;

f) name, address, telephone number of the investiga doctor responsible for medical
decisions at the trial site;

g) hame and address of testing facilities perfogh@oratory tests and of other healthcare or
technical departments involved in the clinicalltria

1. Basic information

The name and description of investigational medigomoducts shall be provided as well as
an overview of findings from non-clinical studiegyich may be of clinical significance, and
findings from clinical trials related to the studlyquestion. Known and potential risk and
benefits for man shall be summarised. The selenettiod of administration, dosage, dosage
scheme, and duration of administration of the itigatonal medicinal product shall be
described and justified. Characteristics of triddjects to be involved in the clinical trial shall
be specified and references to literature and alsgaciated with the clinical trial and
representing the basis of the clinical trial shallprovided. This introductory part shall
contain a declaration that the clinical trial shmdlconducted in compliance with the protocol,
principles of good clinical practice, and legalukegions.

2. Objectives of the clinical trial
A detailed description of the objectives and aoradie of the clinical trial.

3. Plan of the clinical trial
Primary and, if applicable, secondary objectivd®weed in the course of the clinical trial
shall be specified. The type and design of the gotedl clinical trial shall be described (for



example, double-blind, placebo-controlled, paradieup study) as well as the scheme of
procedures and individual steps, including measadepted in order to exclude bias (for
example method of randomisation or blinding). Aatigstion of trial subject treatment,
including doses and dosage scheme, pharmaceuwroal packaging and labelling of
investigational medicinal products shall be prodidEhe expected duration of trial subject
participation in the trial and the sequence anaitiom of individual stages of the trial,
including follow-up, where applicable, and rulesiamiteria for termination and for
discontinuation of participation of individual trisubjects, parts of or the entire clinical trial
shall be specified. Procedures to report accourtiabf investigational medicinal products,
including applied reference products and placelieeres applicable, procedures of handling
randomisation codes and of decoding shall be desttrData entered directly in the case
report forms (i.e. without previous written or dleaic recording) and data which are
considered to be source ones shall be specified.

4. Selection of trial subjects and their exclusion

Inclusion, exclusion and withdrawal criteria foetparticipation of trial subjects in the
concerned clinical trial shall be specified. Withdal procedures shall include data about
when and how a subject is to be withdrawn fromdivecal trial or when and how to
discontinue the administration of the medicinalduct, the nature and timing of data
collected for withdrawn subjects, their follow-updadata about whether and how the subjects
are to be replaced.

5. Treatment of trial subjects

The treatment, including the names of all adminéstenedicinal products, their dosage,
dosage scheme, method of administration and daraficreatment including follow-up of
subjects for each administered investigational wiedi product and group shall be described.
Acceptable treatment before or during the clintoal (including rescue therapy) and
treatment which is not acceptable during the alogetioned periods shall be specified.
Procedures to monitor trial subjects” complianciall stipulated procedures shall be
described.

6. Evaluation of efficacy
Efficacy parameters and methods and timing of assest, recording, and evaluation of
efficacy parameters shall be specified.

7. Evaluation of safety

Safety parameters and methods and timing of assegsracording, and evaluation of safety
parameters, procedures to identify, record andrtgqutverse events and intercurrent diseases
and the type and duration of follow-up of subjexfter adverse events shall be stated.

8. Statistics

Applied statistical methods, including the timinigsaheduled preliminary analyses shall be
described. The number of subjects scheduled tecypeate in the clinical trial shall be
specified, for multicentric trials the numbers abgects planned for individual trial sites shall
be given. The selection of the set size shall befied, including a consideration or
calculation of clinical trial statistical cogenchhe applied level of significance, criteria for
termination of the clinical trial, method of prose®y of missing, unused and false data, and
procedures for the reporting of any deviations ftbeoriginal statistical plan shall be
specified (all deviations from the original statiat plan must be described and justified in the
protocol or in the summary report, if appropriaf)e selection of subjects for evaluation (for



example all randomised subjects, all subjects torwkhe investigational medicinal product
has been administered) shall be described.

9. Direct access to source documents

Unless direct access to source documents is safbgfliby a separate written agreement, it
shall be stated that the investigator as well asgalthcare facility shall allow for the
monitoring of the concerned clinical trial, for aisg supervision by ethics committee,
inspections by control authorities and for accessource documents.

10. Quality assurance and management

11. Ethical issues
Ethical principles and issues considered in respittte clinical trial shall be described.

12. Handling of data and storage of records

13. Funding and insurance
Unless described in a separate contract, the methiothding and insurance shall be
specified.

14. Principles of publication
Unless specified in a separate agreement, theijpiesaf publication shall be stated.

Annex 2

Data to be specified in the information for triabgects and in the written informed consent
form

The information for trial subjects and the writieformed consent form shall contain the
following data:

a) a notice to the effect that the clinical traki research activity;

b) objectives of the clinical trial;

c) treatment procedures and a notice of the préibabi random assignment to individual
groups with various treatments where a randomiBeital trial is concerned,;

d) procedures and interventions in the course@ttimical trial, including all invasive
interventions;

e) responsibilities of the trial subject;

f) emphasis on those elements of the clinical tiaich are of a research nature;

g) foreseeable risks or discomfort for the tridbjset, including potential risk to foetus or
breastfed infants;

h) expected benefits; the trial subject shall besadl even if no clinical benefit is expected
for trial subjects;

i) alternative therapeutic procedures which maggied for the treatment of the trial
subject, their benefits and risks;

J) the treatment and conditions of damage comp@msptovided to trial subjects in the event
of an injury arising from the subject's participatin the clinical trial;

k) expected amount of subject remuneration forstifgect's participation in the clinical trial;
I) expected expenditures of the subject associatidthe subject's participation in the
clinical trial;



m) information to the effect that the subject'stiggration in the clinical trial is voluntary and
that the subject may decline its participation ayrwithdraw from the clinical trial at any
time, without any detriment or loss of benefitsmioich the subject is otherwise entitled;

n) consent with the monitors, auditors, the conegrthics committee and the Institute
having direct access to the original clinical doemtation for the purposes of verification of
the conduct of the clinical trial or data, withale confidentiality of subject information
being compromised, within the scope permitted lgalleegulations, and information that by
signing the informed consent the subject or ithatsed guardian agree with this fact;

0) consent with storing the records on the baswloth the trial subject may be identified as
confidential and not being, in the extent guarashtgegelegal regulations, made publicly
available; if the results of the clinical trial grablished, the identity of the subject shall not
be disclosed;

p) consent with the fact that the trial subjecit®guardian shall be informed in time should
any information that might be relevant to the satgedecision about continued participation
in the clinical trial, arise;

g) information about persons from whom it will besgible to obtain additional information
concerning the clinical trial and trial subjectirig and information about who should be
contacted in the event of an injury associated Wiéhclinical trial;

r) foreseeable circumstances and reasons for whecparticipation of the subject in the
clinical trial may be terminated;

s) expected duration of the subject’s participatiothe clinical trial;

t) approximate number of trial subjects participgtin the clinical trial.

Annex 3

(Table — tbd)

Annex 4
Investigator's Brochure

The investigator’s brochure shall contain at |elastfollowing data about the investigational
medicinal product(s) in the below outlined strueturhe Brochure shall have a title page
showing the name of the sponsor, the name of trestigational medicinal product or its
identification code, data of issue, and, whereiapple, version number of the investigator’s
brochure.

1. Table of contents

2. Brief summary

It shall, on the maximum of two pages, provide basiormation about physical, chemical,
pharmaceutical, pharmacological, toxicological, picokinetic, metabolic, and clinical
properties of the investigational medicinal product

3. Introduction
It shall contain the chemical name of the investayeal medicinal product and its
international non-proprietary or commercial namd, exists, the contents of active



substances, pharmacotherapeutic group and thegpositthe medicinal product within the
group, rationale of the research, expected methadey and indications.

4. Physical, chemical and pharmaceutical propeamescomposition

The description of the active substance(s) contkiméhe investigational product, including
the chemical formula (rational as well as strudjuaiad a brief description of their physical,
chemical, and pharmaceutical properties shall beiged; moreover, the pharmaceutical
form and composition shall be specified, includaxgipients and instructions for correct
storage and handling of the investigational medigmmoduct. Structural similarities with
other known pharmaceuticals shall be mentioned.

5. Non-clinical studies

The results of pharmacological, toxicological, phacokinetic and metabolic studies shall be
provided in the form of a summary (preferably ibutar format). The applied methods of
evaluation, results and interpretation of findimgselation to the investigational medicinal
product and possible adverse reactions in man Bhatientioned as well as animal species
used for non-clinical studies, numbers and gentlanimals in each group, appropriately
converted size of the administered dose (for examg/kg, mg/rf), dosage intervals,
method of administration, duration of administratimformation about systemic distribution,
duration of follow-up after the administration detmedicinal product has stopped.
Information about results shall include: the natimeguency and severity or intensity of
pharmacological and toxic effects, time of onsetersibility and duration of effects and
dose-dependency of response. This section shalifgplee major findings from non-clinical
studies and their relevancy to man. The identiéitdctive and non-toxic doses in the same
animal species (therapeutic index) and the relgvahthis information for the proposed
human dosage shall be compared.

5.1 Preclinical pharmacology

It shall contain a summary of pharmacological progs of the investigational medicinal
product and, if applicable, of its important meti#ies monitored in animals. It shall include
studies evaluating potential therapeutic effeas ¢kample efficacy model, receptor binding
and specificity) and studies evaluating safety éoample special studies to determine other
pharmacological effects).

5.2 Pharmacokinetics and metabolism of the medipireuct in animals

A summary of pharmacokinetics, biological transfatimn, and distribution of the
investigational pharmaceutical in all studied speahall be provided. Absorption, local and
systemic bioavailability of the pharmaceutical afiddcs metabolites and relation to
pharmacological and toxicological findings in anirsgecies shall be evaluated.

5.3 Toxicology

A summary of toxicological effects in various anlrapecies identified in toxicity studies
after single and repeat administration, carcinogignstudies, special studies (for example
irritability or sensitisation), reproduction toxigiand genotoxicity (mutagenicity).

6. Effects in man

Known effects of the investigational medicinal puotin man, including pharmacokinetics,
metabolism, pharmacodynamics, dose-dependencg aéfiponse, safety, efficacy, and other
pharmacological data shall be evaluated. A summobayl completed clinical trials and any



other possible experience in the use of the ingastinal medicinal product in practice shall
be presented.

6.1 Pharmacokinetics and metabolism of the medigirauct in man

Summary of information about pharmacokinetics efitivestigational medicinal product
containing pharmacokinetics (including metabolisimsorption, plasma protein binding,
distribution and elimination), bioavailability ilhé application of the concerned
pharmaceutical form (absolute and/or relative),ytaion groups (for example gender, age,
organ dysfunction), interactions (for example iat#ions with other products and food) and
other pharmacokinetic data.

6.2 Safety and efficacy

A summary of information obtained from previousaal trials both in healthy volunteers
and in patients in respect of the safety, pharmatamhics, efficacy and dose-dependency of
the response of the investigational medicinal pcbdnd, if applicable, its metabolites. In the
case of a larger number of clinical trials a sumnwaerview of efficacy and safety in
individual trials by indications in various poputat groups and an overview of adverse
reactions from all clinical trials may be provid&ignificant differences in the nature and
incidence of adverse reactions shall be statedlfandications or for population groups, as
well as possible risks and adverse reactions winiaia be expected on the basis of previous
experience with the investigational medicinal pratdar with related pharmaceuticals.
Warnings or the need for special supervision inube of the investigational medicinal
product shall be specified.

6.3 Experience from the use of the investigationatlicinal product in practice

Countries where the investigational medicinal paidsi authorised or where its marketing
authorisation has been rejected or revoked shdisteel. Any significant information
obtained from use in practice (including pharmaicaliform, dosage, method of
administration, and adverse reactions) shall bensamsed.

7. Conclusion

An overall evaluation of non-clinical and cliniadta about the investigational medicinal
product obtained from various sources the purpbséhich is to provide the investigator with
an interpretation of available data, including ire@lions for future clinical trials. Published
reports on related pharmaceuticals shall be eveduatorder to be able to foresee adverse
reactions to the investigational medicinal prodwobther problems in the clinical trial.

Annex 5

Pharmaceutical data about investigational medi@naducts submitted together with the
application for clinical trial authorisation

(including all products used in the study, inclglplacebo)

1. Products without marketing authorisation

a) product name, pharmaceutical form(s), strength(s

b) full quantitative and qualitative compositiontbé product;

¢) name and address of all manufacturers involagtle manufacture of the given product,
including, if applicable, the organisation perfongisample blinding, specifying their
functions in the manufacturing chain;



d) name and address of the manufacturer perforfmagproduct release;

e) certificate of compliance with the conditionsgoiod manufacturing practice in the entire
manufacturing or preparation process of the ingasibnal medicinal product (for example a
certificate evidencing compliance with the condismf good manufacturing practice issued
by the state control authority or a certificatecohtinuously conducted state inspections or an
authorisation of manufacture of medicinal proddotsclinical trials specifying the authorised
activities;

f) information about active substance(s):

- chemical name and formula,

- name and address of all manufacturers specityieig functions in the manufacturing chain,
- specifications of the active substance,

- control analytical methods,

- certificate of analysis for at least one batclhef active substance,

- if the substance is not included in the Européamerican or Japanese pharmacopoeia or in
a pharmacopoeia of any of the EU Member States; als

- evidence of identity and structure, characteinsabf impurities,

- scheme of synthesis specifying all starting makgrsolvents and catalysts,

- batch analysis results of batches used for prieali studies and previous clinical studies,

- batch analysis results of batches intended ferimshe clinical study,

- stability data in the form of stability study uds;

g) a brief description of the manufacture of thedurct (a general description of individual
stages emphasising viral elimination or, if apddiea inactivation for products containing
substances of biological origin, including the sfieation of blinding, where applicable);

h) product specifications;

i) control analytical methods for the product;

J) certificates of analysis;

k) description of immediate packaging;

) stability data for the product, proposed shi#;lproposed storage conditions;

m) documents of securing the product from the oisSBSE/TSE transmission.

The scope of submitted information shall be adopddtie degree of development of the
medicinal product, whereas in initial stages ofelegment emphasis shall be placed upon the
identification and control of the active substanghile final specifications and complete data
about the substance as well as the product are®denly at the end of the entire
development; the fact whether a newly developedtamioe or a new product containing a
known substance is concerned and trial subjectexpawith a view to the scope, objectives,
and expected study duration shall be taken intowatc

2. Products authorised in the Czech Republic anmther country in the same
pharmaceutical form, strength and pack size

a) product name, pharmaceutical form(s), strenpthéck size;

b) name of the active substance(s), list of aligrats;

c) where a product authorised in the Czech Repigtoncerned, the name and address or
registered office of the marketing authorisatiotdieo or marketing authorisation number of
the product in the Czech Republic;

d) where a product authorised in another countcpreerned, the name and address or
registered office of the holder of marketing autbation in the given country, specifying the
year when the product has been authorised in thistcy, and the marketing authorisation
number of the product.



Annex 6
Clinical trial progress report
A clinical trial progress report shall contain fledowing in the below outlined sequence:

a) a description of the current status of the céihtrial, a brief description of the progress of
the clinical trial to date, changes to investigatand trial sites in the Czech Republic, number
of enrolled patients in the Czech Repubilic;

b) information about newly identified propertiestbé investigational medicinal products,
new findings about the investigational medicinaidarcts in respect of their safety and
efficacy;

c) newly adopted measures in respect of the corafube clinical trial, for example
interventions of ethics committees in the coursthefclinical trial, interventions of foreign
authorities, restrictive interventions of the spamis the course of the clinical trial, if
applicable;

d) information about performed audits.

Annex 7

Annual safety report

The annual safety report shall contain the follaywiata in the below outlined structure:
1. Report on the safety of trial subjects in thecawned clinical trial

In this part, the sponsor shall provide a comprsivensafety analysis and risk-benefit
evaluation. The evaluation should contain any ndwlywn information relevant for the
safety of the investigational medicinal product &sctritical analysis with a view to potential
impact upon the trial subjects enrolled in theichhtrial, i.e. information which is not
provided in the investigator’s brochure or in thensnary of the product characteristics. In the
evaluation, the following should be considered:

a) dosage of the medicinal product, duration céatffduration of treatment;

b) reversibility of changes that have occurred;

c) description of previously unreported toxicitysnbjects;

d) an increase in frequency, i.e. frequency ofdityi

e) whether changes due to overdosage or in theseafitreatment have occurred,;

f) possible interactions or links to other risktfas;

g) any specific information related to certain plapion groups, for example the elderly,
children or otherwise defined risk groups;

h) positive and negative findings related to pregyeaor breastfeeding;

i) abuse of the medicinal product;

J) risks associated with study or diagnostic prared in the course of the clinical trial.

The report shall also provide significant/suppa@tiasults from non-clinical studies and other
findings about the investigational medicinal pradiior example spontaneous reports,
literature sources), which may affect subject safecluding measures recommended to
minimise risk. This section should be concludedhwitdetailed consideration with a
justification why it is or why it is not necessdoyadopt the following measures: amendment
of the protocol, amendments or updates of patidntination and informed consent form,



changes to package leaflet or to the investigatmoshure. The annual safety report does not
substitute amendments to protocol.

2. A list of all suspected serious adverse reastiortluding suspected serious unexpected
adverse reactions in the given study

This part shall contain a special list of all rapayf suspected serious adverse reactions,
which have been reported in the course of theddlririal. The list shall contain substantial
information, but it shall not be necessary to répdirdetails usually recorded for individual
cases. Where several adverse reactions have otddnraesingle subject for various reasons, it
is necessary to record them as separate repatdrject may hence appear in the list more
than once. Individual reports shall be listed ie thble separately by the standard organ
system classification and shall show data as geallove specified recommendation. For
each clinical trial a separate list shall be coethiit may contain separate lists for individual
investigational medicinal products (tested medigomaduct, comparator, placebo) or even
lists for various pharmaceutical forms, variousdéations, etc.

3. A summary table of suspected serious adverstioaa

The summary table of suspected serious adverseamshould contain the numbers of all
reports of individual sings, symptoms, or diagndsesll trial subjects, separately for:

a) each organ system the reports pertain to;

b) individual types of adverse reactions;

c) each treatment arm of the clinical trial (foaexple tested medicinal product, placebo,
comparator). Unexpected adverse reactions shalelaely highlighted in the table.

Annex 8
Information about completion, suspension or eatynination of the clinical trial

The information about clinical trial completion #h@ontain data identical as those in the
information about suspension or early terminatgiryctured as follows:

a) description of the completed clinical trialf g trial sites and investigators in the Czech
Republic, total number of trial subjects in the €z&epublic, a brief description and overall
evaluation of the course of the study;

b) information about preliminary conclusions frolne tclinical trial, information about the
safety and monitored parameters of efficacy avbalbbfore the final evaluation and drawing
of the summary report on the clinical trial, inaluglinformation about the site where the
summary report will be available after it is contpbl

c) measures adopted in the course of the cliniigd) information about interventions of
ethics committees in the course of the clinicall tinterventions of foreign control authorities
and sponsor's interventions in the course of timecel trial, if applicable;

d) declaration of performed audits of the sponsor.

Where a clinical trial is suspended or early teatwad, the information shall, furthermore,
contain a rationale and a description of the methfaakecution, including the safeguarding of
further treatment of trial subjects.

Annex 9



Summary report on the clinical trial

A summary report on the clinical trial shall cont#éine following data in the below specified
structure.

1. Title page

This will show the name of the clinical trial, namecode of the investigational medicinal
product, what indication the clinical trial has hdecused on, a very brief characteristics of
the clinical trial, if not obvious from the titleame of the sponsor, protocol number, phase of
the clinical trial, date of commencement, dateasfyetermination (if applicable), date of
completion, name of the principal or coordinatingdstigator or responsible medical
representative of the sponsor, name of the resplengpresentative of the sponsor and
contact addresses for possible questions regatidéngeport, a declaration of compliance of
the conduct of the clinical trial with the prinagsl of good clinical practice and date of
drawing the summary report.

2. Summary
The clinical trial shall be briefly described ansl iesults presented.

3. Table of contents of the summary report
Page numbers of all parts of the report, includingendments and tables, shall be provided.

4. List of abbreviations and definitions of usexdre
Abbreviations and terms essential for understanthiegeport shall be explained.

5. The ethics of the conduct of the clinical trial

5.1 Ethics committees: it shall be evidenced thatdinical trial, including any changes, has
been conducted with the approval of ethics comestta list of these committees shall be
attached.

5.2 The course of the study compliant to ethicadgyples: it shall be confirmed that the study
has been conducted in compliance with the ethicatiples of the Helsinki Declaration.

5.3 Information for trial subjects and informed sent with participation in the study: it shall
be specified how and when the informed conseniaifdubjects has been obtained; written
information for trial subjects and specimen of ventinformed consent form shall be
attached.

6. The investigator and organisational backgrourtieclinical trial

A brief description of distribution of individualihctions and activities essential for the
design, conduct, control and evaluation of thessldhll be briefly described. A list of
investigators at individual trial sites togethettwtheir CVs or data about their qualification
shall be attached; furthermore, a similar list efgons who have been significantly involved
in the conduct of the clinical trial shall be atiad. Where extensive clinical trials are
concerned, only the most essential data shall ésepted.

7. Introduction



The position of the clinical trial in the overabhrtext of the development of the medicinal
product shall be briefly mentioned; basic charasties of the clinical trial shall be presented
(for example rationale, objectives, target popolatprimary evaluated parameters).
Regulations or recommendations of control authewitaken into account in the drafting of
the plan of the clinical trial shall be specified.

8. Objectives of the clinical trial
Objectives of the clinical trial shall be specified

9. Research plan
9.1 Description of the study plan
9.2 Discussion on the study plan, including congrolup selection

9.3 Selection of population for the clinical trial
9.3.1 Inclusion criteria
9.3.2 Exclusion criteria
9.3.3 Withdrawal of patients from the treatmentriad

9.4 Medical care for trial subjects
9.4.1 Administered treatment
9.4.2 Identity of investigational medicinal prodsict
9.4.3 Method of assigning patients to treatmentigso
9.4.4 Selection of doses in the course of the study
9.4.5 Selection and timing of doses for each patien
9.4.6 Blinding
9.4.7 Previous and concurrent therapy
9.4.8 Compliance with treatment regimen

9.5 Variables characterising efficacy and safety
9.5.1 Determination of efficacy and safety, flomtha
9.5.2 Adequacy of measuring methods
9.5.3 Primary variables characterising efficacy
9.5.4 Measuring of concentration of the pharmacadliti

9.6 Data quality assurance
9.7 Statistical methods planned in the protocol @etérmination of sample size
9.7.1 Statistical and analytical plans
9.7.2 Determination of sample size
9.8 Changes to study process or to planned analysis
10. Patients included in the study
10.1 Patient logging
10.2 Deviations from the protocol

11. Evaluation of efficacy



11.1 Analysed data sets
11.2 Demographic and other essential characteyistic
11.3 Measurements of treatment compliance

11.4 Results of evaluation of efficacy and patiata in tabular format
11.4.1 Analysis of efficacy
11.4.2 Statistical and analytical particulars
11.4.2.1 Covariable corrections
11.4.2.2 Procedures applied in the case of eamyibation of participation in the
study and missing data
11.4.2.3 Progress analysis and data monitoring
11.4.2.4 Multicentric studies
11.4.2.5 Multiple comparisons (multiplicity)
11.4.2.6 Use of patient “efficacy subgroup”
11.4.2.7 Studies evidencing equality conductecttiva control group
11.4.2.8 Analysis of subgroups

11.4.3 Tables for records of data from individiedponses

11.4.4 Dosage of the medicine, concentration tHened relations to response to
treatment

11.4.5 Drug-drug and drug-disease interactions
11.4.6 Graphic representation of information oledifrom individual patient data tables
11.4.7 Summary of efficacy of the medicinal product

12. Evaluation of safety

12.1 Duration of exposure to the investigationatimi@al product

12.2 Adverse events
12.2.1 A brief summary of adverse events
12.2.2 Adverse event recording
12.2.3 Adverse event analysis
12.2.4 List of adverse events in patients

12.3 Death, other serious and other major adversete
12.3.1 List of deaths and other serious and ottegomadverse events
12.3.1.1 Death
12.3.1.2 Other serious adverse events
12.3.1.3 Other major adverse events
12.3.2 Case studies — deaths, other serious ardmjor adverse events
12.3.3 Analysis of and discussion on deaths aneratrious adverse events

12.4 Clinical laboratory assessment



12.4.1 Laboratory tests for individual patients.218) and all abnormal laboratory values
(14.3.4)
12.4.2 Evaluation of all laboratory parameters

12.4.2.1 Laboratory values in the course of time

12.4.2.2 Changes to laboratory values in indivighsdlents

12.4.2.3 Individual clinically significant abnornitgs

12.5 Vital signs, physical findings and other olbaipns associated with safety
12.6 Evaluation of safety

13. Discussion, general summary and conclusion

14. Tables and charts from the study but not coathin the text

14.1 Demographic data

14.2 Data about efficacy of the medicinal product

14.3 Safety data
14.3.1 Adverse event recording
14.3.2 List of deaths and other serious and majeerzse events
14.3.3 Case reports — death and other serioustardmajor adverse events
14.3.4 List of abnormal laboratory values (for epakient)

15. List of used materials
16. Attachments

16.1 Information about the study
16.1.1 Protocol and amendments to protocol
16.1.2 Specimen case report form
16.1.3 List of ethics committees who have provithesir opinion on the clinical trial,
written patient information and text of the infordheonsent
16.1.4. List and description of investigators atitkoimportant participants of the
study, including a brief CV or an equivalent ovewiof practical experience and
expertise essential for the conduct of the study
16.1.5 Signatures of the principal or coordinaimgestigator
16.1.6 List of patients administered the medicpralduct from specific batches, if
more than one batch has been used
16.1.7 Randomisation scheme and codes allowinthéidentification of the trial
subject and of the relevant treatment
16.1.8 Certificates of audits
16.1.9 Documentation of statistical procedures
16.1.10 Documentation of laboratory standardisati@thods and quality assurance
procedures, if applied
16.1.11 Publications arising from the clinical ltria
16.1.12 Important publications mentioned in theorep

16.2. List of patients



16.2.1 Patients who have discontinued the clirticall

16.2.2 Deviations from the protocol

16.2.3 Patients excluded from the analysis of affyc

16.2.4 Demographic data

16.2.5 Compliance and/or data about concentrafidimeopharmaceutical, if available
16.2.6 Data about the effect of the medicinal pobaun individual patients

16.2.7 List of adverse events of each patient

16.2.8 A listing of individual laboratory resultsrfeach patient, if required by the
control authority

16.3 Case Report Forms
16.3.1 Trial subject records about death, otheogsradverse events and withdrawals
due to an adverse event
16.3.2 Other submitted records for trial subjects

16.4 List of data for individual patients
Annex 10
Activities of monitors of clinical trials

1. A monitor shall examine the trial site priorth@ commencement of the clinical trial, in its
course and following its completion.

2. In compliance with the sponsor’s requiremeris,honitor shall ensure that the clinical
trial is properly conducted and documented by meduise following activities in respect of
the clinical trial and its site:

a) communication between the sponsor and the iigadst;

b) verifies whether, in respect of the clinicahtin question:

1. the investigator has adequate qualification@nmditions for the conduct of the clinical
trial,

2. the facility, including laboratories, equipmamtd staffing, is adequate for safe and proper
conduct of the clinical trial;

c) verifies, in respect of the investigational no#aial product, whether:

1. storage times and conditions are acceptablevaether stock levels in the course of the
trial are sufficient,

2. investigational medicinal products are providety to subjects for the administration to
whom they are intended and in doses specified éyptbtocol,

3. trial subjects have been properly instructeduibiee correct use, handling, storage, and
returns of investigational medicinal products,

4. the receipt, use, and return of investigationadlicinal products at the trial site is
adequately controlled and documented,

5. the handling of unused investigational medicpralducts at the trial site complies with the
relevant legal regulations and sponsor's requirésnen

d) verifies whether the investigator adheres toajiygroved protocol and, if applicable, to all
of its approved amendments;

e) verifies whether the written informed conserd haen obtained from the trial subject prior
to the subject's inclusion in the clinical trial,



f) ensures that the investigator gets the latasiae of investigator’s brochure, all documents
and all particulars necessary for the conduct efdimical trial properly and in compliance
with legal regulations;

g) ensures that the investigator and his/her atafpproperly informed about the clinical trial;
h) verifies whether the investigator and his/haffstarry out, within the scope of the clinical
trial specified functions in compliance with thefwcol or with the written agreement
concluded by the sponsor and by the investigatalttheare facility and whether they refrain
from assigning these functions to unauthorisedques;s

]) verifies whether the investigator enrols to thieical trial only eligible subjects and
monitors the recruitment of subjects for the trial;

k) verifies whether source documents or other fmom the clinical trial are correct,
complete, up-to-date, and correctly stored;

[) verifies whether the investigator provides aljjuired reports, notifications, requests and
source materials and whether these documents aexta@omplete, readable, dated and
identifiable by the clinical trial and whether thiegve been completed in time;

m) controls and carries out cross-comparisonsetthrectness and completeness of data in
case report forms, source documents, and otherdgpertaining to the clinical trial.

3. A monitor shall verify, for example, whether:

a) data required by the protocol are correctly réed in the case report forms and whether
they comply with source documents;

b) all changes to dosage and/or treatment are pyag@cumented for each trial subject;

c) adverse events, add-on or concomitant theragyancurrent diseases are recorded in the
case report forms in compliance with the protocaol,

d) those control visits which the subject has mohpleted, tests which have not been
performed and examinations which have not takecepdaie also recorded in the case report
forms;

e) all exclusions and withdrawals of enrolled satgdrom the clinical trials are recorded and
explained in the case report forms.

4. The monitor shall inform the investigator abany error, omission or corrupted readability
of records in the case report forms and shall enthat appropriate corrections, amendments
or deletions of records are made, dated, explaaed signed by the investigator or by that
person on his/her staff in the clinical trial wiscaiuthorised to make changes to case report
forms on behalf of the investigator. This authdr@ashall be documented.

5. The monitor shall verify whether all adverserdsere properly reported in timelines
required by good clinical practice, by the proto&thics committee, sponsor and relevant
legal regulations.

6. The monitor shall check whether the investightmps essential documents.
7. The monitor shall inform the investigator abdaviations from the protocol, from standard
operating procedures, good clinical practice, awgiirements of control authorities and shall

adopt measures to prevent recurrence of the ideshtlieviations.

8. The monitor shall proceed in compliance withwhidten operating procedures established
by the sponsor for the monitoring of the clinig#ltin question.



9. The monitor shall submit to the sponsor a writEport on every visit to the trial site and
on communication relevant for the concerned cliriigal, which shall contain:

a) the date, trial site, monitor's name and ingastir's name, or if applicable, the names of
other contacted persons;

b) a summary of what has been inspected by thetarpand monitor's opinion regarding
major findings, deviations and shortcomings, cosicins, measures which have been
implemented or planned or measures recommendetstoeecompliance.

10. The monitor's report shall be assessed bypiveser and this assessment, as well as its
consideration shall be documented by the sponsor.






Annex 3

I. Documents available prior to the commencemeniefclinical trial

Number| Name of the document Purpose of storage of therdent; Stored with Stored with
the investigator | the sponso
or in the healthcare
facility

I/1. Investigator's brochure Documentation of tifeimation | X X

about the investigational product
provided to the investigator

/2. Clinical trial protocol, incl. any possible Documentation of the X X

supplements signed by the investigator, sponsionestigator's and sponsor's
and administrator of the healthcare facility; andpproval of the protocol and of its
case report forms amendments, if applicable
/3. Information provided to trial subjects: Documentation of the content of
- written informed consent form; the written informed consent form;X X
- instructions and any other information, iDocumentation of the fact that trialX X
applicable; subjects are provided with
- materials for subject recruitment adequate information to be able toX
express a fully informed consent;
Documentation of the fact that the
method of subject recruitment is
adequate and not coercive
/4. Financial aspects of the clinical trial Docurtedion of financial X X

contract concluded by the
investigator or healthcare facility,

if applicable, and the sponsor




/5.

Certificate of insurance for the sponsor amd f
the investigator covering compensation for tri
subjects

Documentation of conditions und

alvhich and to what extent trial
subjects will be compensated for
possible injuries

/6. Signed contracts concluded by the stakeholdeBocumentation of concluded
- by the investigator/healthcare facility | contracts; containing e.g. the X
and the sponsor or contract research | definition of responsibilities for
organisation; individual activities, ensuring
- by the sponsor and the contract researarcess to documentation, X
organization, if applicable responsibility for the archival of
documents, communication with
the ethics committee, reporting and
submission of reports
/7. Approval of the ethics committee (dated) of al Evidence that the clinical trial hag X
data concerning the clinical trial notified been assessed and approved by the
thereto, and of all submitted documents ethics committee and identificatign
of version numbers and dates of
the documents
/8. Ethics committee membership Evidence thaethecs committee X
has been established in compliance
with the principles of good clinical
practice
/9. Authorisation issued by the Institute or Documentation of the Institute's | X
certificate of notification authorisation or of timely
notification
1/10. CVs and data about the qualification of the | Documentation of the qualificationX
investigator(s) and any co-investigator(s), if | and competence for the conduct pf
applicable the clinical trial
I/11. Normal values/limits for results of testsliumbed | Documentation of normal values | X
in the protocol and/or limits for applied
procedures
1/12. Certificate of quality of conduct of laborago | Documentation of the competende




procedures/tests (certificate, accreditation, | of the facility conducting the
implemented quality control and/or external | required tests and of reliability of

quality assessment or other validation) results
1/13. Specimen labelling of the investigational Documentation of compliance with
product the requirements governing

labelling and of adequacy of the
instructions for use for trial

subjects
1/14. Instructions for handling of investigational Documentation of instructions X
products and other materials necessary to ensure proper storage,

packaging, dispensing, and
disposal of investigational
products and other materials

I/15. Records of supplies of investigational praduc, Documentation of dates of X
and other materials supplies, batch numbers, and
method of supplying
investigational products and other
materials allowing for product
batch traceability, control of
transport conditions and
accountability

I/16. Certificates of supplied investigational puots | Documentation of the identity,
purity and contents of

investigational products used in the
study

1/17. Decoding procedures for blinded studies Doentation of how to disclose, X
if necessary, the identity of a
blinded product without
compromising the blinding of
investigational products for other
trial subjects

1/18. Randomisation procedure Documentation ofpifeeedure




used for the randomisation of trial
subjects

1/19. Monitor's report before the commencement gf An evidence that the site is suitable X
the clinical trial for the clinical trial (may be
merged with item 20)
1/20. Monitor's report upon the commencement of ti®cumentation that the X X

clinical trial

investigator and persons involved
in the conduct of the clinical trial
have been trained in respect of th
conduct of the clinical trial

e

II. Documents available in the course of the chhirial (other documents in addition to the docuatsdisted in table 1.)

Number| Name of the document Purpose of storage of therdent) Stored with Stored with
the investigator | the sponso
or in the healthcare
facility

/1. Amendments to investigator's brochure Docutaton of timely provision| X X

of new information to the
investigator

/2. Any amendments to the protocol, and, if Documentation of changes made tg X

applicable, to any of its supplements, case repibt above mentioned documents
forms, written informed consent form, associated with the clinical trial in
instructions and any other information and | the course of the trial
promotional materials
/3. Ethics committee approval (dated) of the | Documentation that the
supplements to the protocol, changes to treupplements and changes have | X X

written informed consent form, instruction
and any other information as the case ma
be, incl. promotional materials, and of any
other submitted documents and protocol

5been assessed and approved by
yethics committee; identification of

version numbers and dates of the

documents

from the control of the conduct of the

the




clinical trial by the ethics committee

/4. Notification of amendments to the protocotlan Documentation of timely X
changes to other documents to the Institute | notification to the Institute
/5. CVs and data about the qualification of new | Documentation of the qualificationX
investigator(s) and co-investigator(s) and competence for the conduct pf
the clinical trial and medical
supervision
/6. Amendments and changes to normal Documentation of normal values
values/limits of values for results of tests and/or limits of procedures which| X
included in the protocol have been changed in the course of
the clinical trial
/7. Amendments and changes to the certificate gfDocumentation of maintaining the
quality of conduct of laboratory procedures/testsliability of test results throughout
(certificate, accreditation, implemented quality the clinical trial
control and/or external quality assessment or
other validation)
/8. Records of supplies of investigational prouc| Documentation of dates of X
and other materials supplies, batch numbers, and
method of supplying
investigational products and other
materials allowing for product
batch traceability, control of
transport conditions and
accountability
/9. Certificates of newly supplied batches of the | Documentation of the identity,
investigational products purity and contents of
investigational products used in the
study
[1/10. Monitor's reports Documentation of monitorisits
and findings at the trial site
[/11. Communication in respect of the clinicabtyi | Documentation of all agreements X

I.e. letters, minutes of meetings, logs from

or substantial communication in




telephone calls

respect of the clinical trial, hon
compliance with the protocol,
corrective action, study conduct,
adverse event/reaction reporting

1/12.

Signed written informed consent forms oélri
subjects

Documentation evidencing that
trial subject consents have been
obtained in compliance with the

and with the protocol and that the
are dated in advance of the
subjects” inclusion in the clinical
trial and that trial subjects do not
object to providing access to the
necessary data

principles of good clinical practice

y

11/13.

Source documents

Documentation of subject
existence, integrity of collected
data, includes original documents
relevant to the study, the to the
treatment and to the medical
history of trial subjects

D

[/14.

Case Report Forms — completed, signed, angd Documentation evidencing that th

dated

investigator or a person authorise
thereby has correctly recorded ar
confirmed the observations

X
ctopy
nd

X
original

[1/15.

Documentation of corrections in Case Report Documentation of all changes,

Forms

amendments or corrections made
to CRFs after the information has
been recorded

X
2 copy

X
original

[1/16.

Reports of serious adverse events identified
the investigator and other information about t
safety of the investigational medicinal produc
provided to the sponsor

Documentation of compliance withX

hehe provisions stipulated in Sectic
tslO of this Decree

n




1/17. Reports of serious unexpected adverse @ati Documentation of compliance with
by the sponsor to the Institute and to the Ethicghe provisions stipulated in Sectign
Committee and other safety data 58 of the Act

[1/18. Provision of safety information by the spons | Documentation of compliance withX
to the investigators the provisions stipulated in Section

56 of the Act

[1/19. Reports on the course of the clinical trial Documentation of compliance with
submitted to the ethics committee and to the | the provisions stipulated in Section
Institute 15 of this Decree

[1/20. The procedure of trial subjects inclusiorthie | Documentation of identification of X
primary selection subjects included in the primary

selection

[/21. List of identification codes of trial subjec Documentation evidencing that the&

investigator maintains a
confidential list of names of all
subjects with allocated trial subjegt
identification codes which allows
the investigator to establish the
identity of any subject

11/22. The process of subjects inclusion in thaickl | Documentation of gradual X
trial inclusion of subjects by

identification codes

11/23. Proof of accountability/registration of Documentation evidencing that thex
investigational products at the trial site investigational products have been

used in compliance with the
protocol

[1/24. Specimen signatures Documentation of sigeastand | X

initials of all persons authorised tp
record and/or correct data in case
report forms

11/25. Records of stored samples of body liquidd an Documentation of the indication | X

tissues, if stored

of stored samples and location of




their storage for the purposes of
potential need of repeated analys

is

I1l. Docu

ments stored after the completion of theical trial (other documents in addition to thecdments listed in

tables | and

Number

Name of the document

Purpose of storage of therdenty

Stored with

the investigator
or in the healthcar
facility

Stored with
the sponsol

(D

/1.

Documentation of accountability/registratioh
investigational products at the trial site

Documentation evidencing that th

investigational products have been

used in compliance with the
protocol; of final accountability of
investigational products supplied
to the trial site, dispensed to
subjects and returned to the
sponsor

X

/2.

Investigational products disposal documetat

Documentation evidencing the
disposal of unused investigationa
products conducted by the spons
or directly at the trial site

X
| (If disposal carried
oout at the trial site

/3.

A complete list of identification codes ofdl
subjects

A tool allowing for the
identification of all subjects
included in the study in the case
that a follow-up is required; the lig
shall be maintained in a
confidential manner for an agreec
period of time

5t

=2

/4.

Certificate of performed audit

Documentatievidencing that an
audit has been carried out

/5.

Monitor's final report on the completion thfe

Documentation evidencing that g




clinical trial

activities required for the
completion of the clinical trial
have been carried out and that
copies of essential documents ar
stored at relevant places

/6. Identification of the method of treatment of | Documents returned to the sponsor
individual trial subjects and decoding to evidence any decoding
documentation performed

/7. Report on the completion of the clinicalati Documentation of completion of | X
submitted by the sponsor to the ethics the clinical trial and compliance
committee and to the Institute with the provisions stipulated in

Section 56 of the Act
/8. Summary report on the clinical trial Docuntation of the results and

interpretation of the clinical trial




