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Ich gcp guidelines impartial witness

IRB Review

* ICH requires Sponsors to obtain a
statement from Investigators that their
local IRB is organized and operates
according to ICH-GCP and applicable laws

and regulations.

* |CH requires Sponsors to obtain
documentation of IRB approval prior to
shipping investigational product to an
Investigator.

Informed Consent

* A process by which a subject voluntarily confirms
his/her willingness to participate in a trial having
been informed of all aspects of the trial

+ Informed consent is documented by means of a
written, signed and dated informed consent form

RER:EUEY,

If the University of Louisville Human Subjects
Protection Program were to become ICH-GCP
compliant, the UofL IRB would provide the
following statement to investigators who
intending

to submit study results to European Union,

Japanese or United States pharmaceutical
manufacturers for drug approval.
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Section 4.9 :Records and reports

* Should ensure accuracy, completeness, legibility and
timeliness of data to sponsor in CRF

* Correction in CRF should be signed, dated

*  Maintain trial related documents

* Financial agreements in place

*  Access to records by monitor, regulatory agency or auditors

* Progress reports to IRB
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followed, including all invasive procedures. Change of monitors, new phone numbers). During the subject'3 participation in the trial, the subject or his legal representative must receive a copy of the updates of the signed and dated consent form and a copy of any modification 3 the written 2 provided to the subjects. m) That the subject' 3n participation
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debianAan. (r) The circumstances and/or foreseeable reasons under which the subject's participation in the test may . Changes to the testing plan without the sponsor's consent and prior review? as well as documented 3n approval/ 3n of the modification 3 by the IRB/independent 3nA© committee before A A" unless necessary to avoid immediate risks
to trial participants or when the changes relate more than 3sically to logAAAAAA stics or logAAAA stics aspects. Sponsor must have written procedures to ensure that changes or corrections to CRFs made by the Sponsor's designated representatives are documented, necessary and approved by the investigator. 4.8.3 Neither the investigator nor the
trial personnel shall coerce or unduly influence the subject to participate in or continue its participation a trial. Before the start of the trial, the investigator shouldhave the favorable in writing of the CEIC of the informed consent document and of any other ol errudnoc retop rep eenodi erutazzerta e etacifilauq enosrep id oremun otairporppa nu
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Rebed ,adacifitsuj nATO Cepxe ovlas ,soyasne sotsE .oiduts olled enoisnepsos o enoisulcnoc atailgatted attircs enoizageips anu rosnops olla erinrof e rosnops olracila on etnematnorp eved enoizutitsi/erotatnemireps ol e ,osac li A <At es ,enoizutitsiA3AX>Aonl eramrofni eved erotatnemireps ol ,)9.3.3 and 2.1.3 idev( oiduts onu id eloverovaf
enoinipo/enoizavorppa aus al ednepsos o enif enop CEI/BRIADTO eS 3.21.4 .selatnemirepxe nos euq ne led sotcepsa solleugA )f .wzb remhenhetsgnqu3TrP red ATErP dnu nedruw nednatsrev hcilthcisneffo dnu tretuA 3.1.4 .sotejus sol a eugertne es euqd snicse articse res nrebed dadiruges ed n? Yo Yo Ya Yo Ya Ya Ya Yi icaulave al arap
sacitAAan sosac solleuqa ne otejus la etnemaralc ramrofni 4.5.4 .tsi nehesegrov tarapA Railway AAaArpfASTOrP sad gnuldnaheB nered rAif ,nediel nedrewhcseB na redo tiehknarK renie na eid ,nedrew trhAfAfeghcrud netneitaP tim trA reseid negnqu[X>rP ehcsinilk netllos nemhansuA netgitrefi thcereg nov nehesegbA .senoiccerroc sal y soibmac sol
ed sortsiger sol ravresnoc AjaArebed rodagitsevni IE .nrednihrev uz negalretnU reseid gnuthcinreV egitiezrov redo ehciltnehesrev enie mu ,nefiergre nemhanAAaM etllos noitutitsnl eid / refATrP reD .bacillipd pa evitamron inoizisopsid el noc A Attimrofnoc ni de )3.41.5 and 2.31.5 idev( rosnops ollad otacificeps emoc itavresnoc eresse onoved oiduts ni
ittodorp I 4.6.4 .B .wzb nemmonegkcA3I'ruz noissimmoK-kihtE egignA PALACE A—hbanu eid / BRI sad hcrud gnutreweB ednemmitsuz / gnutsuz imheneG eid nneW 3.21.4 .oyasne le erbos satnugerp sal sadot a lagel etnatneserper us o otejus le arap airotcafsitas amrof ed rednopser AjAArebeD .nedrew tetreweb dnemmitsuz / tgimheneg noissimmoXK-
kihtE negignA PALACE / BRI mov gnudnewreV rerhi rov netllos noitamrofnl ehciltciltciltl hcs euen edej dnu gnurA RailwayElkresgnugilliwniE nehciltfirhcs ruz ttalbmroF etetiebrarebATTO]J .nedrew treitnemukod etllos nenoitamrofnl reseid gnuliettiM eiD .driw tredrofeg rosnopS med tim gnurabniereV renie ASTOTOTOAmeg redo negnummitseB
nehcilzteseg nednednednedc leg red dnurgfua seid sllaf ,nedrew trhawebfua tieZ eregnA Railway AAi rAT] enie rATOChDej netllos negalretnU eseiD .lairt eht fo esoprup ehT )b( .arucis and ataugeda areinam ni to the sponsor in accordance with the requirements laid down and within the time periods specified in the protocol. 4.3.3 It is recommended
that the investigator inform the subject’s primary care physician of their participation in the trial if the subject has a primary care physician and if the subject agrees that the primary care physician should be informed. 4.8 Informed Consent of Trial Subjects 4.8.1 In obtaining and documenting informed consent, the investigator must comply with the
relevant legislation, the PCB standards and the ethical principles that have their origin in the Declaration of Helsinki. Page 15 4.1 Investigator Qualifications and Agreements 4.1.1 The investigator should be qualified by qualifications, training and experience to be responsible for the correct conduct of the clinical trial and should meet all the
requirements specified in the relevant legislation). Any amended informed consent document and written information must receive the favourable opinion of the CEIC before use. 4.9.7 At the request of the monitor, the auditor, the IRB/IEC or the regulatory authorities, the researcher/institution should make available, through direct access, all
required action documents related to the study. The auditor/institution must inform the sponsor without delay and send him a detailed written declaration of termination, or 4.6 Investigational Medicinal Products 4.6.1 The responsibility for the accounting of investigational medicinal products at the research centre lies with the researcher/institution..



(d) Clinical testing is not prohibited by law. 4.3.4 Although a person is not required to give his or her reason (s) for prematurely withdrawing from a trial, the investigator should make a reasonable effort to determine the reason (s) for Try. Try. Fully respecting the rights of the subject. 4.6.2 SOWEIT ZURA£ERESSIG / ERFORILLICH, KANN / SOLTE
DER PRIVER / DIE INSTITUTION Sena / Thre Verantwortung FA % r Das / Die PrA 3 fprA A NParat (s) AM PRA FPRUTRUTRUM GANZ ODER TEILWEISE A EINEN GEEIGNETEN APOTEKER ODER EINE ANDERE GEEIGNETE Persona A % bertragen, Die der Aufsicht des PRA FERS / DERE INSTITUTION UNTERSTHTTT. 4.8.7 Before obtaining
informed consent, the experimenter or a designated person must leave the subject, or his legally recognized representative, for as long as necessary and the possibility to inquire about the details of the study before deciding whether to participate. or not to that. If the results of the study are published, the subject's identity will remain secret. ApA & °
INDEX 4.2.5 THE INVESTIGATOR IS RESPONSIBLE FOR SUPERVISING ANY INDIVIDUAL OR PARTY TO WHOM THE DELEGATED INVESTIGATOR HAS THE TRIAL-RELATED DUTIES AND FUNCTIONS PERFORMED AT THE TEST SITE. 4.13 Final report(s) by investigator At the end of the trial, the investigator, 3 appropriate, must inform the
institution® n; The researcher/institution 2 not provide the IRB/IEC with a summary of the test result and the regulatory authority (IES) with any required report. 4.8.2 The written informed consent form and any other written information to be provided to the subjects should 3 be reviewed whenever there is new information 3 not relevant to the
subject's consent. 4.10.2 Der Pr PR PRA FER SOLTTE DEM Sponsor, Dem IRB / Der UnabhA ngigen Ethik-Kommissis (Siehe 3.3.8) Und Gogegebenfalls Der Institution UnverziA 3 bich Jede A A "Nderung Schriftlich Berichten, Die Die Sicherheit Der Pr PRIFungsteilnehmer und / Oder Die DurchA % hrung der Klinischen Pr¥ beeinterA Nchtigen kA 1
ntte. 4.2.3 dem PRA EFER SOLDEN FURES DEN VORGETEENEN PRA FUNGSZEITRAUM QUALIFIZITES PERSONALES EN AUSREICHENDER and appropriate facilities are available so that clinical testing can be performed properly and safely. Prospects should direct their records sufficiently documenting that test subjects have been administered
at the doses prescribed in PROFLAN. 4.9.2 The Data Reported on the CRF, GETTING FROM DOCUMENTS ORIGINS, MUST BE CONSISTED LAST SHORT; Otherwise, Discrepancies Must Be Explained. f) THAT ASPECTS OF THE STUDY HAVE EXPERIMENTS. Your legal representative should be informed as soon as possible about the clinical
examination and give your consent for further participation. Administrative point of view of clinical verification (e.g., For example) ALTERNATIVE PROCEDURES OR TREATMENTS AVAILABLE FOR THE SUBJECT AND ITS POSTIBLE BENEFITS AND RISKS. 4.2.6 If the investigator/institution retains the services of any person or party to perform
duties and functions related to the trials, the investigator/institution must ensure that such person or party is qualified to perform those duties and functions related to the trial and must implement procedures to ensure the integrity of duties and functions related to the conducted trial and the data generated. 4.3.4 THE SUBJECT DOES NOT HAVE
OBLIGENCE TO JUSTIFY HIS DECISION TO PREMATURELY THE TEST, BUT THE INFESTIGATOR MUST MAKE A REASONABLE EXPERIENCE TO AVERIGUARY THE RACE HAVE LEADED TO LEAVE THE STUDY, ALWAYS AND WHEN THE Subject’s Rights are REPREADS. P) That

and/or in other documents, with the documented approval/favourable opinion of the IRB/IEC, to protect the rights, safety and well-being of the subject and to ensure compliance with applicable regulatory prov151ons (i) alternative treatments or treatment methods available to the test partlclpant as well as their significant, potential benefits and risks.
(b) The foreseeable risks to the subjects are low. 4.3.3 It is recommended that the investigator inform the primary care physician of the subject’s participation in the trial, provided that the primary care physician has been assigned and agrees to be informed. (e.g. via an audit trail). forcing or improperly influencing further participation in a clinical
trial. 4.9 Records and Reports 4.9.1 The researcher shall ensure the accuracy, completeness, legibility and timeliness of the submission of data to the sponsor within the agreed timeframe, as well as of all required reports. a clinical trial in which no immediate clinical benefit for the trial participant is to be expected) are only carried out with trial
participants, who give their consent personally and give the written declaration of consent. Anually date and sign. give its legal representative sufficient time and opportunity to inquire about the details of the clinical trial and to decide whether or not to participate in the clinical trial. 4.8.4 None of the oral and written information about the study,
including the written informed consent form, shall contain language which compels the subject or his or her legal representative to waive, even if only ostensibly, any legal rights or which exonerates or appears to exonerate the investigator, institution, sponsor or sponsor. theirs dalla responsabilitA A per negligenza. 4.2.2 The investigator should have
sufficient time to properly conduct and complete the trial within the agreed trial period. 4.9.3 Any change or correction to a CRF should be dated, initialed, and explained (if necessary) and should not obscure the original entry (i.e. an audit trail should be maintained); this applies to both written and electronic changes or corrections (see 5.18.4 (n)).
4.5.3 El investigador, o una persona designada por A©Al, deberAjA documentar y explicar cualquier desviaciA3An del protocolo aprobado. 4.9.1 Der PrA%Afer sollte die Genauigkeit, VollstAxAndigkeit, Lesbarkeit und AktualitAxAt der Daten gewAxAhrleisten, die in den PrA%Afbogen und in allen geforderten Berichten an den Sponsor weitergeleitet
werden. The subject or the subject's legally acceptable representative should be informed about the trial as soon as possible and consent to continue and other consent as appropriate (see 4.8.10) should be requested. Lo sperimentatore deve conservare le registrazioni delle modifiche e delle correzioni. Sofern fAY4Ar den PrA%Afungsteilnehmer kein
klinischer Nutzen zu erwarten ist, sollte er darauf aufmerksam gemacht werden. Falls die Ergebnisse der klinischen PrAvsAfung verAfAffentlicht werden, bleibt die IdentitAnAt des PrAvsAfungsteilnehmers vertraulich. 4.9.4 Lo sperimentatore/istituzione deve conservare i documenti dello studio secondo quanto specificato nei Documenti Essenziali per
la Conduzione di uno Studio Clinico (vedi 8.) e dalle disposizioni normative applicabili. DespuA©As de que el documento del consentimiento y cualquier otra informaciA3An escrita le sea proporcionada, leAAda y explicada al sujeto o a su representante legal y despuA©As de que el sujeto o el representante legal del sujeto otorgue su consentimiento
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nereiuger on euq sotneimicetnoca omoc neugifitnedi )rodairepxE led etneidepxE le ,olpmeje rop( otnemucod orto u olocotorp le euq solleuga otpecxe ,rodanicortap la etnemataidemni esracifiton nebed )EAS( sevarg sosrevda sotneimicetnoca sol sodoT 1.11.4 dadiruges ed semrofnl 11.4 .setnetepmoc sarodaluger sedadirotua sal ed etrap rop
n3Aiccepsni al y rotomorp led etrap rop n3Aicacifirev al y otneimiuges le ritimrep ebed n3A1cut1tsn1/rodag1tsevn1 IE 4.1.4 .otneimitnesa noc adaulave / etneidnepednI acitA ed n3AtimoC le/BRI le rop adaborpa atircse n3Aicamrofni al n°Ages .odamrofni otneimitnesnoc us rad ed senoicidnoc ne ©Atse on rodagitsevni le euq ed osac ne ,ocinAlc oyasne led
setnaveler sotcepsa sol sodot ed lagel etnatneserper us a o rodagitsevni la etnemanelp ramrofni jArebed ,adangised 1©A rop anosrep anu o ,rodagitsevni 1IE 5.8.4 .setnetepmoc sedadirotua o dadirotua al o/y etneidnepedni ocit© A ©Atimoc le/BRI le ,rodanicortap le rop sodaticilos setnenitrep sotnemucod sorto u/y odazilautca eatAv mulucArruc nu
etnaidem salratiderca y selbacilpa selagel senoicisopsid sal rop sadigixe senoicacifilauc sal sadot reesop ebeD .sodazilitu on sotcudorp o otcudorp led avitanretla n3Aicanimile al o rotomorp la n3Aiculoved al y otejus adac rop n3Aicazilitu al ,ragul le ne oiratnevni le ,oyasne ed ragul la that the written informed consent form and any other written
information 3 to be provided to the entity shall include an explanation 3 the following: a) That the study involves research 3. 4.7 Randomization Procedures n A3 n and Unmasking The researcher must a) follow the randomization procedures n specified in the study protocol, it is appropriate, and ensure that only if theA I say is the saint, the I say, theA
diumA aA3 centuries in the protocol. (e) The subject's responsibilities. In addition: 4.12.1 If the investigator concludes or discontinues a study without prior agreement with the sponsor, the investigator shall inform the institution 3 A , if applicable, and the investigator/institution 2 shall promptly inform the sponsor and the A IRB/IEC and shall provide
the sponsor and A IRB/IEC with a detailed written explanation 3 the conclusion® or discontinuation of the study. 4.5.3 The investigator or the person designated by the investigator shall document and explain any deviation 3 the approved protocol. The immediate and follow-up report identify subjects by a unique c'? assigned to the world's leader: and
not by the name of the world, its numbers of identification usA personal or in a technical A , n. We notify you A3 n immediate dutyA, be followed by detailed written reports. Page 7 4.1 InvestigatorA¢ A s Qualifications and Agreements 4.1.1 The investigator(s) should be qualified by education, training, and experience to assume responsibility for the
proper conduct of the trial, should meet all the qualifications specified by the applicable regulatory requirement(s), and should provide ce of such qualifications through up-to-date curriculum vitae and/or other relevant documentation requested by the sponsor, the IRB/IEC, and/or the regulatory authority(ies). MinderjA cle oder Patienten mit
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NretuAxAflre ) S (EtarapAxAfrpfAY4Afrp Red / Sed Gnudnewrev Etkrok EID and explained (if necessary) and should not hide the original data (that is, you should keep a A 4 € 4 € A "Audit trailA 4 € & ¥). 4.8.7 Before obtaining informed consent, the researcher or the person designated by him, should give the subject or to his legal representative
opportunity and time enough to ask about the details of the essay and to decide if He wants to participate in the essay or not. 4.8.3 Neither the investigator nor the personnel involved in the study will exercise any coercion or undue influence on a person to induce it to participate or continue participating in a study. The promoter will instruct the
researchers and / or their appointed representatives to carry out these corrections. 4.4.2 As part of the written request of the researcher / institution to the IRB / IEC, the researcher / institution will provide the IRB / IEC an updated copy of the Researcher's file. In cases where the prior consent of the subject is not possible and the legal representative
of the subject is not present, the inclusion of the subject should comply with the requirements described in the Protocol or in another documentation separately , with the ceic favorable opinion to protect the rights, safety and well-being of the subject and ensure compliance with the relevant legislative requirements. 4.11.2 Adverse events and / or
anomal laboratory values identified in the audit plan as criticism for safety assessment should be notified to the promoter in accordance with the rules applicable to notification and within the period set by the promoter in the Audit plan. 4.1.4 The investigator and the institution should allow the promoter to monitor and the audit of the clinical trial
and the competent authorities the realization of the corresponding inspections. 4.9.7 A petition of the monitor, auditor, IRB / IEC or regulatory Researcher / Institution must give a disposal of direct access to all requested records related to the test. 4.6.5 The experimenter must ensure that the study products are used only according to the approved
protocol. 4.9.6 The financial aspects of the study must be documented in an agreement between the sponsor and the experimenter / institution. 4.11.3 To detect deaths, the researcher must provide the sponsor and IRB / IEC with an additional information requested (for example, autopsy reports and medical terminal reports). The communication of
this documented information documented. 4.9.4 The investigator / institution must maintain the test documents according to what is specified in the essential documents for the realization of a clinical assay (see 8.) and according to the applicable regulatory requirements (S). If this is updated during the study, the experimenter / institution must
provide a copy to IRB / IEC. 4.8.13 Excep in the case I desce "at point 4.8.14, no therapy anonym (for example, say an essay in which not if it experiences any direct clinus for the subject), to be Enhanced on the subjects who personally give in consent and that they sign and dheful the informed consent. Seinen Gestzlichen Vertreter und
Gegebenenfalls Den Unpartioischen Zeugen versesAxndlich Sein. 4.8 Informed consent of the subjects involved in study 4.8.1 In the obtaining and documentation of informed consent, the experimenter must comply with the applicable regulatory provisions and must comply with the PCC and the ethical principles that originate in the Helsinki ". &, A"
¢. Usttimigeiten Sollten ErklAxrt Werden. (O) DaA'ar aufzeichnungen, aufzeichnungen, aufzeichnungen, drerer de aufhungsteneilneyhmer Identifiziert Werden Kann, Verraulich Behandelt Werden Und Nicht A Die Af-ffentlichkeit Gelargen, This is not the same difference regulated differently. 4.2 Adecouacién de los Recursos. Recursos. nu euqifiton
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Arebed n3Aicutitsni al/reklaS ArP le rop adangised adaiporpa anosrep arto reiuglauc .Afrev la AgnoS ArP ocinAlc osecca le noc odaicosa AhcS nu ed osac le ne ArP odanoba la odaicosa Ahcsed ed otart o/y osecca le )j( .p( neticilos el euq n noitiddAicamrofni al yoh CIEC la y rotomorp la ratilicaf ojaB ~rebed facilitarAjAn a los investigadores y a los
representantes designados por los investigadores, una guAAa sobre cA3Amo hacer tales correcciones. 4.9.2 Los datos incluidos en el CRD, que se deriven de documentos fuente, deberAjAn ser consistentes con dichos documentos o en caso contrario justificar las discrepancias. (r) The foreseeable circumstances and/or reasons under which the
subject's participation in the trial may be terminated. 4.10 Berichte zum Fortgang der klinischen PrAvsAfung 4.10.1 Der PrAYAfer sollte dem IRB / der unabhArAngigen Ethik-Kommission jAxAhrlich oder ¢AAA falls vom IRB / der unabhAxAngigen Ethik-Kommission gefordert ¢AAA auch hAxAufiger eine schriftliche Zusammenfassung des Standes der
klinischen PrA%Afung vorlegen. j) La indemnizaciA3An y/o tratamiento disponible para el sujeto en caso de cualquier perjuicio relacionado con el ensayo. q) Las personas de contacto para obtener informaciA3An adicional del ensayo y de los derechos de los sujetos participantes, y con quien contactar en caso de lesiones relacionadas con el mismo. 4.7
Randomization Procedures and Unblinding The investigator should follow the trial's randomization procedures, if any, and should ensure that the code is broken only in accordance with the protocol. Lo sperimentatore deve, inoltre, adeguarsi alle disposizioni normative applicabili relative alla segnalazione alle autoritA A regolatorie ed all¢AAAIRB/IEC
di reazioni avverse da farmaci serie inattese. 4.6.2 Where allowed/required, the investigator/institution may/should assign some or all of the investigator's/institution¢AAAs duties for investigational product(s) accountability at the trial site(s) to an appropriate pharmacist or another appropriate individual who is under the supervision of the
investigator/institution. 4.2 Recursos Apropiados 4.2.1 El investigador deberA;jA ser capaz de demostrar (p.e. basAjAndose en datos retrospectivos) su capacidad para reclutar el nA°Amero requerido de Suitable, within the recruitment period established 4.8 Disclaimer for recognition 4.8.1 When consent keys are collected and documented, access to
prival dialogs is granted after prior access, dial them PrA logos must comply with the applicable legal provisions, PCG and the ethical principles, which originate in Helsinki's declaration. 4.8.14 Non-therapically assays can be carried out in accordance with the consent of a legally acceptable representative, provided that the following conditions are
met: a) The objectives of the trial can not be achieved through a trial in people who can give their informed consent personally. This instant message must be followed by a detailed written report as soon as possible. 4.10 Follow-up reports 4.10.1 The frequency researcher in writing annually the company. (c) The negative effects on the well-being of
the prival subscriber will be minimal and minimal at a minimum of ay. 4.12.2 If the sponsor ends or suspends a trial (see 5.21), the researcher will inform the institution in which and the applicable researcher / institution should inform the IRB / IEC without delay and provide the IRB / IEC Detailed information of the termination or suspension. g) the
risks or foreseeable inconveniences for prival dialogs, if applicable, A 4 € "FPA R an embryon, your or sucked your. 4.8.11 Before your participation in the trial, the representative of the legal duty of written informed and date, written day to the information, facilitated to the ©. Your agents will emit or result in a false impression of your driving
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yrotaluger eht mrofni dluohs ,)s(tnemeriuger yrotaluger 4.1.2 The well-founded researcher the properties of research drugs, such as the Protocol, in the Updated Researcher's Handbook, in the Information of the Medication and in other sources of information provided by the Promoter. . 4.9.4 The Salker PrA / The Institution must & Salker PrA and
keep Salkerslang prA as indicated in the epgrafe 4 € essential documents of & Salkr the realization of a clinical prsalkaic (see 8.) and prescribed by the applicable legal provisions. g) I Rischi or Gli inconvenienti ragionevolly prevedibili per il soggetto e, ove applicable, per 1A ¢ & € emborne, il fetus OD il neonato. You owe a label to update its update,
the day April 31, 2014, the World Day of Nature, the day of the authorities. (See points 3.1.2 and 3.3.9), the PR A 4 € "must inform" institution as appropriate. 4.11 Notification of unsolicited events 4.11.1 All unsolicited serious events (Sue) must be notified to the sponsor without any unwanted aral dial, unless it is SUB included in the prA or any other
dialogue plan Document (eg The PrA / the institution only must, unlike informing the sponsor and the IRB / the independent faculties of the Ethics Committee accordingly and inform the Sponsor and the IRB / the Committee of A Independently on a detailed written declaration of rescision or 4.5.4 The ator can apply a deviation or change of the
protocol. Immediate hazard (s) to subjects without the approval of IRB / IEC / previous opinion. All Questions about the trial must be answered to satisfying the subject or legally acceptable representative of the subject. 4.5.4 The PRA Salker can be selected without prior permission / endorsement by IRB / Independent access NAIP LI OIDUTSE OLLA
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that you can in relation ® the subject's willingness to continue participating in the trial. 4.7 Randomizzazione Procedure and Opening of the Cyeco Lo sperimentatore deve seguire le procedure di randomizzazione, se previste, e deve far sA che il codice sia aperto solo en conformit Al protocol. p) gives A the discoverers PrA or it is the responsibility of
the sponsor to inform the researcher/institution 3 n of when it is not necessary to keep these documents (see 5.5.12). c) That the negative impact on the low sea and adem ~ a A© 1 ou that is the least possible. 4.4 Communicating with 1A¢ IRB/IEC 4.4.1 Prima di iniziare uno studio, lo sperimentatore/instituzione deve ricevere 1A¢ A approvazione od il
parere favorevole scritto e datato dallA¢ A IRB/IEC per il protocollo dello studio, por il modulo di informato garli per gli aggiornamenti del modulo di enllo, per le procedure di recrutamento dei soggetti (y esempio comunazioni informatisultra studio) e por ogni eventale informaciA 3 n mazione scritta da fornire ai soggett1 (g) The inconveniences or
inconveniences are foreseeable for the child and, where appropriate, point 33 n, nursing fetus. 4.8.12 If a single (terapA®© utico or non-terapA®© utico) includes any subscriber that is subscribed only with the consent of its legal representatives to be included in the PrAA group (e.g. 4.2.6 If Pr Salker / the institution 3 refers to the services of a person
or a party in a manner that allows the possibility for pr Salker to disclose the tasks and functions relevant to the particular vocation? the PrSalker / institution 3 dafA Salker must ensure that this person or party fA Salker is able to perform those unique and relevant prSA tasks and is qualified, and must implement procedures to ensure the integrity of
the relevant prAlker tasks and functions SolidA arguments Salker, as well as all generated data. 4.3 3 attention in the ais iuc ni isac ieN 2.6.4 .z( etllos refA% ArP reD 1.2.4 necruosseR enessemegnA 2.4 .tcudorp lanoitagitsevni eht fo tnempoleved lacinilc fo noitaunitnocsid lamrof eht ecnis despale evah sraey 2 tsael ta ro noiger HCI na ni snoitacilppa
gnitekram detailpmetnoc ro gnidnep on era on era litnu dna noiger HCI na ni noitacilppa gnitekram a fo lavorppa tsal eht retfa sraey 2 tsael ta litnu deniater eb dluohs stnemucod laitnessE 5.9.4 .hcraeser sevlovni lairt eht tahT )a( :gniwollof eht fo snoitanalpxe edulcni dluohs stcejbus ot dedivorp eb ot noitamrofni nettirw rehto yna dna mrof tnesnoc
demrofni nettirw eht dna noissucsid tnesnoc demrofni eht htoB 01.8.4 .gnireg dnis remhenlietsgnuf¥s Y4 % Y4 Y4 Y4 Y. airav eserpmoc ,isrevva itsnow ilautsnow rep ataugeda acidem aznetsissa otteggos la atinrof agnev ehc rAfAf eid ,nedrew tnnakeb nenoitamrofnl euen egithciw dlabos ,nedrew tetiebrarebA+f netllos remhenlietsgnufATOTO rP
eid rA+TO NenoitamrofnI nehciltfirhcs neretiew ella dnu gnurA F saD 2.8.4 .otamrofni osnesnoc la avitaler enoissucsid al ottodnoc ah ehc anosrep allad e ,otuicsonocir etnemlagel etnatneserppar ous lad o ,otteggos lad etnemlanosrep otatad e otamrif eresse eved ottircs otamrofni osnesnoc id oludom li ,oiduts olla otteggos led enoizapicealled trap
amirP 8.8.4 .nies gidnA tsllov dnu uaneg ,lanigiro ,hcielgtiez ,rabsel ,rabnehceruz netllos netadlleuQ .snoisiced )latned ro( lacidem detailer-lairt lla rof elbisnopser eb dluohs ,lairt eht rof rotagitsevni-bus a ro rotagitsevni na si ohw ,)etairporppa nehw ,tsitned ro( naicisyhp deifilauq A 1.3.4 Lo Sperimentator / iStituzione PuA S A2 / deve Delegenere
Alcuni or Tutti i Compiti Dello SperimentatorOr / iStituzione by the affidabilitA £ / i prototto / i in Studio Nella / E Headquarters / I Dello Studio AD A pharmacist or DNA an 'altra competent person Che Sia Sottposto Alla Supervision Dello Sperimentore / iStituzione. (F) those aspects of judgment that are experimental. (f) the experimental aspects of
the clinical examination. Monitor change, OH telephone number). L) The foreseeable expenses, if any, to the subject by their participation in the trial. Subjects in thesis tests should be particularly monitored and should be removed if they seem to be excessively distressed. 4.8.15 In cases of emergency, if a prior consent of the examiner is not possible,
the consent of its legal representative must be obtained, if present. Prayer / institution, as well as the sponsor, must sign the Proflan or a separate contract to confirm the agreement. 4.7 The randomization process and the elimination of prayer must, if applicable, comply with the randomization processes of the clinical examination and ensures that
the code breaks only in accordance with PrA%fplan. 4.2.3 The researcher must be available for the adequate number of qualified personnel and suitable facilities for the prior duration of the trial to perform trial correctly and security. 4.1.5 The researcher must maintain a list of adequately qualified people to which the researcher has delegated
significant tasks related to trials. 4.2.4 Prayer must ensure that all persons employed in the clinical examination are sufficiently informed about the prudent plan (s), as well as their tasks and tasks related to the test. 4.6.6 The researcher, or a person designated by the researcher / institution, must explain the correct use of investigational product(s)
to each subject and should check, at intervals appropriate for the trial, that each subject is following the instructions properly. AdemAjAs: 4.12.1 Si el investigador finaliza o suspende un ensayo sin el acuerdo previo del promotor, deberA;jA informar puntualmente a la instituciA3An, y el investigador/instituciA3An informarA;jA de este hecho
rAjApidamente al promotor y al CEIC y les facilitarAjA una justificaciA3An, por escrito, de la causa de dicha finalizaciA3An o suspensiA3An. 4.4.2 Como parte de la solicitud escrita al CEIC, el investigador/instituciA3An 16deberA;jA proporcionarle una copia actualizada del Manual del Investigador. In addition: 4.12.1 If the investigator terminates or
suspends a trial without prior agreement of the sponsor, the investigator should inform the institution where applicable, and the investigator/institution should promptly inform the sponsor and the IRB/IEC, and should provide the sponsor and the IRB/IEC a detailed written explanation of the termination or suspension. 4.4.3 WArnAhrend der klinischen
PrAvsAfung sollte der PrA%Afer / die Institution dem IRB / der unabhAxAngigen Ethik-Kommission alle neu zu A%AberprAvsAfenden Unterlagen zur VerfAYaAgung stellen. 4.9.6 Die finanziellen Gesichtspunkte der klinischen PrA%aAfung sollten in einer Vereinbarung zwischen dem Sponsor und dem PrAYiAfer / der Institution dokumentiert sein. sein
gesetzlicher Vertreter eine Kopie der datierten und unterzeichneten, aktualisierten EinwilligungserklAxArung sowie eine Kopie aller AAnderungen der schriftlichen Informationen fA%Ar die PrAYiAfungsteilnehmer erhalten. sein gesetzlicher Vertreter eine Ausfertigung der unterzeichneten und datierten schriftlichen EinwilligungserklAxArung sowie
alle weiteren fA%Ar die PrA%Afungsteilnehmer bereitgestellten schriftlichen Informationen erhalten. 4.2.2 Lo sperimentatore deve avere tempo sufficiente per eseguire e portare a compimento adeguatamente lo studio nel periodo 4.1.4 The investigator/institution 3 not allow monitoring and auditing by the Sponsor and inspected 3 by the appropriate
Regulatory Authority (IES). q) the person / and contact to obtain more information 2 the study and the rights of the subjects participating in the study and who communicate on the possibility of a day related to the study. 4.12.2 If the sponsor completes or suspends a study (see 5.21), the experimenter must immediately inform the institution? if
applicable, and the experimenter/institution® must promptly report with the IRB/IEC and provide IEC with a detailed written explanation 3 the conclusion? or suspension? of the study. Der PR PRA FER SOLTE EBENSE DIE GELTENDEN GESETZLICHEN BESTMUNGEN EN BEZUG AUF DIE MELDUNG UNERWARTERD UND SCHWERWIEGENDIZO
UNERWUNSCHTER ARZNEIMITTERWIRKUNDEN A DIE ZustA Ndige (n) BehA § rde (N) und das IRB / DIE UNABHA NGIGE ETHIK-KOMMISSION EINHALTEN. By signing the consent form, the witness certifies that the information 3 in the informed consent form and any other written information has been explained precisely 3 the subject matter,
or its legally recognized representative, and has apparently been understood from it and that informed consent is freely provided by the subject or his legally recognized representative. 4.4.3 During the course of the study, the experimenter/institution 3 must provide the IRB/IEC with all documents subject to the review? n. It is the Sponsor's
responsibility to inform the experimenter/institution® of when these documents no longer need to be preserved (see 5.5.12). (Q) Person, un die Sich Sich BezA Yu glich Weiterder Information 3 WEUR KLINISCHEN PRA FUNG UNDU ZU Den Recheten Der PRIFUNGSTEILNEHMER WENDEN SOLSE, SOWIE DIEJENIGEN, ZU DENEN MAN IM FALL
EIBER MIT DER KLINISCHEN PRA FUNG IM ZUSAMMENHANG STEHENDEN SCHA DIGUNG VerBindung Aufnehmen 1.4 1.4 6 anigjAP of the experimenter and agreements 4.1.1 The experimenter must be qualified for education, training and experience to assume the responsibility of an adequate realization of the study, shall comply with all the
requirements specified by the applicable legal provisions and must contribute the test In accordance with such requirements by means of an updated curriculum and / or any other relevant documentation requested by the IRB / IEC ™ sponsor or the authorities regulations. 4.12 Early conclusion or study suspension If the study is concluded
prematurely or suspended by any reason, the researcher / institution should inform participants without delay in the study, must ensure adequate therapy and subjects' follow-up and, if it is Necessary, of the applicable legal provisions, must inform the authorities to regulations. As ready as possible, the diversion will not modify the one made, about
Justific AciAf® n and its when appropriate, the modification of the Protocol on whether VAf AA,: a) to the CEIC for review f N 3 and Opinion, b) to the promoter for compliance, c) to the authorities authorities. 4.9 Documentation and reports 4.9.1 The researcher must ensure precision, integrity, readability and storming the data that the promoter has
presented in the data sheets (CRF) and all the required reports. (E) The APPROAL / FAVOURABLE OPINION OF THE IRB / IEC IS EXPRESSLY SOUKT ON THE INCLUSION OF SUCH SUBJECTS, AND THE WRITTEN APPROVAL / FAVOURABLE OPINION COVERS THIS ASPECT. 4.13 Final report of the researcher At the end of the trial, the
researcher, when proceeded, reported to the institution; The researcher / institution will send, to the CEIC a summary of the results of the trial and send to the authority to liquidate the semicircase. DER PRAf A% FER / DE INSTUTION SOLLTE DEM IRB / DER UNABHAf A NGIGEN antidemi iropper i .AMimoc La Rudagitzi Lod Luu'm Luuhs by,
Oyasne k nebegba gnurAxA lkresgnugilliwniE enie hcilnAJA srep Eid, nehcierre nremhenlieT the gnufA%A RP nehcsinilk renie slettim thcin hcis nessal gnufA%A RP nehcsinilk red negnuztesleiZ EID) to (: dnis tlIAYA fre negnuztessuaroV edneglof nrefos, nedrew trhA%A feghcrud retertreV nehcilzteseg rerhi gnugilliwniE Tim nremhenlietsgnufA%4A
RP ieb nennAYA k negnufAY4A RP ehcsinilk ehcsitueparehtthciN 41.8.4 .gnitroper etaidemmi gnideen seifitnedi per tonne) eruhcorB s'rotagitsevnl, .ge (tnemucod rehto too locotorp eht taht stand esoht tpecxe rosnops eht rof ot Yletter Miboper Eb Dibroges) Stand (Stinve ESrevdA Sun 1.11.4 .nezents Sundem) ND netleg red dnurgfua nrefos AA A ¢
dnu netsielrhAxA weg remhenlietsgnufA%A RP red gnuthcaboebhcaN dnu eiparehT enessemegna Eid, nereimrofni hcilgAv4A zrevnu remhenlietsgnufAY4A noitutitsnl Eid Eid RP / RP refAV4A red etllos, driw nehcorbretnu redo tedneeb gitiezrov dnurG meniednegri Sua gnufA%A RP ehcsinilk Eid nneW gnufA%4A RP nehcsinilk renie gnuhcerbretnU redo
gnugidneeB egitiezroV 21.4 .siht under erawa; and edam dluohs tcejbus eht, tcejbus eht OT tifeneb lacinilc dednetni since she ereht nehW .CEI / Bria A A ¢ lled enoizavorppa / eloverovaf ererape eatrison iNIXRAMIR el Gaultni, Otneglagelt Au AzzonserPepar o, erotnemireers ol 5.8.4 .OYasne LED OTH& -*pPorp DEXTRESSUE) N enie be followed in a
timely manner by written and detailed reports. (r) foreseeable circumstances and/or foreseeable reasons why the subject'? participation in the study may be interrupted. (t) The approximate number of subjects involved in the trial. Any written informed consent form and amended written 3 must receive the A approval 3 A /favorable opinion of the A
IRB/IEC before use. PA der Vi ferinformation) nicht als unverzA A % glich meldepflichtig ausgewiesen sind. The investigator should also comply with the applicable regulatory requirement(s) related to the reporting of unexpected serious adverse drug reactions to the regulatory authority(ies) and the IRB/IEC. Page 5 4.1 InvestigatorA¢ A s
Qualifications and Agreements 4.1.1 The investigator(s) should be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial, should meet all the qualifications specified by the applicable regulatory requirement(s), and should provide ce of such qualifications through up-to-date curriculum vitae and/or
other relevant documentation requested by the sponsor, the IRB/IEC, and/or the regulatory authority(ies). 4.1.3 The researcher must know and comply with the of PBOC and the current regulations. 4.8.6 The language used in the oral and written information 3 the study, including the written informed consent form, should be as practical as possible,
non-technical and should be understandable to the subject or his legally recognized representative and to the impartial witness, where appropriate. The investigator or the institution 3 not inform the subject of the test when medical assistance is required for intercurrent diseases of which the investigator is aware. (1) The anticipated expenses, if any,
to the subject for participating in the trial. (h) reasonably expected benefits. Der bzw 4.8.3 Neither the investigator nor the trial staff shall cost or unduly influence a subject to participate in or continue to participate in a trial. 4.3 Assistenza MA© Dei Soggetti Che Partecipano Allo Studio 4.3.1 A QUALIFIED PHYSICIAN (OR A DENTIST, QUANDO A ~
IL CASE), CHE SIA UNO SUPERIMENTORE DE UN CO-SUPERIMENTORE DELLO ESTUDIO, DEVE ES ESSERE RESPONSABILE DITTTE LE DISCERII DI Ordinid Medico (Odontoiatrico) relative to the study. 4.1 RESEARCHERS' QUALIFICATIONS AND AGREEMENTS 4.1.1 The researcher(s) must be qualified by education, training® and experience
to assume responsibility for the proper conduct of the test, must meet all qualifications specified by the applicable regulatory requirement(s), and must provide evidence of such qualifications through updated currAculum vitae and/or other relevant documentation requested by the sponsor, the IRB3IEC and/or the Regulatory Authority (IES). THE
PROCEDURES OF THE PROSPORTS TO HAVE OF THE DESCRIBED THAT PATHS THAT CHANGES OR CORRECTIONS MADE IN THE CRDS BY THE DESIGNATED REPRESENTATIVES DESIGNATED BY THE PROMOTER ARE DOCUMENTS, HAVE BEEN NECESSARY AND ARE NOT CONFIRMED BY THE RESEARCHER. 4.8.11 VOR der
Teilnahme an der Klinischen PrA 3 fung Sollet Der Pr PRIFUNGSTEILNEYHMER BZW. 4.9.5 I Documenti Essenziali Devono Essere Conservati perni 2 Anni Dopo L'a ¢ ultima Approvazione di una domanda di Autorizzazione all 'inmise incomercial (AIC) E Fino A Quando Non VI Siano Domande Di AIC en Corso O Predicste O Fino A Quando Siano
Trascorsi Almeno 2 Anni Dalla Interruzione Formale Dello Sviluppo Clinico del Prodotto en Estudio. CHANGE OF MONITORING RESPONSIBILITY (GAGGIO, CHANGE OF TELEPHONE RECAP). 4.6 PrA 3 fPrA A year Parat (E) 4.6.1 FA A ¥4 R DAS / DIE PRUFFPRA A year Parat (E) IM Pr PRIFZENTRUM IST DER PRIBR PRA FER / DIE INSTITUCIA
N VERANTWORTLICH. (e) DAS IRB / DIE ednemmitsuZ ednemmitsuZ / gnugimheneG MU HCILKCARDSUA DRIW ATSIMMOK-KIHTE o neicnuner elbatpeca etnemlagel etnatneserper us o otejus le euq agah euq onugla ejaugnel renetnoc ebed ,otircse odamrofni otneimitnesnoc ed oiralumrof le odiulcni ,oiciuj la savitaler satircse y selaro
senoicamrofni sal ed anugniN 4.8.4 .sarodaluger sedadirotua o dadirotua al o/y CEI/BRI al ,rotomorp le rop adaticilos etnenitrep n3Aicatnemucod arto u odazilautca eatAv mulucArruc etnaidem senoicacifilauc sahcid ed sabeurp ranoicroporp nebed y selbacilpa soiratnemalger sotisiuger sol rop sadacificepse senoicacifilauc sal sadot rilpmuc nebed
,oyasne led n3Aicazilaer atcerroc al ed dadilibasnopser al rimusa arap aicneirepxe y n*Aicamrof ,n3Aicacude rop sodacifilauc ratse nebed serodagitsevni o rodagitsevni IE 1.1.4 A rodagitsevni led sodreuca y senoicacifilauC 1.4 01 g.AP .nedruw neseiweguz nremhenlietsgnuf Y4A ArP ned dnu )ne(mutaD reb Arpf %A ArP ned / med eid ,netlahtne
nremmunedoC negituednie eid eiwos )dneffertuz sllaf( mutadllafreV ,gnunhciezebnegrahC ,egneM ,mutaD reb Y4A A nebagnA netllos negnunhciezfuA eseiD .n 3A Ais n3Alslvrepus us ojab ©AAtse euq adaiporpa anosrep arto u ocituAcamraf nu a oyasne led ortnec le ne n 3A Aicagitsevni ne sotnemacidem sol ed dadilibatnoc al noc n Aicaler ne
sedadilibasnopser sus sadot o anugla rangisa 3AArdop n 3A Aicutitsni al o rodagitsevni le ,odireuger o oditimrep ol ed adidem al nE 2.6.4 .wzb remhenlietsgnuf %A ArP mov gnur AAlkresgnugilliwniE nehciltfirhcs ruz ttalbmroF sad etllos gnuf Y2A ArP nehcsinilk red na sremhenlietsgnuf “4A ArP senie emhanlieT red roV 8.8.4 .A otejus A otneimitnesnoc
le arap etnaveler res adeup euq etnatropmi n3Aicamrofni aveun ed agnopsid es euq zev adac sodasiver res nebed sotejus sol a enoicroporp es euq atircse n3Aicamrofni arto reiuglauc y otircse rop odamrofni otneimitnesnoc ed oiralumrof 1E 2.8.4 .nie hcilkc %A Ardsua tknupsthciseG neseid t A Aeilhcs gnutreweB ednemmitsuz / gnugimheneG
ehciltfirhcs eid dnu ,thcusre remhenlietsgnuf %A ArP rehclos sessulhcsniE waive any legal rights, or that release or appear to release the researcher, the institution? the sponsor or its aicnetsisA 3.4 .inoizurtsi el etnemataugeda odneuges aits otteggos nucsaic ehc ,oiduts id opit la itairporppa illavretni da ,erallortnoc eved e otteggos nucsaic a oiduts ni
i/ottodorp i/led ogeipmi otterroc li erageips ,enoizutitsi/erotatnemireps ollad atangised anosrep anu do ,erotatnemireps oL 6.6.6.6.6.6.6.6.6.4 .odamrofamrofr rebedzapac se is ,y n3p 3 Yy Y4333 33 33 Y 1 1 1 jsperpmoc ed levin us atneuc ne odneinet ,oyasne led odamrofni res AjAan res nadeup ol if ravresnoc nAjATRICrebed es
,ograbme niS .tsi hcilredrofre gnugrosreV ehcsinizidem enie dnu tlletstsef gnuknarkrE etnerrukretni enie eis / re nnew ,nereimrofni remhenlietsgnufA3TrP nenie netllos noitutitsnl eid / TEFASTPA T€D NASTISNIEDSUS “...cvveeuvieveieteeetteeteeteeeteeetee et e eee et e eeteeeseeeaeeeaeeeneeeteeeseeeseeesseeseeenseesseeseeeseeaneens 2.3.3y 2.1.3 esa ©Alercni o oyasne nu ed elbarovaf nematcid le
ariter o azilanif A © AtimotimoC le iS 3.21.4 .sotejus sol arap ogseir le etnemercni o oyasne led nAt. nauc ,y )8.3.3 esa © AAv( CIEC ,rotomorp la sotircse semrofni etnemlautnup AjaAratilicaf rodagitsevni 1E 2.01.4 .nellets gnugAtfreV ruz gnaguZ netkerid ned rAAEfnegnunhciezfuA nenegozebsgnufA—~TErp netredrofeg ella noitutid nI eid / refASErP red
etllos )n(edrA X>HeB negidnA REFytsuz red redo noissimmoK-kihtE negignA ed secapac sanosrep nepicitrap euq le ne oidutse nu etnaidem esraznacla nedeup on oidutse led sovitejbo soL )a :senoicidnoc setneiugis sal nalpmuc es euq erpmeis ,odiconocer etnemlagel etnatneserper nu ed otneimitnesnoc le noc sotejus ne esrazilaer nedeup
socitu ©Aparet on soidutse soL 41.8.4 .tah tgilliwegnie gilliwierf gnur ,AlkfuA red hcan retertreV rehcilzteseg nies .wzb remhenlietsgnuf %A ArP red Aad ,nerh %A Af uzad eid ,netlahtne negnureilumroF eniek netllos ,gnur AlkresgnugilliwniE nehciltfirhcs ruz sttalbmroF sed hcil A Aeilhcsnie ,gnuf %A ArP nehcsinilk ruz nenoitamrofnl nehciltfirhcs dnu
nehcildn %A m eiD 4.8.4 .lairt eht ot detaler ,seulav yrotarobal tnacifingis yllacinilc gnidulcni ,stneve esrevda yna rof tcejbus a ot dedivorp si erac lacidem etaugeda taht erusne dluohs noitutitsni/rotagitsevni eht ,lairt a ni noitapicitrap s'tcejbus a gniwollof dna gniruD 2.3.4 .CEI/BRI eht ot eruhcorB s A ¢Arotagitsevnl detadpu eht fo ypoc a ylppus
dluohs noitutitsni/rotagitsevni eht ,lairt eht gnirud detadpu si eruhcorB s'rotagitsevnl eht fI .remhenlietsgnuf Y4A a ArP red lhaznA erc Afegnu eiD )t( .n 3A Aicutitsni /rodagitsevni le ,rotomorp le ertne odreuca nu ne sodatnemucod ratse !a Arebed oyasne al ed soreicnanif sotcepsa soL 6.9.4 .otircse odamrofni otneimitnesnoc ed oiralumrof le
etnemlanosrep rahcef'y ramrif ebed ,zapac se is ,y n3Aisnerpmoc ed dadicapac us noc elbitapmoc adidem al ne oidutse led otejus la ramrofni ebed es ,)evarg aicnemed noc setneicap :olpmeje rop( otejus led odazirotua etnemlagel etnatneserper led otneimitnesnoc le noc oidutse le ne sodiulcni res nadeup ol3As euq sotejus a ayulcni )ocitu©Aparet on o
ocitu©Aparet( ocinAlc oidutse nu odnauC 21.8.4 .omsim le noc sadanoicaler )sacig 3A Alotnodo u( sacid©A Am senoisiced sol ed selbasnopser sol " AjAres ,oyasne led rodarobaloc o lapicnirp rodagitsevni le aes euq ,)oirasecen aes odnauc ,3Alatned opitogol nu o( odacifilauc©A Am nU 1.3.4 oyasnE led sotejuS sol ed Il Loro Cogno informato. 4.6.4
Investigation products (S) must be stored according to what is specified by the sponsor (see 5.13.2 and 5.14.3) and in accordance with the applicable regulatory requirements. If the information of the prayer is updated during the clinical verification, the perspective of the IRB / Independent Ethics Commission must send a copy of the updated
preliminary information. 4.11 Safety informs 4.11.1 We should underage immediate indibriers to the promoter of all adverse events Records with the exception of AQUUES that the Protocol or Other Document (eg researcher) indicates missionally that they do not need an immediate notification. (k) If it is appropriate, the intention of paying in warning
to pay the participation in the clinical examination. and my. s) The predicted durata della Paracipazione from the Sogticto Allo Studio. L) Eventuali SPE prepares for Il Soggetto Che Paracipa Allo Studio. 4.1.2 The researcher must be fully familiar with the appropriate use of research products, since it is described in the Protocol, in the Prospectus of
the Current Researcher, in the product information and in other sources of information provided by the Sponsor. Researcher / institution should take measures to prevent accidental destruction or premature of thesis documents. 4.6.5 The investigator would guarantee medications in research so "was used in accordance with the approved protocol.
Interruption of the clinic examination. 4.8.9 If a subject can not read or if a legally acceptable representative can not read, an impartial witness must be present throughout the informed consent f rA%A eid, negeilrov nenoitamrofnl euen nnew, nedrew treimrofni gitiezthcer etllos retertreV rehcilzteseg Nies redo remhenlietsgnufA%A rP Red .lairt EHT
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La ATELPMOC Amrof Ed Ramrofni AjAfRebed, LA © Af ROP Adangised Anosrep Anu o Rodagsevni Le 5.8.4 s'CEI / BRI EHT eviecer dluohs noitamrofni nettirw DNA mrof tnesnoc demrofni nettirw desiver Yna .nnak nedrew treiturker smuartieZ netrabnierev pole blahrenni remhenlietsgnufA%A rP retengieeg lhaznA ehcilredrofre eid A A AD, nennAJA
negelrad k) netaD revitkepsorter egaldnurG RED FUA Bereitschaft des PrA¥Afungsteilnehmers zur weiteren Teilnahme an der klinischen PrA%Afung relevant sein kAJAnnten. Changes to source data should be traceable, should not obscure the original entry, and should be explained if necessary (e.g., via an audit trail). (n) daAA dem / den
Monitor(en), dem / den Auditor(en), dem IRB / der unabhAxAngigen Ethik-Kommission sowie der / den zustAxAndigen BehAfArde(n) in dem gemA=AAA geltender gesetzlicher Bestimmungen zulArAssigen MaAAe direkter Zugang zu den medizinischen Originalaufzeichnungen des PrA%Afungsteilnehmers zur AAberprA%Afung der klinischen
PrAvuAfverfahren und / oder der Daten gewAxAhrt wird, ohne dabei die Vertraulichkeit der Daten des PrAYAfungsteilnehmers zu verletzen, und daAA der PrAvAfungsteilnehmer bzw. 4.4 Kommunikation mit dem IRB / der unabhAxAngigen Ethik-Kommission 4.4.1 Vor Beginn einer klinischen PrA%Afung sollte der PrAYAfer / die Institution die
schriftliche und datierte Genehmigung / zustimmende Bewertung des IRB / der unabhAxAngigen Ethik-Kommission fAYAr den PrA1/4Afp1an das Formblatt zur schriftlichen EinwilligungserklAxArung, aktualisierte FormblArAtter, die Unterlagen zur Rekrutierung von PrA%Afungsteﬂnehmern (z. Non appena possibile, la deviazione od il cambiamento
attuati, le ragioni di ciA?A e, se A"A il caso, le modifiche del protocollo devono essere inviate: a) all¢AAAIRB/IEC per la revisione e 1¢AAAapprovazione/parere favorevole, b) allo sponsor per accettazione e, se necessario, c) alle autoritA A regolatorie. 4.8.8 Prior to a subJectq:AAAs participation in the trial, the written informed consent form should be
signed and personally dated by the subject or by the subject's legallyacceptable representative, and by the person who conducted the informed consent discussion. 4.8.4 La informaciA3An oral y escrita referente al ensayo, incluyendo la hoja de informaciA3An al sujeto, no deberAjA contener ningA2An tipo de lenguaje que lleve al sujeto o al
representante legal del to walve or appear to walve any legal right, or to release or appear to release the investigator, the institution A 3 n, the promoter or his staff from their obligations in the event of negligence. Solange ein PrA A % fungsteilnehmer an der klinischen PrA A % fung teilnimmt, sollte er bzw. 4.5 Einhaltung des PrA A Y fplans 4.5.1

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA A figigen Ethik-Kommission genehmigt / zustimmend bewertet wurde. 4.12 Termination A 3 or SuspensionA A 3 of a Trial If the trial is terminated in advance or suspended for any reasonA A 3 n, the
investigator shallA A promptly inform the subjects of the trial, ensuring appropriate treatment and follow-up of the subjects and, where required by applicable law, inform the regulatory authority. 4.13 AbschluA A bericht(e) des PrA A % fers Bei AbschluA A der klinischen PrA A A seinem gesetzlichen Vertreter und von der Person, die das AufklA A
afirungsgesprA A afiich gefA A ¥ hrt hat, eigenhA A afidig datiert und unterzeichnet werden. Autopsieberichte und medizinische AbschluA A berichte) zur VerfA A Y4 gung stellen. 4.3.2 During and after the A© participation A 3 a subject in a trial the investigator/institutionA 3n be requiredn ensure that appropriate A© assistance is provided to
the investigator/institution in the event of any adverse event, including the alteration A A ¢ n clericalA of laboratory values, which isA A© related to the trial. If the trial is blinded, the investigator should promptly document and explain to the sponsor any premature unblinding (e.g., accidental unblinding, unblinding due to a serious adverse event) of
the investigational product(s). Investigators mustn registros registros que documenten correctamente que a los sujetos se les suministraron las dosis especificadas en el protocolo y que los datos cuadren con los medicamentos en investigaciA3An recibidos del promotor. 4.1.2 Lo sperimentatore deve essere pienamente a conoscenza dell¢AAAimpiego
appropriato del/i prodotto/i in sperimentazione, come descritto nel protocollo, nel dossier per lo sperimentatore aggiornato, nelle informazioni sul prodotto ed in altre fonti di informazione fornite dallo sponsor. Durante la partecipazione del soggetto allo studio, il soggetto, od il suo rappresentante legalmente riconosciuto, deve ricevere una copia
firmata e datata degli aggiornamenti del modulo di consenso informato ed una copia di eventuali modifiche delle informazioni scritte fornite ai soggetti. 4.8.6 The language used in the oral and written information about the trial, including the written informed consent form, should be as non-technical as practical and should be understandable to the
subject or the subject's legally acceptable representative and the impartial witness, where applicable. 4.9.4 El 1nvest1gador/1nst1tuCLA3An deberAjAn guardar los documentos del ensayo tal como estAjA especificado en el apartado de Documentos Esenciales para la realizaciA3An de un Ensayo ClAAnico (vA©Aase punto 8) de acuerdo con la normativa
vigente. jeder Vorgang muAA nachvollziehbar sein). (e) die Verpflichtungen des PrAvsAfungsteilnehmers. Page 12 4.1 Investigator¢AAAs Qualifications and Agreements 4.1.1 The investigator(s) should be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial, should meet all the qualifications
specified by the applicable regulatory requirement(s), and should provide evidence of such qualifications through up-to-date curriculum vitae and/or other relevant documentation requested by the sponsor, the IRB/IEC, and/or the regulatory authority(ies). The investigator/institution inform a subject when medical care is needed for intercurrent
illness(es) of which the investigator becomes aware. At the firmar el permimiento el testigo ratifies que la informaciAA3n contenida en el mismo y toda la informaciAA3n excrita fue fielmingly explicada y apparently entendida por el sujeto or on representante legal y que el permimiento fue libreemente dado por el sujeto or on representante legal. 4.3.3
If the subject participating in a trial has a treating physician and agrees that he or she will be informed about the trial, the investigator is recommended to inform the subject's treating physician about his or her participation in the study. Si el estudio es ciego, deberAA sO documentar y explicar inmediately to the promotor cualquier
desenmascaramiento de un medicamento en investigaciAA3n (p.e. accidentally, or por aparchAA3n de un acontecimiento adverse grave). 4.5.2 El investigador, no deberAAA3n ni modifaciAA3n of the protocol with the permission of the promotor y la revisiAA3 3 3 n previy dictamen favorable a la revisaciAn implique only aspectos logAAsAsticos o
administrativos (p.ej. In der Sofortmeldung sowie in den Folgeberichten sollten die PrAA/fungsteilnehmer nicht mit ihren Namen und/oder Adressen, sondern anhand der eindeutigen, den PrAA/fungsteilnehmern zugewiesenen Codenummern identifiziert werden. (i) The alternative treatment procedure(s) that may be available to the entity and its
potential significant benefits and risks. 4.9.3 Any changes or corrections to the CRF must be dated, initialed and explained (if necessary) and must not conceal the A® AAoriginal insertion (that isA” the possibilityAA must be maintained verification), thereA2 applies to both written amendments or corrections (Vedi 5.18.4 (N)). (c) The negative impact
on the subject's welfare is minimized and low. After the written informed consent form and any other written information provided to the subjects, it is read and explained to the subject or legally acceptable representative of the subject, and after the subject or the representative legally Acceptable of the subject has accepted orally to the participation
of the subject in the trial and, if he is able to do so, he has signed and dated personally with the Informed Consent Form, the witness must sign and sign the consent form. 4.1.4 der Pr Prir Pruher / Die Institution Solte Monitoring Und Auditors Dirt De Dirt Sponsor Sowie Inspektionen Druch Die Zustules "Ndigen BehAfrden Zulasen. 4.6.3 Lo
Sperimentator / iStituzione E / O Il Pharmacist OD Altra Person, Designato Dallo Sperimentorore / iStituzione, deve the conversion of the DocumeAzione relative Alle Consecne E All 'Inventory of Prodotto Nelle Headquarters Study, Allo' Use of the Prodotto It gives Part SO DI CIOSCUN SOGGETTO E ALLA RESTITUZE AT THE SPROCATOR OR ALLO
SMMALMENTIENTE OF /i PRODOTOTOTTO /I DO NOT USE /1. 4.4 Communication with the CEIC 4.4.1 Before starting an essay, the researcher should obtain the favorable opinion, by Written and dated, for the test propocolo, the information sheet for the subject of the informed consent, the updates of this document, the recruitment procedures



(p. I immediate rapporti devono identification I identification i soggetti meditate one encoding one Unico Assenato Ai Soggetti Che PtoneCipano Alo Studio AnzichA %o through I Nomi Dei Soggetti, i numeri di Identificationzione Personali E / O L'A "¢ indirizzo. 4.10 INF Ormes de Progreso 4.10.1 The researcher must send written response resumes to
the IRB / IEC annually, or more frequently, or with Frequency, if requested by the IRB / IEC. 4.8.15 In situations of urge, when it is not possible to obtain the previous consent of the if , the consent of the subject's legal representative is '‘present'. The researcher/institution n A3 n must take the necessary measures to prevent accidental or premature
dextrinA A3 n these documents. 4.6 Test Products 4.6.1 ResponsibilityA A reliabilityA of the product(s) under investigation 3 the place(s) of the study are the responsibility of the researcher/3. e) The responsibilities of the subject. All questions related to the study should be answered in a satisfactory manner for the test subject or his legally
authorized representative. The communication 3 this information should 3 be documented. 4.2.3 The investigator shall have at his disposal the appropriate number of qualified personnel and the necessary facilities, during the time of the test, to conduct it safely. The researcher/institution * and the sponsor must sign the protocol or an alternative
contract to confirm the A agreementA . Diese Aufzeichnungen sollten mit allen vom Sponsor erhaltenen Lieferscheinen abgeglichen werden. (h) der nach vorliegendem Kenntnisstand zu erwartienne Nutzen. (q) The person(s) to contact for further information regarding the trial and the rights of trial subjects, and whom to contact in the event of trial-
related injury. Page 13 4.1 InvestigatorA¢ A s Qualifications and Agreements 4.1.1 The investigator(s) should be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial, should meet all the qualifications specified by the applicable regulatory requirement(s), and should provide evidence of such
qualifications through up-to-date curriculum vitae and/or other relevant documentation requested by the sponsor, the IRB/IEC, and/or the regulatory authority(ies). 4.4.3 During the trial the investigator/institution should provide to the IRB/IEC all documents subject to review. 4.8.12 When .locotorp .locotor ehy htiw htlno ehr taldrofs ehc ehc ehc ehc
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