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CONFIDENTIAL PROPERTY OF TAKEDA 
This document is a confidential communication of Takeda. Acceptance of this document 
constitutes the agreement by the recipient that no information contained herein will be published 
or disclosed without written authorization from Takeda. Furthermore, the information is only 
meant for review and compliance by the recipient, his or her staff, and applicable institutional 
review committee and regulatory agencies to enable conduct of the study. 

For 
no

n-c
om

merc
ial

 us
e o

nly



PPD

PPD

PPD

PPD

PPD

PPD

For 
no

n-c
om

merc
ial

 us
e o

nly

or



TAK-861  
Study No. TAK-861-3001 Page 3 of 140 
Protocol Amendment 1 23 October 2024 

 

CONFIDENTIAL 

INVESTIGATOR AGREEMENT  
I confirm that I have read and understand this protocol, the investigator’s brochure (IB), 
prescribing information, and any other product information provided by the sponsor. I agree to 
conduct this study in accordance with the requirements of this protocol and also to protect the 
rights, life, dignity, integrity, confidentiality of personal information, safety, privacy, and 
well-being of study participants in accordance with the following: 

• The ethical principles that have their origin in the Declaration of Helsinki. 

• ICH GCP. 

• All applicable laws and regulations, including, without limitation, data privacy laws and 
regulations. 

• Regulatory requirements for reporting serious adverse events (SAEs) as defined in this 
protocol. 

• Terms outlined in the clinical study site agreement. 

• Responsibilities of the investigator as described in this protocol. 
I understand that the information in this protocol is confidential and should not be disclosed, 
other than to those directly involved in the execution or the scientific/ethical review of the study, 
without written authorization from the sponsor. It is, however, permissible to provide the 
information contained herein to a potential participant to obtain their informed consent to 
participate. 
I understand that failure to comply with the requirements of the protocol may lead to the 
termination of my participation as an investigator for this study. 
I understand that the sponsor may decide to suspend or prematurely terminate the study at any 
time for whatever reason; such a decision will be communicated to me in writing. Conversely, 
should I decide to withdraw from execution of the study, I will communicate my intention 
immediately in writing to the sponsor. 
   
Signature of Investigator  Date 
   
Investigator Name (print or type)   
   
Investigator’s Title   
   
Location of Facility (City, State/Province)   
   
Location of Facility (Country)   
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ADMINISTRATIVE INFORMATION  
CONTACTS 
General advice on protocol procedures should be obtained through the monitor assigned to the 
study site. Information on service providers is given in relevant guidelines provided to the site. 
Takeda sponsored investigators will be provided with emergency medical contact information 
cards to be carried by each participant, per individual country requirements.  

ADDITIONAL INFORMATION  
A separate contact information list will be provided to each site. 

Contact Type/Role Contact 

SAE and pregnancy reporting Pharmacovigilance 
Takeda Development Center Americas, Inc. 
Fax: 001 224-554-1052 
United States and Canada Email: 
PVSafetyAmericas@takeda.com 
Rest of the world Email: 
PharmacovigilanceMailbox@Takeda.com 

24-hour urgent medical contact North America: +1 888 483 7729 
 
Europe, Middle East, and Africa/Asia Pacific:  
+44 122 337 4240 

 

PRODUCT QUALITY COMPLAINTS 
A product quality complaint is any written, electronic, or oral communication that alleges 
deficiencies related to the identity, quality, durability, reliability, safety, strength, purity, 
effectiveness, or performance of a product, device, or combination product after it is released for 
distribution.  
Report product complaints using the form called “Clinical Trial Material Complaint Form.”  
Send it to the following email address:  
ctmcomplaint@takeda.com 
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Objectives:  Endpoints: 

Primary:  

Globally except in the European Union (EU) 
and European Economic Area (EEA): 
• To assess the effect of TAK-861 on EDS 

as measured by the MWT. 

 
 
• Change from baseline to Week 12 in mean 

sleep latency from the 4 MWT wake 
trials. 

For the EU/EEA only: 

• To assess the effect of TAK-861 on EDS 
as measured by the ESS total score. 

 

• Change from baseline to Week 12 in ESS 
total score. 

Secondary: 

Globally except in the EU and EEA: 

• To assess the effect of TAK-861 on EDS 
as measured by the ESS total score. 

 

• Change from baseline to Week 12 in ESS 
total score. 

For the EU/EEA only: 

• To assess the effect of TAK-861 on EDS 
as measured by the MWT. 

 

• Change from baseline to Week 12 in mean 
sleep latency from the 4 MWT wake 
trials. 

• To assess the effect of TAK-861 on 
cataplexy as measured by the WCR. 

• WCR at Week 12. 

• To assess the effect of TAK-861 on 
sustained attention as measured by the 
psychomotor vigilance test (PVT). 

• Change from baseline to Week 12 in mean 
number of lapses on the PVT.  

• To assess the effect of TAK-861 on 
overall narcolepsy symptoms measured by 
the Patient Global Impression of Change 
(PGI-C) scale. 

• PGI-C score at Week 12. 

• To assess the effect of TAK-861 on 
overall severity of narcolepsy symptoms 
measured by the Narcolepsy Severity 
Scale for Clinical Trials (NSS-CT). 

• Change from baseline to Week 12 in NSS-
CT total score.  

• To assess the efficacy of TAK-861 on 
functional impacts of narcolepsy as 
assessed by the Functional Impacts of 
Narcolepsy Instrument (FINI). 

• Change from baseline to Week 12 in FINI 
domain scores for: Tiredness, Cognitive 
Functioning, Cataplexy, Social Activities, 
Everyday Activities, and Everyday 
Responsibilities. 
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Table 6.a Study Intervention(s) Administered: Drug 
Intervention Label TAK-861 Placebo  
Intervention Name TAK-861 Placebo  
Former Name(s) or 
Alias(es) 

NA NA 

Intervention 
Description 

Information provided in the IB Information provided in the IB 

Excipients Information provided in the IB Information provided in the IB 
Type  Drug Placebo  
Dose Formulation Tablet Tablet 
Unit Dose 
Strength(s) 

Information provided in the IB Information provided in the IB 

Dosage Level(s) See Section 4.3 See Section 4.3 
Route of 
Administration 

Oral Oral 

Use Experimental Placebo 
Classification Investigational medicinal product NA 
Authorization 
Status 

Not authorized in any region NA 

Sourcing Provided centrally by the sponsor or 
designee 

Provided centrally by the sponsor or 
designee 

Packaging and 
Labeling 

Information provided in pharmacy manual Information provided in pharmacy manual 

IB: investigator’s brochure; NA: not applicable. 
 

6.2 Preparation, Handling, Storage, and Accountability  
For preparation, handling, and storage of the sponsor-supplied study drug, refer to the pharmacy 
manual. 

6.2.1 Accountability Throughout the Study 
The investigator or designee must ensure that the sponsor-supplied study drug is used in 
accordance with the protocol and is only dispensed to/used for participants enrolled in the study.  
To document appropriate use of sponsor-supplied study drug (Section 6.1), the investigator or 
designee must maintain 100% accountability for all sponsor-supplied study interventions that the 
site receives and dispenses during his or her entire participation in the study.  
Proper drug accountability includes, but is not limited to: 

• The investigator or designee must maintain records of all sponsor-supplied study 
interventions delivery to the site, current site inventory, dispensing for use by each 
participant, and return to the sponsor or designee.  
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8.1.5 Administrative Procedures (Contingency Measures for Unavoidable 
Circumstances) 

In unavoidable circumstances (eg, a widespread disease outbreak or natural disaster) that impact 
the study site’s ability to conduct study procedures according to the SoA (see Table 1.a), 
contingency measures may be implemented. In acknowledgement of study site, hospital, local, 
state, and national restrictions established in response to circumstances like COVID-19, the 
following measures are being taken for the current study: 

• For participants active in the study, all attempts should be made to perform the assessments 
with the participant present at the site using the visit windows. Exceptions may be granted for 
alternative approaches to study procedures and data collection through approval by the 
sponsor or designee. Such instances must be documented in the study records and may 
include the following: 
– Sites impacted by the COVID-19 pandemic or similar unavoidable circumstances, must 

contact the sponsor or designee to discuss individual participant and site circumstances to 
obtain approval for use of alternative approaches to study procedures and data collection. 

– Sites may seek approval from the sponsor or designee to continue participants in the 
study despite departures from the SoA (see Table 1.a). The investigator is expected to 
evaluate the impact to the safety of the study participants and site personnel for 
participants to continue. In evaluating such requests, the sponsor or designee will give the 
highest priority to the safety and welfare of the participants. Participants must be willing 
and able to continue taking study drug and remain compliant with the protocol.  

– Alternative methods for conducting participant visits (eg, video conferencing, telephone 
visits, or in-home study visits conducted by study site personnel or designated medical 
personnel, contingent upon local regulations) may be used per approval by the sponsor or 
designee:  
o Under these circumstances, collection of certain study assessments may be omitted 

and visit windows may be extended.  
o When approval is given for a participant to miss an in-person study visit, a study site 

physician will speak directly with the participant by telephone or other medium (eg, a 
computer-based video communication) during each visit window to assess participant 
safety and overall clinical status.  

o The study site physician or other qualified site personnel should conduct the 
following assessments within specified-visit window time frames: AE assessments, 
documentation of concomitant medication, administration of CSSRS (at applicable 
visits), and an assessment of clinical symptoms.  

o Home nurses or other qualified clinical personnel may be deployed at the request of 
the site, when appropriate. Advance approval from the sponsor or designee should be 
obtained. 
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o Other study assessments may be collected using an alternative method as feasible and 
may involve audio or video recording where allowed by local regulation. This will be 
documented in the study records. 

o In some instances, sites may need to split visits or sites may only be able to perform a 
few procedures on site and some procedures may need to be performed remotely. 
Sites should inform sponsor or designee when this occurs. 

o Sites may seek approval to extend a visit window to conduct an on-site visit. 
Assessments that cannot be completed during the protocol-specified window or 
within the visit window granted by the sponsor or designee will be considered 
missing data and such departures will be recorded in the study records.  

o There will be no interval longer than approximately 2 weeks between successive 
visits at which clinical laboratory tests are performed. Should a period of >4 weeks be 
met for a particular participant, the site should contact the sponsor or designee to 
discuss withdrawal of the participant. Local laboratories may be used if necessary. 

– Study site personnel may dispense additional study drug to participants at a visit to allow 
for potentially longer intervals between visits than originally planned per protocol, or 
study drug may be supplied to participants via delivery by site personnel or by courier. 

– Early termination visits should be performed in person. When it is not possible for the 
participant to come to the study site and the protocol-specified visit window cannot be 
extended further, the preferred alternative for the early termination visit is for qualified 
study site personnel or designated clinical personnel to go to the participant’s residence 
and conduct the protocol-specified procedures in that location. Assessments collected at a 
participant’s residence should comply with applicable local regulations. If neither option 
is available with sponsor or designee approval, sites may conduct early termination 
procedures remotely as is feasible. 

8.2 Efficacy Assessments  
Planned time points for all efficacy assessments are provided in the SoA (Table 1.a). 

8.2.1 MWT  
The MWT is a validated, objective measure that evaluates a person’s ability to remain awake 
under soporific conditions for a defined period of time. Because there is no biological measure of 
wakefulness, wakefulness is measured indirectly by the inability or delayed tendency to fall 
asleep. This tendency to fall asleep is measured via electroencephalography-derived sleep 
latency in the MWT. One MWT, that includes four 40-minute wake trials, will be done on 
each day specified in the SoA. Sleep latency in each wake trial will be recorded. Participants will 
be required to stay awake in between the 4 MWT wake trials. 
During each MWT wake trial, participants will be instructed to sit in a bed or reclining chair and 
remain awake for as long as possible in a dimly lit room. Wake trials are ended after 40 minutes 
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All SAEs will be recorded and reported to the sponsor or designee immediately. Under no 
circumstance should this exceed 24 hours. The investigator will also submit any updated SAE 
data within 24 hours of it being available. 
Investigators are not obligated to actively seek information on AEs or SAEs after conclusion of 
the study participation. However, if the investigator learns of any SAE, including a death, at any 
time after a participant has been discharged from the study, and he/she considers the event to be 
reasonably related to the study intervention or study participation, the investigator must promptly 
notify the sponsor via the reporting method described in Section 10.3.4.6. 

8.3.9.2 Method of Detecting AEs and SAEs 
At each study visit specified in the SoA, participants will be questioned in a general way to 
ascertain if AEs have occurred since the previous visit. Open-ended and nonleading verbal 
questioning of the participant is the preferred method to inquire about AE occurrences without 
introducing bias. Participants may report AEs occurring at any time during the study. 

8.3.9.3 Follow-up of AEs and SAEs  
After the initial AE/SAE report, the investigator is required to proactively follow each participant 
at subsequent visits/contacts. All participants experiencing AEs, whether considered associated 
with the use of the study drug or not, will be documented in the AE page of the eCRF.  
All AEs must be monitored until the end of the study or until the event resolves, stabilizes, is 
otherwise explained, or the participant is lost to follow-up as defined in Section 7.3.  
SAEs must be monitored until resolution, stabilization, the event is otherwise explained, or the 
participant is lost to follow-up.  
Information to be documented for each event is defined in Section 10.3.4. 
Further information on follow-up procedures is provided in Section 10.3. 

8.3.9.4 Regulatory Reporting Requirements for SAEs  
Prompt notification by the investigator to the sponsor of an SAE is essential so that legal 
obligations and ethical responsibilities towards the safety of participants and the safety of a study 
intervention under clinical investigation are met. The sponsor has a legal responsibility to notify 
both the local regulatory authority and other regulatory agencies about the safety of a study 
intervention under clinical investigation. The sponsor will comply with country-specific 
regulatory requirements relating to safety reporting to the regulatory authority, IRBs/IECs, and 
investigators. 
An investigator who receives an investigator safety report describing an SAE or other specific 
safety information (eg, summary or listing of SAEs) from the sponsor will review and then file it 
along with similar documents containing safety information and will notify the IRB/IEC, if 
appropriate according to local requirements. 
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10.0 SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS 

10.1 Regulatory, Ethical, and Study Oversight Considerations  

10.1.1 Regulatory and Ethical Considerations  
This study will be conducted with the highest respect for the individual participants according to 
the ethical principles that have their origin in the Declaration of Helsinki, and the ICH 
Harmonised Tripartite Guideline for GCP.  
The study sponsor and any third party to whom aspects of the study management or monitoring 
have been delegated will undertake their assigned roles for this study in compliance with all 
applicable industry regulations, current ICH GCP guidelines, the European Union (EU) Clinical 
Trials Regulation (CTR) No 536/2014, as well as all applicable national and local laws and 
regulations. 

10.1.2 Financial Disclosure  
Takeda is funding this study and will make payments to the study site for the conduct of the 
study (and, if applicable, investigators and/or other study staff), as specified in the Clinical Study 
Site Agreement(s). 
Regulatory authorities including the Food and Drug Administration require Takeda to submit 
disclosures of investigators’ and subinvestigators’ financial interests and arrangements. For this 
reason, Takeda will provide the investigators and subinvestigators with a form for the disclosure 
of their financial arrangements during the course of the study and for 1 year after the completion 
of the study.  
The financial disclosure form must be signed by each investigator and subinvestigator before the 
study starts at their study site. Any potential conflicts of interest that are not covered by this form 
should be disclosed separately to Takeda before the start of the study at their site. 
Specific financial arrangements requiring disclosure would include any arrangement whereby the 
outcome of the study could be influenced by the value of the compensation for conducting the 
study, or other payments the investigator received from the sponsor. Examples include: any 
significant payments from the sponsor or subsidiaries such as a grant to fund ongoing research, 
compensation in the form of equipment, retainer for ongoing consultation, or honoraria; any 
proprietary interest in study intervention; and any significant equity interest in the sponsor or 
subsidiaries as defined in 21 Code of Federal Regulations 54 2(b) (1998).  
The investigator and subinvestigator should declare all institutional affiliations on the curricula 
vitae that they provided to sponsor before the start of the study. 

10.1.3 Informed Consent Process  
It is the responsibility of the investigator to obtain written informed consent from all participants 
before any study-related procedures including screening assessments.  
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The participants must receive an explanation of what the study involves, including but not 
limited to: the objectives, potential benefits and risk, inconveniences, and the participant’s rights 
and responsibilities.  
After the participant has received and read (or been read) the participant information, they will 
be requested to sign and date the ICF or a certified translation if applicable.  
A copy of the informed consent documentation (ie, a complete set of participant information 
sheets and fully executed signature pages) must be provided to the participant, as applicable. 
This document may require translation into the local language. Signed consent forms must 
remain in each participant’s study file at the site (either in their original, signed paper form or as 
a certified copy if applicable for electronic signature) and must be available for verification at 
any time. 
The investigator provides the sponsor with a copy of the consent form that was reviewed by the 
IRB/EC and received their favorable opinion/approval. A copy of the IRB/EC’s written favorable 
opinion/approval of these documents must be provided to the sponsor before the start of the 
study unless it is agreed to and documented (abiding by regulatory guidelines and national 
provisions) before study start that another party is responsible for this action. Additionally, if the 
IRB/IEC requires modification of the sample participant facing information and consent 
document provided by the sponsor, the documentation supporting this requirement must be 
provided to the sponsor. 

10.1.4 Data Protection 
The confidentiality of records that may be able to identify participants will be protected in 
accordance with applicable laws, regulations, and guidelines. 
After participants have consented to take part in the study, the sponsor and/or its representatives 
reviews their source documents and data collected during the study. These records and data may, 
in addition, be reviewed by others including the following: independent auditors who validate the 
data on behalf of the sponsor; third parties with whom the sponsor may develop, register, or 
market TAK-861; national or local regulatory authorities; and the IRB(s)/IEC(s) which gave 
approval for the study to proceed. The sponsor and/or its representatives accessing the records 
and data will take all reasonable precautions in accordance with applicable laws, regulations, and 
guidelines to maintain the confidentiality of participants’ identities. Participants are assigned a 
unique identifying number; however, their initials and date of birth may also be collected, if 
permitted under local laws governing privacy.  
The results of studies containing participants’ unique identifying number, relevant source 
documents, and possibly initials and dates of birth, where allowed per local law, may be 
transferred to, and used in, other countries that may not afford the same level of protection that 
applies within the countries where this study is conducted. The purpose of any such transfer 
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would include: to support regulatory submissions, to conduct new data analyses to publish or 
present the study results, or to answer questions asked by regulatory or health authorities.  

• The sponsor will assign each participant a unique identifier. Any participant records or 
datasets that are transferred to the sponsor will contain the identifier only; participant names 
or any information that would make the participant identifiable will not be transferred. 

• The investigator must inform the participant that their personal study-related data will be 
used by the sponsor in accordance with local data protection law. The level of disclosure 
must also be explained to the participant who will be required to give consent for their data to 
be used as described in the ICF.  

• The investigator must inform the participant that their source documents may be examined 
by Clinical Quality Assurance auditors or other authorized personnel appointed by the 
sponsor, by appropriate IRB/IEC members, and by inspectors from regulatory authorities. 

All United States-based sites and laboratories or entities providing support for this study, must, 
where applicable, comply with the Health Insurance Portability and Accountability Act of 1996. 
A site that is not a covered entity as defined by Health Insurance Portability and Accountability 
Act must provide documentation of this fact to the sponsor or designee. 

10.1.4.1 Notice Regarding the Use and Transfer of the Investigator’s Personal Information  
Takeda will collect and retain personal information of investigator, including his or her name, 
address, and telephone number, and other personally identifiable information such as education 
and professional details, payment-related details (if applicable), identity information (eg, medical 
registration number) and information relating to his or her interactions and activities with or 
involving Takeda. In addition, investigator’s personal information may be transferred to other 
parties located in countries throughout the world including the following: 

• Takeda, its affiliates, and their licensing partners. 

• Business partners assisting Takeda, its affiliates, and their licensing partners. 

• Regulatory agencies and other health authorities. 

• IRBs and IECs. 

• Investigator’s personal information may be retained, processed, and transferred by Takeda 
and these other parties for research purposes including the following: 
– Assessment of the suitability of investigator for the study and/or other clinical studies. 
– Management, monitoring, inspection, and audit of the study. 
– Analysis, review, and verification of the study results. 
– Safety reporting and pharmacovigilance relating to the study. 
– Preparation and submission of regulatory filings, correspondence, and communications 

to regulatory agencies relating to the study. 
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– Preparation and submission of regulatory filings, correspondence, and communications 
to regulatory agencies relating to other medications used in other clinical studies that 
may contain the same chemical compound present in the study drug. 

– Inspections and investigations by regulatory authorities relating to the study. 
– Self-inspection and internal audit within Takeda, its affiliates, and licensing partners. 
– Archiving and audit of study records. 
– Posting investigator site contact information, study details and results on publicly 

accessible clinical study registries, databases, and websites. 
In addition, where required by law or industry codes of practice, Takeda and/or its affiliates may 
have to report or publicly disclose any payments or transfers of value made in connection with 
the study by or on behalf of Takeda and/or its affiliates or their service providers to the 
investigator or their institution. 
The legal basis on which Takeda and its affiliates will process the investigator’s personal 
information for the above purposes are to comply with a legal obligation; or to perform any 
contract in place with the investigator (if applicable); or to meet the legitimate research, 
scientific and business interests of Takeda and its affiliates, including ensuring the proper 
performance of this study to the applicable standards, appropriate reporting of study results and 
archiving of study-related records and information, and further development and registration of 
the study drug or other compounds. The investigator may not be able to opt-out of this 
processing, or the investigator’s choice to opt-out may impact his or her ability to continue to 
participate in this study and/or future studies involving Takeda and/or its affiliates.  
Takeda and its affiliates will maintain physical, administrative and technical safeguards to protect 
the investigator’s personal information from loss, misuse, unauthorized access, disclosure, 
alteration or destruction. The investigator’s personal information may be transferred to other 
countries that do not have data protection laws that offer the same level of protection as data 
protection laws in investigator’s own country. 
However, where investigator’s personal information is transferred to Takeda affiliates, licensing 
partners, business partners or service providers in such countries, Takeda will ensure that all 
adequate safeguards are in place and that all applicable laws and regulations are complied with in 
connection with such transfers. 
The investigator’s personal information will only be stored as long as necessary for the purposes 
for which it was collected participant to local laws and regulations and legitimate scientific, 
research and business needs. 
Individuals located in the European Economic Area and in certain other countries have certain 
data participant rights which may be participant to limitations and/or restrictions. These rights 
include the right to: (i) request access to and rectification or erasure of their personal data; (ii) 
obtain restriction of processing or to object to processing of their personal data; (iii) the right to 
data portability; and (iv) obtain additional information regarding the safeguards Takeda has in 
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place for cross-border transfers of their personal data. If the investigator wishes to exercise one 
of these rights, the investigator may use the contact information below.  
Individuals located in the European Economic Area and in certain other countries may also have 
the right to lodge a complaint about the processing of their personal data with their local data 
protection authority. 
The investigator can contact Takeda to exercise his or her rights, make inquiries or submit 
complaints concerning Takeda’s processing of his or her personal information. Takeda will take 
appropriate steps to address requests, inquiries and complaints. Takeda will respond to such 
requests within thirty (30) business days. 
Contact Details: 
Mailing Address: Attn: Data Protection Officer, Legal Department, Takeda Pharmaceuticals 
International AG, Thurgauerstrasse 130, CH-8152 Glattpark-Opfikon (Zurich), Switzerland. 
Email Address: dataprivacy@takeda.com 
The investigator acknowledges and authorizes the use of his or her personal information by 
Takeda and other parties for the purposes described above. 

10.1.4.2 Serious Data Breach Prevention and Reporting 
The sponsor will notify the concerned EU Member States of a serious breach of EU CTR or the 
applicable protocol version through the EU portal not later than 7 days after becoming aware of 
the breach. In this instance a “serious breach” is one likely to affect to a significant degree the 
safety and rights of a participant or the reliability and robustness of trial data. All parties 
involved in the conduct of the clinical trial must immediately report any events they encounter 
that might meet the definition of a serious breach to the contact point designated in the Site 
Manual. 
If a serious data breach affecting personal data is detected, the sponsor or its designee and the 
investigator (as applicable) will take appropriate corrective and preventive actions in response. 
These actions will be documented, and the relevant regulatory agency(ies) will be notified as 
appropriate. Where appropriate, the relevant individuals materially affected by the breach would 
also be notified; in the case of study participants, this would be done through the investigator. 

10.1.4.3 Inspection Reporting 
The sponsor will submit all inspection reports of third country authorities concerning the clinical 
trial, to the Member States concerned, through the EU portal. 

10.1.5 Committees Structure  

10.1.5.1 IRB and/or IEC Approval 
IRBs/IECs must be constituted according to the applicable state and federal/local requirements of 
each participating region. The sponsor or designee will require documentation noting all names 
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10.1.7.1 Protocol Deviations 
The investigator should not deviate from the protocol, except where necessary to eliminate an 
immediate hazard to study participants. Should other unexpected circumstances arise that will 
require deviation from protocol-specified procedures, the investigator should consult with the 
sponsor or designee (and IRB or IEC, as required) to determine the appropriate course of action. 
There will be no exemptions (a prospectively approved deviation) from the inclusion or 
exclusion criteria. 
Significant deviations include, but are not limited to, those that involve fraud or misconduct, 
increase the health risk to the participant, or confound interpretation of primary study 
assessment(s). 

10.1.7.2 Study-Site Monitoring Visits  
Monitoring visits to the study site will be made periodically during the study to ensure that all 
aspects of the protocol are followed. Source documents will be reviewed for verification of data 
recorded on the eCRFs. Source documents are defined as original documents, data, and records. 
The investigator or designee guarantee access to source documents by the sponsor or its designee 
(CRO and/or auditor) and by the IRB/IEC or any other health authority governing the study, per 
local/regional regulation. 
Alternative approaches may be used to ensure data quality, data integrity, and participant safety 
(eg, remote source data review/source data verification via phone or video) as permitted by 
regional and local regulations. See the monitoring plan for additional details. 

10.1.7.3 Audits 
The study site also may be subject to quality assurance audits by the sponsor or designees. In this 
circumstance, the sponsor-designated auditor will contact the site in advance to arrange an 
auditing visit. The auditor may ask to visit the facilities where laboratory samples are collected, 
where the medication is stored and prepared, and any other facility used during the study. In 
addition, there is the possibility that this study may be inspected by regulatory agencies, 
including those of foreign governments. If the study site is contacted for an inspection by a 
regulatory body, the sponsor should be notified immediately.  
The investigator or designee guarantee access for quality assurance auditors to all study 
documents as described in Section 10.1.8. 

10.1.8 Source Documents  
All key data must be recorded in the participant’s source documents unless otherwise noted in 
the protocol. Source documents may be paper or electronic, including data obtained using 
electronic devices and associated technologies. Original source data to be reviewed during this 
study will include, but are not limited to: participant’s medical file, appointment books, diaries, 
clinical outcome assessments, original clinical laboratory reports, histology reports, pathology 
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2. The day 3 years after the date of early termination or completion of the study.  
In addition, the investigator and the head of the institution should retain the essential relevant 
documents until the receipt of a sponsor-issued notification to state the retention is no longer 
required.  
When proceeding to the local postmarketing study, the investigator and the head of the institution 
are required to retain essential relevant documents until the end of re-examination or re-
evaluation, whichever comes later. However, if the sponsor requests a longer time period for 
retention, the head of the institution should discuss how long and how to retain those documents 
with the sponsor.  

10.1.9 Study and Site Start and Closure 

10.1.9.1 First Act of Recruitment  
The first act of recruitment is the first site open. 
For clinical study disclosure purposes, the study start date is the date when the first participant 
signed the ICF. 

10.1.9.2 Study/Site Termination  
The sponsor may suspend or terminate the study, or part of the study, at any time for any reason. 
The sponsor reserves the right to close the study site at its sole discretion. Study sites will be 
closed on study completion. A study site is considered closed when all required documents and 
study supplies have been collected and a study-site closure visit has been performed. 
If the study is suspended or terminated, the sponsor will ensure that applicable sites, regulatory 
agencies, CRO(s), and IRBs/IECs are notified as appropriate and as specified in applicable 
regulatory requirements. Additionally, the discontinuation of a registered clinical study which 
has been posted to a designated public website will be updated accordingly. Further, the 
investigator shall promptly inform the participants and should ensure appropriate participant 
therapy and/or follow-up. If the study is terminated, the sponsor will make an end of study 
declaration to the relevant competent authority as required by the European Union (EU) Clinical 
Trial Regulation (CTR) No 536/2014.  
The investigator may initiate study-site closure at any time, provided there is reasonable cause 
and sufficient notice is given in advance of the intended termination. 
Reasons for the early closure of a study site by the sponsor or investigator may include but are 
not limited to: 

• For study termination or suspension: 
– Discontinuation of further study intervention development. 
– New information or other evaluation regarding the safety or efficacy of the study drug 

that indicates a change in the known benefit-risk profile for TAK-861 such that the 
benefit-risk is no longer acceptable for participants participating in the study. 
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video abstracts or manuscript summaries; video or animated posters; augmented reality); books 
and book chapters.  
Authorship will be determined in line with the requirements of the International Committee of 
Medical Journal Editors Recommendation for the Conduct, Reporting, Editing and Publication of 
Scholarly Work in Medical journals, unless otherwise required by the journal or forum where the 
publication appears. 
Publications derived from this study may never contain participants’ direct identifiers (such as 
participant identification number, initials) but may contain indirect/quasi identifiers (for example 
sex/gender, age/birth date, geographic indicators). Publications derived from this study may not 
include products’ direct identifiers (lot numbers or batch numbers) unless specifically required 
by the journal or conference guidelines and if approved by Takeda.  

10.1.11 Responsibilities of the Sponsor and the Investigator 

10.1.11.1 Sponsor Responsibilities 
The sponsor is responsible for designing and performing the study in accordance with ICH GCP 
Guideline E6, EU CTR No 536/2014, other applicable regulatory requirements and guidelines, 
and rules considering the rights, safety, and well-being of human participants. 
The sponsor will perform all study-related activities with the exception of those identified in the 
clinical supplier list in the study manual. The identified vendors will perform these activities 
either in full or in partnership with the sponsor. 
The sponsor ensures that local regulatory authority requirements are met before the start of the 
study. The sponsor (or designee) is responsible for the preparation, submission, and confirmation 
of receipt of any regulatory authority approvals required before release of study intervention for 
shipment to the site. 
Takeda is funding the study and is responsible for collecting financial disclosure information 
from investigators and subinvestigators, for submission to regulatory authorities (Section 10.1.2). 
The sponsor/designee will supply the following: 

• Documentation required for the study conduct, including but not limited to the study 
protocol, IB, study operations manual, other study conduct/management documents and 
sample informed consent. 

• eCRFs, data management, and site monitoring (Section 10.1.7), including reconciliation with 
source documents (Section 10.1.8). 

The sponsor is responsible for protecting the confidentiality of participants’ data (Section 10.1.4). 
The sponsor will fulfill its role in forming and managing any special committees as described in 
Section 10.1.5. 
The sponsor is responsible for the reporting of data to regulators and the public disclosure of data 
(Section 10.1.6). The sponsor is also responsible for maintaining a publication policy 
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(Section 10.1.10) that balances the protection of participants’ data (Section 10.1.4), public 
disclosure requirements (Section 10.1.6), and industry publication standards. 
The sponsor and/or designee selects sites and performs study site start and closure activities 
(Section 10.1.9). 
The sponsor will supply insurance for each participant in the study in accordance with the 
regulations applicable to the site where the participant is participating. If a local underwriter is 
required, then the sponsor or sponsor’s designee will obtain clinical study insurance against the 
risk of injury to study participants. Refer to the study site agreement regarding the sponsor’s 
policy on participant compensation and treatment for injury. If the investigator has questions 
regarding this policy, he or she should contact the sponsor or sponsor’s designee. 

10.1.11.2 Investigator Responsibilities  
The investigator must perform the study in accordance with ICH GCP Guideline E6, EU CTR 
No 536/2014, other applicable regulatory requirements and guidelines, and rules considering the 
rights, safety, and well-being of human participants. 
The investigator and any subinvestigators must adhere to this protocol, with major 
responsibilities summarized below. 
It is the investigator’s responsibility to ensure that adequate time, resources, and appropriately 
trained personnel are available before committing to participate in this study.  
Each of the investigators will maintain a list of appropriately qualified persons to whom they 
have delegated significant study-related tasks. Investigators will provide their own curricula vitae 
and those of their subinvestigators to the study sponsor (or designee) before starting the study, 
and will, on request of the sponsor, provide additional documentation of any licenses and 
certifications necessary to demonstrate these qualifications.  
The investigator and subinvestigators are required to disclose any potential conflicts of interest 
during or within 1 year after the end of the study (Section 10.1.2). 
The investigator will either conduct the activities in the protocol personally or provide guidance 
and supervision to the staff who assist. The investigator will provide necessary information about 
the protocol and the responsibilities of individual personnel. The investigator will ensure that 
study-related procedures, including study specific (nonroutine/nonstandard panel) screening 
assessments are NOT performed on potential participants, before the receipt of written approval 
from relevant governing bodies/authorities. 
The investigator will communicate with the local IRB/IEC to ensure that it has performed initial 
review, continuing review, and approval of the protocol. The investigator will promptly report all 
changes in research activity and all anticipated risks to participants to the IRB/IEC. The 
investigator will report on the progress of the study to the IRB/IEC at least once per year and will 
issue a final report within 3 months of study completion. 
The investigator will obtain valid informed consent from each participant in the study 
(Section 10.1.3). The investigator is responsible for screening participants and for enrolling only 
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those participants who have met protocol eligibility criteria. If a potential research participant has 
a primary care physician, the investigator should, with the participant’s consent, inform them of 
the participant’s participation in the study.  
The investigator must protect the participant’s privacy rights as described in Section 10.1.4 and 
explain to the participant how their data will be used. The publication policy also encompasses 
some elements designed to protect individual participants’ data (Section 10.1.10). 
The investigator will prepare and maintain adequate case histories of all participants entered into 
the study, including hospital records and laboratory results (Section 10.1.8). The investigator will 
be responsible for reviewing data, reports, and interlaboratory/reader standardization methods (if 
applicable). The investigator or the investigator’s designee (ie, authorized site personnel, as 
stated in the site delegation log) must enter data from the source documents (Section 10.1.8) into 
the eCRF with guidance from the study CRF Completion Guidelines or similar. The investigator 
will prepare correct and complete eCRFs for all participants and/or will check and confirm the 
contents of eCRFs entered by the subinvestigator or transcribed from the source data. The 
investigator will electronically sign the eCRFs as a means of attesting to the integrity of the data 
and will submit them to the sponsor. Furthermore, the investigator must retain full responsibility 
for the accuracy and authenticity of all data entered on the eCRFs. The investigator will maintain 
current records of the receipt, administration, and disposition of sponsor-supplied drugs 
(Section 10.1.7). 
The investigator will maintain these data for a minimum of 2 years following notification by the 
sponsor that all investigations have been discontinued or that the regulatory authority has 
approved the marketing application. The investigator should contact and receive written approval 
from the sponsor before disposing of any such documents (Section 10.1.8). 
The investigator will facilitate monitoring and auditing activities and will allow the regulatory 
authorities to inspect and copy GCP-specified essential documents. 
The investigator has overall responsibility for dispensing study drug will return all unused 
sponsor-supplied study intervention, containers, and other study materials to the sponsor on 
completing or leaving the study. If the investigator suspends or terminates the study at their site, 
the investigator will promptly inform the sponsor and the IRBs/IECs and provide them with a 
detailed written explanation (Section 10.1.9).  
Upon study completion, the investigator will provide the sponsor, IRB/IEC, and regulatory 
agency with final reports and summaries as required by (inter)national regulations. 

10.1.11.2.1 Primary/Coordinating Investigator 
The primary/coordinating investigator will be required to review and sign the final clinical study 
report and by doing so agrees that it accurately describes the results of the study, in compliance 
with EU CTR No 536/2014 and ICH Guidance E3 (1995). 
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Laboratory values and ECG findings: 

• If abnormal laboratory values or ECG findings are the result of pathology for which there is 
an overall diagnosis (eg, increased creatinine in renal failure), the diagnosis should be 
reported as the AE. 

Worsening of a condition: 
If the participant experiences a worsening or complication of a medical condition, the worsening 
or complication should be recorded as an AE. Investigators should ensure that the event term 
recorded captures the change in the condition (eg, “worsening of…”). This includes: 

• Pre-existing conditions present at the time of signing of informed consent. 

• Pre-existing episodic concurrent medical conditions (eg, asthma, epilepsy): An episode 
should only be recorded as an AE if the condition becomes more frequent, serious, or severe 
in nature.  

• A degenerative concurrent medical condition (eg, cataracts, rheumatoid arthritis): Worsening 
of the condition should only be recorded as an AE if it occurs to a greater extent than 
expected.  

• Worsening or complication of an AE after any change in study drug: The worsening or 
complication should be recorded as a new AE. 

Complications associated with preplanned procedures: 

• Changes in plan and surgical complications associated with preplanned or elective surgeries, 
therapies, or procedures should be recorded as AEs.  

• If a preplanned procedure is performed early (eg, as an emergency) due to a worsening of the 
pre-existing condition, the worsening of the condition should be recorded as an AE.  

• Complications resulting from an elective surgery should be recorded as AEs. 
Changes in intensity of AEs: 

• If the participant experiences changes in intensity of an AE, the event should be recorded 
once with the maximum intensity recorded. 

10.3.3.2 AEs of Special Interest 
An AE of special interest (serious or nonserious) is one of scientific and medical concern specific 
to the compound or program, for which ongoing monitoring and rapid communication by the 
investigator to Takeda may be appropriate. Such events may require further investigation to 
characterize and understand them. 
Based on nonclinical data for TAK-861, clinical data for the compounds with the same 
mechanism of action and literature information on the association between OX2R agonism and 
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the study drug administration or in the overall conduct of the study. Such reports will be 
submitted via EU portal to the member states within 7 days.  
The study site will forward a copy of all expedited reports to its IRB or IEC in accordance with 
local regulations. 

10.3.5.3 Special Situation Reporting 
Abuse, misuse, medication error, overdose and other uses not foreseen in the protocol must be 
reported to sponsor within 7 days of awareness on a paper Special Situation Reporting form. 
Definitions: 

• Abuse: Persistent or sporadic, intentional excessive use of medicinal products that is 
accompanied by harmful physical or psychological effects. 

• Misuse: Situations where the medicinal product is intentionally and inappropriately used not 
in accordance with the prescribed or authorized dose, route of administration, and/or the 
indications(s) or within the legal status of its supply. 

• Medication error: An unintentional error in the drug treatment process (prescribing, 
dispensing or administration, including incorrect dose or poor-quality administration) of a 
medicinal product while in the control of a health care provider, patient, or consumer, which 
leads to harm or has the potential to lead to harm. 

• Overdose: An overdose is defined as a known deliberate or accidental administration of study 
drug, to or by a study subject, at doses above that is assigned to that individual subject 
according to the study protocol. 

10.4 Contraceptive and Barrier Guidance  

10.4.1 Definitions  

10.4.1.1 Women of Childbearing Potential 
For the purpose of this study, a person of female birth sex is considered a woman of childbearing 
potential (WOCBP), ie, fertile, following menarche and until becoming postmenopausal unless 
permanently sterile. Permanent sterilization methods include hysterectomy, bilateral 
salpingectomy, and bilateral oophorectomy. 
A postmenopausal state is defined as no menses for 12 months without an alternative medical 
cause. A high follicle stimulating hormone (FSH) level in the postmenopausal range may be used 
to confirm a postmenopausal state in women not using hormonal contraception or hormonal 
replacement therapy; however, in the absence of 12 months of amenorrhea, a single FSH 
measurement is insufficient. 
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Appendix 3: ICSD-3(-TR) Criteria for NT1 
ICSD-3 Diagnostic Criteria 
Criteria a and b must be met: 
a) The patient has daily periods of irrepressible need to sleep or daytime lapses into sleep 

occurring for at least 3 months.1  

b) The presence of 1 or both of the following: 
1. Cataplexy (as defined under Essential Features) and a mean sleep latency of ≤ 8 minutes 

and 2 or more sleep onset REM periods (SOREMPs) on an MSLT performed according 
to standard techniques. A SOREMP (within 15 minutes of sleep onset) on the preceding 
nocturnal polysomnogram may replace one of the SOREMPs on the MSLT.2 

2. CSF hypocretin-1 concentration, measured by immunoreactivity, is either ≤110 pg/ml or 
<1/3 of mean values obtained in normal participants with the same standardized assay. 

Notes 
1. In young children, narcolepsy may sometimes present as excessively long night sleep or as 

resumption of previously discontinued daytime napping. 
2. If NT1 is strongly suspected clinically but the MSLT criteria of b1 are not met, a possible 

strategy is to repeat the MSLT. 
 
ICSD-3 TR Diagnostic Criteria 
Criteria a, b, and c must be met. 
a) The participant has daily periods of irrepressible need to sleep or daytime lapses into sleep. 
b) The presence of one or both of the following: 

1. Cataplexy (as defined under Essential Features)1 and either:  
a. Mean sleep latency of ≤8 minutes and 2 or more SOREMPs on an MSLT performed 

in accordance with current recommended protocols2 or:  
b. A SOREMP (within 15 minutes of sleep onset) on nocturnal polysomnogram.  

2. CSF hypocretin-1 concentration, measured by radioimmunoassay, is ≤110 pg/mL (using 
a Stanford reference sample) or less than one-third of mean values obtained in normal 
participants with the same standardized assay.3  

c) The symptoms and signs are not better explained by chronic insufficient sleep, a circadian 
rhythm sleep-wake disorder or other current sleep disorder, medical disorder, mental 
disorder, or medication/substance use or withdrawal. 

Notes 
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1. Typical cataplexy is most strongly associated with NT1. Although some patients with 
NT1/hypocretin deficiency may present with atypical cataplexy features, presentations that 
include only atypical cataplexy should raise a higher index of doubt regarding a diagnosis of 
NT1. Clinical judgment is required.  

2. See references - AASM Recommended Protocols for the MSLT and MWT in Adults. Sleep 
logs are required, accompanied by actigraphy, whenever possible, before in-laboratory sleep 
testing to evaluate for insufficient sleep and circadian rhythm disturbances.  

3. If hypocretin deficiency is verified, the diagnosis of NT1 should be made regardless of other 
comorbidities that could potentially be related to clinical symptoms, given the definitive 
nature of this finding. 

Further guidance is provided in the ICSD-3 or ICSD-3-TR guidelines. 
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