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This guidance document is being distributed for comment purposes only.
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Comments and suggestions regarding this draft document should be submitted within 90 days of
publication in the Federal Register of the notice announcing the availability of the draft
guidance. Submit electronic comments to https://www.regulations.gov. Submit written comments
to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630 Fishers
Lane, Rm. 1061, Rockville, MD 20852. All comments should be identified with the docket
number listed in the notice of availability that publishes in the Federal Register.
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For questions regarding this draft document, contact (CDER) Ryan Robinson, 240-402-9756;
(CBER) Office of Communication, Outreach, and Development, 800-835-4709 or 240-4028010;
(CDRH) Office of Clinical Evidence and Analysis, cdrhclinicalevidence@fda.hhs.gov; or (OCE)
Paul Kluetz, 301-796-9657.
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1T, WEMNE AR miEXE IS [Footnoteref: 1]

This draft guidance, when finalized, will represent the current thinking of the Food and Drug
Administration (FDA or Agency) on this topic. It does not establish any rights for any person and is not
binding on FDA or the public. You can use an altemative approach if it‘satisfies the requirements of the
applicable statutes and regulations. To discuss an alternative approach, contact the FDA staff responsible
for this guidance as listed on the title page.

FIERERERGD, FAREZERRARKEEER (FDASNM) NEERANIFTE L ©IAE
RIABIAEENF, A FDA HRRBEBLOR D WRFBREREZSHENNENR, ERILUERE
K73k MBINRERGE, BERAGA T LIHBIAFAIER FDA TFA S,

l. INTRODUCTION
l.3lS

This draft guidance provides recommendations for sponsors, investigators, and other
stakeholders regarding the implementation of decentralized clinical trials (DCTs) for drugs,
biological products, and devices.,, In this guidance, a DCT refers to a clinical trial where some or

all of the trial-related activities occur at locations other than traditional clinical trial sites.
AIEFERNRNE. FRENHEMAN@EEXRERE T X TFLHEAY. £YF RSB EFR O LI
Ri3e (DCT) [FootnoteRef:2]AIEIN .
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In fully decentralized clinical trials, all activities take place at locations other than traditional trial
sites. These trial-related activities may take place at the homes of trial participants or in local
health care facilities that are convenient for trial participants. In hybrid DCTs, some trial
activities involve in-person visits by trial participants to traditional clinical trial sites, and other
activities are conducted at locations other than traditional clinical trial sites, such asparticipants’
homes.

FErReEFROURNIERIALT, FrEEHYEESEVET A0 SN Rt XL 3R K AR F]
EXRHERPRRAEON M ETRENWHIT. BES DCTH, —EHRENEERHAEE|
FHENIERHIETOHA, MERFEEIERSIRRIRNLH R OMINI ST, NRHER
o

! This guidance has been prepared by the Center for Drug Evaluation and Research (CDER) in cooperation with the
Center for Biologics Evaluation and Research (CBER), the Center.for Devices and Radiological Health (CDRH),
and the Oncology Center of Excellence (OCE) at the Food and Drug Administration.

KIER BB MmN AL (CDER) SEMFImIMFNAZ 0 (CBER)« 23HATMEY 2L
(CORH) DIMEEEMAmSEEERMEsEmP0 (OCE) &1FHRS.

? Words and phrases in bold are defined in the Glossary.
*ﬁﬁg%ﬂjﬁ_z_ T_ﬂ/[%EEPEXo

3 See section 201(g) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 321(g)) for the definition
of a drug. In this guidance; all references to drugs include both human drugs and biological products, unless
otherwise specified.

BEXRAYMBEN, BZI (BFARM. Bmiltiaimiise) (FD&CES) (21U.S.C321 (g) %201 (g)
o AR, (RIFFERAE, BNIFTARYEE AHAYMED S 5.

* See section 351(i) of the Public Health Service Act (PHS Act) (42 U.S.C. 262(i)) for the definition of a biological

product.
RTEYRIEBIEN, BB (RHEDEMRSE) (PHSESR) (4205262 (1) %351 () %o

5 See section 201(h) of the FD&C Act (21 U.S.C. 321(h)) for the definition of a device.
BREBMHIEN, 1BZN FD&C 7AEZS 201 (h) & (21U.S.C.321 (h)).
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FDA’s regulatory requirements for investigations of medical products are the same for DCTs and
traditional site-based clinical trials. Section 3606(a) of the Food and Drug Omnibus Reform Act
(FDORA) directs FDA to “issue or revise draft guidance that includes recommendations to
clarify and advance the use of decentralized clinical studies to support the development of drugs
and devices,” not later than December 29, 2023. This guidance provides recommendations
related to FDA’s requirements for investigations of medical products when applied to-DCTs and
fulfills the requirement set forth in section 3606(a)(1) of FDORA. The content described in
section 3606(b) of FDORA is further addressed through this guidance’s reference to the draft
guidance for industry, investigators, and other stakeholders entitled Digital Health Technologies
for Remote Data Acquisition in Clinical Investigations (December 2021).

EEERAREEEERNET ™ MM RIEE BRI DCT MEFRH LUAZ 0N ZMIRKIR A

[Blo [FootnoteRef:6] (BMA ML AEINEAZ) (FDORA) %5 3606 (a) Ti35S FDA 7E 2023 F 12 B

29 BZHl “RAEFEITIEEESR, HPEEEENEHFEREFOLIGRAR UZHAYMBMA L

W o AIEERMTRA DCT BY FDA WEFT =R AERBXNEN, HFERS FDORA E

3606 (a) (1) HIMEMER, (FDORAY £ 3606(b)FHERHABRH—F T HAREMNE

HHEEXENERIEEER, BIAEEGRAAN - IRARAR P ESIERENHFEREA”
(2021 £ 12 B) WIBE#E, [FootnoteRef:7]%"

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only
as recommendations, unless specific regulatory or statutory requirements are cited. The use of
the word should in Agency guidances means that something is suggested or recommended, but
not required.

®See 21 CFRparts 312 and 812.
£ 01 21'CFR 5 312 1 812 ZB43,

" When final, this guidance will represent FDA’s current thinking on this topic. We update guidances periodically.
For the most recent version of a guidance, check the FDA guidance web page at
https://www.fda.gov/regulatoryinformation/search-fda-guidance-documents.

RAFRG, AERMREAR FDA R IZTANEL. BIVEHEHIEM. BXIGMSHRA, EiHE
FDA R T https://www.fda.gov/RegulatoryInformation/search-fda-guidance-documentso
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. BACKGROUND

. EH=

Many clinical trials already include decentralized elements such that not all trial-related activities
involving participants take place at traditional clinical trial sites. For example, laboratory tests
are often conducted by clinical laboratory facilities at locations remote from traditional trial sites.
DCTs have the potential to expand access to more diverse patient populations and improve trial
efficiencies. Advances in clinical care using electronic communications and information
technology to interact with trial participants in different locations (i.e., telehealth) allow for
fewer in-person visits to clinical trial sites. Digital health technologies (DHTs), for example,
have expanded the types of trial-related data that'can be obtained remotely from trial
participants. By enabling remote participation, DCTs may enhance convenience for trial
participants, reduce the burden on caregivers, and facilitate research on rare diseases and
diseases affecting populations with limited mobility or access to traditional trial sites. This may
help improve trial participant engagement, recruitment, enrollment, and retention of a
meaningfully diverse clinical population.

TZIRRARELQFEIROUNESR, AHIFFEY RZHEVRILE X EHEHEE S IRRIAL
EHRL#HTT. fli, SKRNENETBEHRTETRAM T ONIRKRELENEHIT. DCT BRIEET K
REESHUBEAFNNE, FRESHEWZE, [Footnoteref:8]ImRIFEREHERE,ERBFIEE
MEBRARSAEM R HERTES) BNZREEST), AMEDT BimRiRties ol
Mo B, WMFEERADHTT AT R MR Z RE A BnZREA AR R BUERIEE, B
WimiEZ25, DCT AEeRLRIAESS KL EMNE, BEPEENNE, FEHENF VTR
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Fully decentralized trials may be appropriate for investigational products (IPs) that are simple to
administer or use, have well-characterized safety profiles (see section I11.F), and do not require
complex medical assessments. Alternatively, hybrid decentralized trials may be more appropriate
in cases where the administration of an IP or a complex medical assessment needs to be
performed at a clinical trial site and some follow-up assessments could be performed remotely
through online patient-reported outcome measures, via telehealth or in-home visits, or by local
health care providers (HCPs), as appropriate (see section II1.B).

FEEPOUHNHEREERT A THANER. ABRINT2MRTE WS ILFT) BEFRFEEE
ZEFITENREADRE (P). HE, NRFERIGKARPORITHL(IP)HTERHNEFF

i, M—EERFETUBEIELBERSERER. TEEFIARENTEHITHHLHET R
BEME (HCP) = (JERME), WEEEROUHEFEESGE (WE B ).

Challenges related to DCTs may include coordination of trial activities with individuals and
facilities in multiple locations that are not traditional clinical trial sites. DCTs generally include
specific plans to facilitate the decentralization of the trial. These plans should include, as
appropriate, the use of local health care facilities, local HCPs, and local clinical laboratory
facilities; visits to trial participants”homes; and direct distribution of the IP to trial participants at
their locations. Specific issuesrelated to the feasibility, design, implementation, or analysis of a
DCT should be discussed eatly with the relevant FDA review divisions. Appropriate training,
oversight, and up-front risk assessment and management will be key to implementing a DCT
successfully.

5 DCT XAV E ] SEEE 5 AR IGIRET 5RO Z M R B D AN B SSE 58 8. DCT I8E
SRR D BIR IR AR, XETRINGE (WER) ERIETRENN. SR F®RERHA
& (HCP) MIMHIRPRSRIGENN; BRI RIHAENR TN, FHRHEAAM (IP) BRAIXARMA

8 See the guidance for industry Enhancing the Diversity of Clinical Trial Populations — Eligibility Criteria,
Enrollment Practices, and Trial Designs (November 2020).
S0 AT HER “IEaRIGRINO AN S-SRI E. NAREMRIRIT” (2020 F 11 A).
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1 RECOMMENDATIONS FOR IMPLEMENTING DCTS
Il. SCie DCT B9

The sections below provide guidance on specific topics for DCT implementation.
PUFETRM T X F DCT EMBFFEFENIES,

9 See 21 CFR 312.57(a), 312.62(a), 812.140(a)(2), and 812.140(b)(2) (describing requirements for disposition of the
investigational product).

Z UL 21CFR312.57 (a). 312.62 (a). 812.140 (a) (2) M 812:140 (b) (2) (EARRILMAMILER
K)o

10 See the draft guidance for industry Formal Meetings Between the FDA and Sponsors or Applicants of PDUFA
Products (December 2017) and the draft guidance for industry Formal Meetings Between the FDA and Sponsors or
Applicants of BsUFA Products (June 2018). When final; these guidances will represent FDA’s current thinking on
these topics. See also the guidance for industry and FDA staff Requests for Feedback and Meetings for Medical
Device Submissions: The Q-Submission Program-(January 2021). For applicants preparing abbreviated new drug
applications (ANDAs), the Office of Generic'Drugs in CDER encourages submission of controlled correspondence
or a pre-ANDA meeting request to discuss the design, analysis, and implementation of a DCT before conducting the
trial. See the draft guidance for industry Controlled Correspondence Related to Generic Drug Development
(December 2022) (when final, this-guidance will represent FDA’s current thinking on this topic). For submitting a

pre-ANDA meeting request, see-therevised guidance for industry Formal Meetings Between FDA and ANDA
Applicants of Complex Products-Under GDUFA (October 2022).

2047 \HEFE 2 FDA 5 PDUFA FADESHRIBEA ZBINIEX SN ™o (2017 £ 12 A) MiTIEEER
FDA 5 BSUFA P mE M EHFIE A ZEINERZWN (20184 6 A). &ATERG, XLEEFR AR FDA
HEXXE TN E L. HIESIITIA FDA TEARIER (ETSmRRmMSIUER: Q AR
B) QO1FE1R), WFAERBLIARIE (ANDA) MHIBEA, CDER HHIANAERFHERZITERE
3 ANDA BT OESK, DUFF#1TIR5080E DCT B9t oA, 20T ismE R (hEIAF LM
FEpiEE) 2022 €12 A) (B, AEmRAER FDA Yai 2 TAMEL). X TIERZ ANDAFTR
WIER, BEENEEITNTIERE (GDUFA TEZ¥™ MY FDA 5 ANDA HRIE ATER=I) (2022 £F 10
Ao
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A. DCT Design

A. DCT &1t

In a DCT, some or all trial-related activities will occur at locations other than traditional clinical
trial sites (e.g., the participant’s home or local health care facilities). DCTs may involve a
network of locations where trial personnel and local HCPs work and where trial-related services
(e.g., imaging and laboratory services) are provided, all under the oversight of the investigator.

£ DCT 1, BB HPBIRLARENREESIGRIA TR O REHT (F1, ZHERFIE
HEESTIRIEN) o DCT BIREH Rt 30 A RAN 53 HCP TR AR MR I0MERARS (B0 E&MSRIe
ERS) BHIRNES, FrARXEM UYEMRERGEE T HT,

For inspectional purposes, there should be a physical location where all clinical trial-related
records for participants under the investigator’s care are accessible and where trial personnel can
be interviewed. This location should be listed on Form FDA 1572 or for investigational device
exemption (IDE) applications must be included in the IDE application.

HFZEEBWN, NzBE—MEAUE, JLUARMRFANRRAENAEIRKREAEXIERE, Ho5
RIAREL. ZNMNEBEMNG]TF FDA 1572 R[FootnoteRef:11]%, s(ERIHEIIMEAL (IDE) EiEH
JNEIETE IDE BRiEH, [FootnoteRef: 1214112

The variability and precision of the data obtained in a DCT may differ from the datain a
traditional site-based clinical trial. This would not affect the validity of a finding of superiority in
a trial using such data(although it could reduce the effect size), but it could affect the validity of
a finding of non-inferiority. Remote assessments may differ from on-site assessments,
particularly when trial participants are responsible for performing their own physiological tests

1 This information should be entered under Sections 1 and 3 on Form FDA 1572.
ZIEEMNMIN FDALST2 RAE 1 BHIE 3T,

12.See 21 CFR 812.20(b). The investigator’s address is often the same as the location or institution where the trial is
being conducted. However, if the addresses are different, both locations must be included in the IDE application.

Z01 21 CFR812.20 (b). WISTEMMULER 5HRIALM RNEE, B2, WRMIAEARF, N IDE
BRI RINE & X MIE,
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(e.g., home spirometry). Assessments performed by local HCPs as part of routine clinical
practice (e.g., evaluation of symptoms) may also be more variable and less precise than
assessments conducted by dedicated trial personnel. In non-inferiority trials, when the effect size
of an active control drug, for example, has only been determined in a traditional site-based
clinical trial, it may not be reasonable to assume that the same effect size would be seen for the
active control drug in a DCT. This may present challenges in calculating a non-inferiority
margin. FDA review divisions should be consulted when planning a non-inferiority trial in a
DCT setting.

£ DCT FRBIVEENTE RN EHE R e 5 ERNE TR PO EKRIXKE FVEERR, X

SRR ERIEHIERNHETNRIEERNENE (REVJRESEMLE), BRI EEFIHIFHR

MEEERINEE. [FootnoteRel 13JILiZ HE P BES MAITEARR, LERABHBTHEMTHITECS
NEERE FINREMEENE) B B HCP #TIRRITMEE (B0, ERITN), BIERRE
MIRPRIRIE, BRIBELERETIBRPARETIITEERMEER, BEREH. F10, FIFHWEEHE
o, HEMENRAYNM B ENTERARFOHITERIGKALABEERN, RI&E DCT AMRFEMEXT
RAYRERVMNERERETEEN. XARSAITEIFHMERET K. £ DCT ER Mt

FELRMEIHINRY, &5 FDA BREER o !

B. Remote Clinical Trial Visits and Clinical Trial-Related Activities
B. iR im R 20 1 AN IS PR 1 S A 2 SR o

Remote clinical trial visits-and clinical trial-related activities are important strategies to make
trials more convenient and more accessible to trial participants. The following should be
considered when planning remote clinical trial visits or clinical trial-related activities:

AR IEPR R T A PR IRRAER ENRERNESE. ERAZNRNESSANEERE, T
E IR R EIR PRI IR X ETIRY, MERUTREA:!

13 See the guidance for industry Non-Inferiority Clinical Trials to Establish Effectiveness (November 2016).
T iER (MEBRMNAESM IRAIREE) (2016 4 11 A).
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In general, investigators can consider telehealth visits instead of in-person visits
with trial participants if no in-person interaction is needed. The protocol should

specify when a telehealth visit with a trial participant is appropriate and when a

participant should be seen in person.

—RME, URAEZEENELN, HRETUZTERTEET AN, MAREZ SN HH
17 Mo [FootnoteRef:14]15 ENME RIS S 51X 1052 A BFHITIZAZETT AR I BT R 5%
BREZHE, 1

In-person visits and trial-related activities can be conducted by trial personnel who are
sent to participants’ homes or preferred locations.

M7BAMRIAE XA IR AR BER I E R PRI B ERIM R HT,

Depending on the trial protocol, in-person visits and trial-related activities may also be
conducted by HCPs who are located close to trial participants’ homes but are not part of
the trial personnel. These local HCPs (such as doctors or nurses) may be used by
sponsors or investigators to perform certain trial-related activities; for example, on a fee-
for-service basis. The trial-related services that they provide should not differ from those
that they are qualified to perform in clinical practice (e.g., performing physical
examinations, reading radiographs, obtaining vital signs). These services should not
require a detailed knowledge of the protocol or the IP.

BERELAE, WZp A REESE AR T R R ERPHIERE FHILASR
HCP #1T. EMARMAREDIERAXE LM HCP (WIEL SR L) #HITEE AR ER,;

flan, WIRSWSR. MIMEHAREAXRS TN SHIEERET FRHEHNRS TR (5

W, HITERINE, R X &R REEDED . XERSAFEFAT HHEARXHAR
A,

“See 21 CFR parts 312 and 812.
2Dl 21 CFR 8 312 A 812 &9
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» Trial-related activities that are unique to research and/or require a detailed knowledge of
the protocol or the IP should be performed by qualified trial personnel who have been
appropriately trained. When applicable, both trial personnel and trial participants should
be trained on how to conduct or participate in a telehealth visit.

AEEN/HNFEEFA T HEHSEL P VA IR N RETE SE)IBEEIEEA R
7. ERA, RPEARMRLZDHAEYNIEZNERTHES5TEET HAE,

* During each remote trial visit, investigators should confirm the trial participant’s identity.
FDA does not endorse any specific identification method. Sponsors and/or investigators
can consider referring to existing digital identity guidelines.

EERmERIFNERE, HRENHIARIESIHENS ). FDA AR TR 5%
HHINE. BANEN/HARETEZEESZEN BT LEHIER. [FootnoteRef:15]1°

* Case report forms and other documentation should be completed for telehealth visits,
including the date and time of the visit.

ERRET ITANIR S el e & A B A1, B4R B BRF1 B 8],

* The trial protocol should specify how adverse events identified remotely will be
evaluated and managed. The protocol should describe how care will be provided for
adverse events that require urgent or in-person attention. It is the sponsor and
investigator’s responsibility to ensure that remote clinical trial visits conducted via
telehealth comply with laws governing telehealth in the relevant U.S. States or territories
and other countries, as applicable.

HEHENINENATANERIELAUNIRES. NFEBRIHAGRINARENS, 7
KN ERNERMERIF. FOSMMRE R R ERRETTREET #THITE RR I
MEEERXMIGEXUREMER WER) XTmEET AR,

15 See, for example, National Institute of Standards and Technology (NIST) Digital Identity Guidelines, NIST
Special Publication 800-63A: Enrollment and Identity Proofing Requirements when developing an identity
verification plan (https://pages.nist.gov/800-63-3/sp800-63a.html).

Blg], ZBUEZAESEARSTET (NIST) #F504EE8, NIST 555HRY) 800-63A: HIE S IIETR
EIRINEMEHIIEER (https://pages.nist.gov/800-63-3/SP800-63A.html) .
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C. Digital Health Technologies
C. FREREA

DHTs may allow transmission of data remotely from trial participants wherever they are located.

The sponsor should consider the following information regarding the use of DHTs in‘a DCT:
DHT Al it im a2 Rk B i =& EdE, TIeEA T, BNENZERLUEXTE DCT HfE
B DHTHEER:

The draft guidance for industry, investigators, and other stakeholders Digital Health
Technologies for Remote Data Acquisition in Clinical Investigations provides
recommendations to sponsors, clinical investigators, and other parties for measuring
clinical events and characteristics of interest using DHTSs to acquire data remotely from
participants in clinical trials for drugs, biological products, and devices. The guidance
discusses selection of DHTs for clinical trials; verification, validation, and usability
testing; use of DHTs to collect data for clinical trial endpoints; training on the use of
DHTs; and management of risks related to the use of DHTs in clinical trials. Other issues
regarding the use of DHTs in clinical investigations are discussed in other FDA
guidances.

Tl HREMEMFEEXEERER (IRRARTPTEHERENHFTRERR)
[FootnoteRef:16]EERM 5. IFRIATEMEME S IRME T A DHT MR GRS B HFE
I, DUTRERENAY). £ eSS miak RS HENEE. AEEITIe T IRRIAR
B DHT BY2ESE; I0IE. BAXGANRI AN, £/ DHT R IRRIA A [BVEE; XF DHT
EREIL UKRSIERIAEFER DHT BXNXREE, HM FDABREHITIET X TE
IREREF A DHT B9 E M), [FootnoteRef:17]161

16 When final, this guidance will represent FDA’s current thinking on this topic.

SATERGE, KEERAR FDA HaixzFNE L.

17 See the revised draft guidance for industry Electronic Systems, Electronic Records, and Electronic Signatures in
Clinical Investigations: Questions and Answers (March 2023). When final, this guidance will represent FDA’s
current thinking on this topic. For considerations on FDA’s oversight of clinical decision support software, see the

11
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» Sponsors should ensure that DHTs used in a DCT are available and suitable for use by all
trial participants. When a trial permits participants to use their own DHTs, sponsor
provided DHTs should be available as an option to ensure that participants who do not
have a protocol-specified DHT are not excluded from the DCT for that reason (e.g., lower
socioeconomic groups who cannot afford the DHT).

EANERN LR DCT REMARY DHT TR EEAMBREZHEER, ST ZHEERE
CBIDHT B, EANEIRMAY DHT MNIFA—TEFEH, UBERZHESCZEREEALEN
TEBY DHT MARHEERTE DCT Z4h (B30, T 4B DHT BRI R 5T EHE)

D. Roles and Responsibilities
D. BRSSMHER SR

The roles and responsibilities of sponsors and investigators are described below.

BRNENAFERNABMRITO TR

1. The Sponsor
CYaVal

* Sponsor responsibilities are the same for DCTs and traditional site-based clinical trials.
Because DCTs may involve many contracted services, sponsors should ensure proper
coordination of the decentralized activities (e.g., use of mobile nurses for at-home visits,

use of local HCPs, direct shipping of IP to participants) (see sections IIl.B and l1.G).

guidance for industry and FDA staff Clinical Decision Support Software (September 2022). For information on
patient-reported outcomes and other clinical outcome assessments, see BEST (Biomarkers, EndpointS, and other
Tools) Resource Glossary, 2016, available at https://www.ncbi.nlm.nih.gov/books/NBK326791.

ZIEI TSR ER (RARARHNETF RS, BFICIABTESE: PE) (2023F38), R&
ETEA, AEFERAR FDA SR ZERNEL, KT FDA BB IRRRRIFNHINIEEL, B2 0T
VAT FDA TAEA RESEIRHOR SR Fr Y (2022 F9 A) o BRBERELE B EMIGARLEITERE
2, 1BZIL BEST (EWrEY). K MAMTIR) HFRAER, 2016 F, WikA
https://www.ncbi.nlm.nih.gov/books/NBK326791,
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FEAMT R
T DCT MERHET AR T OMIEKIHIE, FHHNREZMEBAR. [FootnoteRef:18]H T
DCT AIREI T Z B RIARSS, HRAGNMBFRESMAETOWES) (BIE0, EAMENIFLHT
RENI. ERIAMHCP, ERpZHNE R IP) (W 1B PHE 1.6 1), 18

Sponsors should strive for diversity and inclusiveness in trial populations. Outreach
through local health care institutions (e.g., pharmacies, clinics) may facilitate recruitment
of diverse participants in areas where there are limited or no traditional clinical trial sites.

FANENENERINHABRNZF LN 28 B M. [Footnoteref: 19 S Y7 (R EZHE
(BINF 5. 12FR) #EITHNECERI A BEB B TR B A AR LT 808 M E B RAIHXIE
BErENZIEE, 1

Bringing trial-related activities to participants’ homes; including through the use of
DHTs, may reduce the need for travel and improve engagement, recruitment, and
retention amongst potential participants with challenges accessing traditional clinical trial
sites. The use of local HCPs close to potential participants’ homes may improve
engagement, recruitment, and retention of diverse participants (e.g., race, ethnicity, age,
sex, and geographic location). Further, the use of local HCPs may reduce cultural or
linguistic barriers to participation in clinical trials.

R AxEHIRRERP (BFEEIER DHT), A=AV ERER, HilERAME
DEIEESR IR R OMBERHENSS. BENRE, ARBRERRE XM
HCP, BIBEmAEZ AT RE (BIAM. Mk, Fid. E3IHHEUE) 25, BEHM
REo IS, FBSM HCP AIELZ5IRRIRIGA L EHE S FHS.

18See 21 CFR parts 312 and 812.
201 21 CFR 25 312 A 812 &85

19 See the draft guidance for industry Diversity Plans to Improve Enrollment of Participants from Underrepresented
Racial and Ethnic Populations in Clinical Trials (April 2022). When final, this guidance will represent FDA’s current
thinking on this topic.

ZIUTIHHERER (AEIRKRIRIEP AR E AT G AR E NAN SR (2022 4F 4
Ao BREAERRE, MEERMNR FDA HEIZTENE .
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To account for multiple sources of data collection in a DCT, the sponsor should include at
least the following in a data management plan (DMP):

E 82 DCT RS MIREWERIR, BHENEMIREEITY (DMP) REDERELTA

o

=¥

Data origin and data flow from all sources to the sponsor (see section 11L.I) (e.g., a
diagram that depicts the flow of data from creation to final storage)

HIEFBMIMFIBRBEZERDFEER (WE LT (G0, EAMEERRLZ
B EIRRBIEIR)

Methods used for remote data acquisition from trial participants, trial personnel,
and contracted service providers (e.g., local clinical laboratory facilities and local
HCPs who perform trial-related activities)

MIRIEZEHE. HRARMEERSEEDL (F170, #HITEHI0EREENE SRR
SIS HEA] H 3t HCP) ImfE RERIEN /74 [FootnoteRef:20]2°

A list identifying vendors for data collection, handling, and management

BFIRBIEIRINE. EMEEHN N BMTIR

Sponsors should describe in the trial protocol how operational aspects of the DCT will be

implemented. This description should cover, but may not be limited to, the following:

FRNENERRTTEPER DCT RS ERBNAE. ZEANMEEETRTUTAR:

20 See the revised draft guidance for industry Electronic Systems, Electronic Records, and Electronic Signatures in

Clinical Investigations: Questions and Answers and the draft guidance for industry, investigators, and other
stakeholders Digital Health Technologies for Remote Data Acquisition in Clinical Investigations for

ZIEITENTIHEERER (RARARFPNBETRS. BTIERMBTER: PIE) ATk, HxENH
R X EEE T E (LAY SEREN B FEREA)

recommendations related to storage and handling of data. When final, these guidances will represent FDA’s current
thinking on these topics.

SBIEFHEMLERINEIN. SATERE, XEEERAR FDA SR XLETINE %o
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- Scheduled and unscheduled clinical trial visits (remote and in-person, as
applicable)
THRIARFITRIMNERIAILEA (2 M7, dER)

- Transmission of reports on activities performed at different locations (e.g.,
medical imaging; clinical laboratory tests; and procedures performed at trial
participants’ home, work, or other local facility)

FREARMRURTRIETRE (BIM, EFE2EK;, hARERERS; UREiER
SIRERT. TEZFEEM S HITEEF)

- Delivery of IPs to trial participants, if applicable, and accountability for IPs
ARERHAETENATm WER) MR mITER

- Safety monitoring and management of adverse events

2R NNFREHEE

Case report forms should identify when and where data were collected and by whom.

AR S R E WESUERIBIEN #m U RIS,

Sponsors must comply with relevant local laws, regulations, and licensing requirements
governing medical practice and IP administration when conducting a DCT. This may
involve addressing laws in multiple U.S. States, territories, and other countries.

E3#17 DCT B, BN ANIETEIRET SRR moViEX SHAE. AT E
Ko XAEJgEH REEZIN. HMEXMEMERVER,

Sponsors must ensure proper monitoring of an investigation. As with any trial, sponsors
may use a variety of approaches to monitor DCTs, and the monitoring plan for a trial
should be based on the sponsor’s risk assessment. A trial monitoring plan should (1)
describe how monitoring will be implemented to assess protocol compliance and data
quality and integrity, (2) specify the frequency with which trial records and source
documents will be reviewed, and (3) note any unique aspects related to the DCT

15
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procedures. FDA encourages risk-based monitoring approaches and use of centralized
monitoring to identify and proactively follow up on missing data, inconsistent data, data

outliers, and potential protocol deviations that may be indicative of systemic or
significant errors.

B R RRE AR HITIE S T, [FootnoteRef 211 SRR —F, BN OIEHAZM
FEEE DCT, RSB MNEFTBRNIZBINLITFE, [FootnoteRef:22]3H 50 &I+ XILY
(1) ERMEIKFERE, LUHEAEEMEURBERENTEE, 2) AESERRIER
MR HFRIIE, Lk (3) JZBAS DCT 2R XEIRS S E. FDASEBRABETNK
NSBEHAMERFOESE, DURRIFIEIRIRMRALIE. F—HVIE. SIEE&EMN

AR TAAMNEREZRNEBEESERE, 214

2. The Investigator and Delegation of Trial-Related Activities

BB DA TR A wh A7

Investigators are responsible for the conduct of the DCT and the oversight of individuals
delegated to perform trial-related activities, including ensuring that these delegated activities
and/or tasks are conducted according to the investigational plan, applicable regulations, and
relevant laws. A key difference between DCTs and traditional site-based clinical trials is the
extent to which the investigator uses telehealth, trial personnel working remotely, local HCPs,
and/or DHTs in the conduct of the trial. Whether the trial can be conducted entirely using remote
visits or a hybrid trial design is appropriate depends on the types of assessments and procedures
needed to collect endpoints and monitor safety. The decentralized features of the trial may
necessitate additional training, coordination, and standard operating procedures to ensure
consistent implementation.

& MR DCT A MBERENBITHIEXEHNAR, BEBRXERIRNEERIMN/HES

21 See 21 CFR 312.50 and 812.40.
#0021 CFR 312.50 1 812.40,

%2 For detailed information on risk-based approaches to monitor clinical trials, see the guidance for industry A

RiskBased Approach to Monitoring of Clinical Investigations: Questions and Answers (April 2023).

BRET RGN G ZENFHER, 15SNITER (BT XRAIRRIAST NI E: B12Z)
(2023 4 A),
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BB BAEMAAEREEHIT, [FootnoteRef:23], [FootnoteRef:24]DCT SELET R
PORIRRIRIE Z BN EEXFE THREERLARIEFERATEET. EBEIFEHEAR.
S3 HCP /M DHT f2E, HERSEETE2ERAEESAH LOEAHEIIT#HT, BURTIR
EXRSMEN RSB EENEZER, HIONEROCIE R EFEMINIFII
[Footnoteref:251WmMEFM AR EIEWIZR, LUIMERHBITH B, 242

*  When permitted by the trial protocol, investigators may delegate trial-related activities to
local HCPs to perform trial-related procedures that require in-person interactions with
trial participants (e.g., physical examinations and other medical procedures). These
procedures may take place at participants’ locations or other local health care facilities as
specified by the trial protocol.

MRARTERY, PREBIRFERES AL EHE N UM B8R 5 iE 08 5= =3
HCP k#1T (FIIMAIEREMEMETERF). [FootnoteRel:26 XL/ RN =M E
R BT Bt ST AT,

* Videoconferencing and other technologies may be useful to allow investigators to oversee
trial personnel performing activities described in the trial protocol (e.g., photographing
lesions, fitting wearable sensors) at participants’ locations.

%3 See 21 CFR 312.60, 312.61, and 812:100.
201 21 CFR312.60. 312.61 #1'812.100,

24 See the guidance for industry Investigator Responsibilities — Protecting the Rights, Safety, and Welfare of Study
Subj ects (October 2009);

AT FER (BIRE RS- RIPHI TR IABE B L2M@F]) (2009 F 10 B)o

% See 21°CFR 11.10(i).
£0121CFR11.10 (Do

% See 21 CFR312.3and 812.3.
20 21 CFR312.3 A1 812.3,
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SR RFATRIE

MRS WANEMR AT EB T RE RE RN AR ESHEFRERHITIHIL S ETERYE
o (B0, MERT. REAFHLERKE) .

Investigators should enroll only as many trial participants as they can appropriately

manage to ensure adequate supervision of DCT-related activities.

MAENRNAMINEBESEENRLZRAENE, UHRR7DEE DCT BXREH,

As for any drug trial subject to 21 CFR 312.53, Form FDA 1572 must be completed by
all investigators. The decision to include individuals as subinvestigators in a DCT should
be based on their assigned responsibilities.

52 21 CFR 31253 YRVER AL, FrIEH7ELIUES FDA 1572 F. £ DCT Hig
MEMEMRE (Sub-l) BURENEFTHDEIRSR.

When trial personnel contribute directly and significantly to the trial data, they
should be included on Form FDA 1572 as subinvestigators.

R AR RIBENTEBEBNEEERN, MEEEABEMRE (Sub-)
A\ FDA 1572 329, [FootnoteRef:27]%

Local HCPs contracted to provide trial-related services that are part of routine
clinical practice (e.g., performing physical examinations, reading radiographs,
obtaining vital'signs) and where a detailed knowledge of the protocol, IP, and the
investigator’s brochure is not necessary should not be listed on Form FDA 1572
as subinvestigators. However, local HCPs should be included in a task log (as
described below in this section).

SEAZM HCP BEEMIRAR T FRRAIEAXRS B, #ITEERE. R X &
B REESEE), AETTBRFATERLSE. IPAHREFNNE LT, S

27'See 21 CFR 312.3 and 312.53. For more information on subinvestigators, see questions 31 and 32 in the
information sheet guidance for sponsors, clinical investigators, and IRBs Frequently Asked Questions — Statement of
Investigator (Form FDA 1572) (May 2010) and the guidance for industry Investigator Responsibilities — Protecting
the Rights, Safety, and Welfare of Trial Subjects.

20121 CFR312.3 1 312,53, BXIEHRENTLZER, BEIERNE. LKRHAREN IRB A TItER
FEgRER 31 132, BRI ERERE (R FDA1572) (20104 5 B) FT\IER-AREBIRS-FPiR
IR B PIRGF.

e EF,
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EEE NGRS
HCP “RNZ7E FDA 1572 RAFINENEARE (Sub-D. BRI, & HCP MEEEES
BER (AT FXFTR) o

For device investigations, investigator responsibilities under 21 CFR part 812 include the
requirement that there be a signed agreement between the investigator and sponsor (s¢e
21 CFR 812.43(c)(4) and 812.100). A list of all investigators in the study is also required
as part of an IDE application (see 21 CFR 812.20 and 812.150(b)(4)). Local HCPs
contracted to provide trial-related services that are part of routine clinical practice and
where a detailed knowledge of the protocol or the IP is not required are generally not
considered investigators and should not be included in the IDE list of investigators.
However, these local HCPs should be included in a task log (as described below in this
section).

T2, 21 CFR 35 812 i A EN R BRI Y BRAFEMFRNFH ZEHBNE
EMI (B 21CFR812.43 (c) (4) #812.100)s 1EMARFFIBMAENL R, =2 IDE
FRIEN—E (B0 21 CFR812.20#1812.1501 (b) (4)). BERZHI HCP 2 EMIGKIIE
NIAIEAERARSH B ANEZFA TSNP A= HCP, BEN AR E MAN NN
R&E IDEFIERA, BE, XELMWHCP WEETEESHSER (WART IR,

A critical consideration in a DCT when delegating trial-related activities to local HCPs is
the potential for variability in the approach across different practices (e.g., documenting
vital signs, physical examinations, and evaluation of adverse events). Quality control
measures should be in place to help reduce variability, including regular review by
investigators of participant data entered by local HCPs, to assess consistency and
completeness-of the required procedures. The type and scope of quality control measures
should betailored to the criticality of the data and the complexity of procedures done by
the local HCPs.

DCT A—PMRBZEE, MEISANAXREERNG S HCP B, BAFARERERZE (B,
BREMKE. EREENAREMITN) TROIENER. NEIEREEGER, U
EhE/LERY, GEMREEHEELSM HCP MANZHERIE, LUHEAEEFN—3
MM, MEEGIERNRENEENRIELENE M S HCP ITIZRFRE M

B,
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As part of preparing and maintaining adequate case histories, investigators must maintain
a task log of local HCPs who perform trial-related activities.

MREBLNEIFITIRIOAERIZNRI A HCP WESHE, (EREEHER T mAN—

2 [FootnoteRef:28], 28

The task log should include (1) the names and affiliations of the local HCPs, (2) a
description of their roles and assigned tasks, (3) the dates these local HCPs are
added to the log, and (4) the locations where these activities are conducted.

ESAENEE (1) HHCP IR NREXR, Q) HASNOEESHER,
(3) = HCP RAMEIBEFRIAR, Uk (4) ARXEEBIH R,

The task log should be dated and signed by the investigator when initially created
and updated when new local HCPs are added. The task log should be available to
FDA during inspections.

EFSASEVIRN N B RELRAAHES S, FERNFEH HCP #HTE
#o ERERIE, MNF FDA BEESHE.

Other health care professionals not involved in the clinical trial who deliver care
to trial participants but not as part of the trial should not be listed on Form FDA

FE25IRKRRE, AR IHEREBIPFBAMEAN R —BoNEMETRES LA
H R 5 F FDA &,

1572, the task log, or a medical device sponsor’s current list of investigators.
These professionals may include emergency room personnel, hospital personnel,
family physicians, and nurses providing routine care for trial participants with
emergent or existing conditions.

1572, ESEEXETHMENENLTARELR, XETWARIEREERY

it

28See 21 CFR312.62 and 812.140.
Z01 21 CFR312.62 #1812.140,
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THEAR. ERIFAR. REEENANBEZSNINBERNALZTHERHEN
PIERIR L.

Some trial protocols will include designated clinical laboratory facilities to perform
activities required by the protocol (e.g., phlebotomy, x-rays). Other trial protocols may
permit the use of a variety of clinical laboratory facilities close to the trial participant to
perform these activities. Generally, designated clinical laboratory facilities are preferable
to minimize variability, particularly for critical data such as those used to evaluate
outcomes, and to perform investigations and tests that are specialized. If appropriate,
specimens from trial participants (e.g., blood, sputum) may be collected by remote trial
personnel, local HCPs, or clinical laboratory facilities and sent to designated facilities for
processing. Local clinical laboratory facilities may be adequate for routine clinical tests
that are well-standardized.

— R0 5 R A BTN IRARK R EIRHE[FootnoteRef:29], LIFITHRERBES) (Bl
o, BRIIAAR. X &0E), HMiRK5 R A FERRIRE pLLAE IR R SR N E %
HITXEER, BE, RYEREENRRELERHE, URERDER, LHENTXE
R, AT ENERNEUE, URETE IHRAMRNNSRE. 1ER, JHEERE
AR, S HCP SRR EN MR ER LRI EIFA (BINMKR. BR), HEEEEN
MHTOE, SHinRSRIN Eighe P fE e TR AR E AR E,

All clinical laboratory facilities should be listed on Form FDA 1572 or in the
investigational plan for device studies under an IDE.

FTB IRRSRIRZE R AR 5T FDA 1572 R3¢ IDE AR IR IR,

Technicians and other personnel working for clinical laboratory facilities should not be
recorded on the task log or Form FDA 1572. However, for certain device studies (e.g., in
vitro diagnostic devices), it may be necessary to identify the responsible individual at the
laboratory facility where device testing is done in the task log or IDE application.

2 See the information sheet guidance for sponsors, clinical investigators, and IRBs Frequently Asked
Questions - Statement of Investigator (Form FDA 1572).
ZIEBNE. IGKAFREN IRB BIE R&RiEM-NTERR (R FDA1572),
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FIRPRSEIENAA TFBRAARMEMA R T NISRAEES BEH FDA 1572 &, BE,
WFRLREMAT (BINAIMSUTEEM) , FIBEBHEEES AE WX IDE HIFPHE AT M
RIGHSLRENMAI 138 Ao [FootnoteRef:30][FootnoteRef:31]3031

As in any trial, trial participants experiencing any health emergency (e.g., hypoglycemia
or abnormal cardiac rhythm) should seek medical attention at local health care facilities
(such as an emergency room), as appropriate. With the permission of trial participants,
investigators should attempt to obtain reports from these local health care facilities, and
investigators should also attempt to obtain reports from primary providetrs of routine
health care when activities take place that are relevant to the trial (e.g., change in
concomitant medications).

S5EFRE—F, AETARREAIER GIRMEIORRS) RRLZIRAEVEIBES
#ETHIE WRIZE) E, ZREREHEFA, AREMZERIOXLE S HMETRE
MEIRE, SRESRPEXES (BIM, GHRBANEWN) B, HREENZHENENE
TRENERREEMREBRS

E. Informed Consent and Institutional Review Board Oversight
E. MERIEMVAHEERER R BT

Obtaining informed consent remotely may be considered as part of a DCT. Institutional review
board (IRB) oversight is required to ensure the process is adequate and appropriate.31

30 For certain device studies, the laboratory facility is a clinical trial site under 21 CFR part 812, and complete
information on the site, including the investigator (i.e., responsible individual), is required in the IDE application
and study records.

TR, SLIENME 21 CFR 5 812 sf o ME MG H 0, T HAE IDE G FIERH
FERUXTZTONTEER, BFEATE EIREA).

1 CFR 56.103, 56.104, and 56.105.
CFR56.103. 56.104 #1 56.105,
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Ho 31

* Investigators may obtain electronic informed consent from trial participants at their
remote locations provided that all applicable regulatory requirements regarding informed
consent are met. The process of obtaining electronic informed consent remotely may
include a remote visit if needed.

MABEAERE DR E RS HENBFHIERER, giREaXTHIBERENFREBIE
B EK, [FootnoteRef: 32| ImZREBFHIBEERENIRE, NEE, FHEBFEZZEIHFM. 3

*  With a DCT, the informed consent process must include notifying participants of whom
to contact for answers to pertinent questions about the research and research subjects’
rights and whom to contact in the event of a research-related injury to the subject.

SHF DCT, fERESENNEEBINTIAE X THRAA RIS RINF AR B, URINER
STHESEESMAEXNNE, WS51EKR [Footnoteref:33]33

* The informed consent should describe who will have access to the trial participant’s
personal health information obtained during the DCT.

HMBEREBRER DCT AEiE AR ENREZHE D ARRER.

32 For FDA regulations about informed consent, see 21 CFR part 50 (including the elements of informed consent
under 21 CFR 50:25 and the documentation of informed consent under 21 CFR 50.27). For additional information,
see the guidance for IRBs, investigators, and sponsors Use of Electronic Informed Consent: Questions and Answers
(December 2016).

FTHIERRN FDA AR, 15201 21 CFR 58 50 854y (833E 21 CFR 50.25 ¥IEMAIIER R ERM 21 CFR

5027 MIEMAIBREEXM) . BEEE1E20) IRB. HREMEDEEHETHERE PISE: WE
(2016 £ 12 A),

3 See 21 CFR 50.25(a)(7).

#0021 CFR50.25 (a) (7).
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* FDA recommends the use of a central IRB in DCTs to facilitate efficient review of the
protocol, the informed consent documents, and other relevant trial-related information.

FDA Z1IY7E DCT AfERA L IRB, LUEHEN AZR. FIEREXGHFEMEX R IEXEEN
BMERE, [FootnoteRef:34][FootnoteRef:35]3435

F.  Investigational Productsin a DCT

DCT Ay % AR5 an

1. Drugs and Biological Products
N EYHm

An investigator must administer an IP only to participants under the investigator’s personal
supervision or under the supervision of a subinvestigator responsible to the investigator.3® The
nature of the IP should be considered when determining whether administration outside of a
clinical trial site in a DCT is appropriate. IPs thatinvolve complex administration procedures;
have a high-risk safety profile, especially in the immediate post-administration period; or are in
early stages of development such that the safety profile is not well defined may need in-person
supervision by the investigator at a trial site.

MAREBLIEBHEBNARE N TNIEARE (Sub-l) WEMRFRNEAREL T RIRE P RE
DCT hEEAERE MR RILT O RGBS, WEE IP SR, STREFLBEFNIP;, B
BENNZ2MRE, LHEAAHFEUNEERENNE,; WRTRRALME, T2MREET
BRER, FRFEMREERRTOHITEERE,

3 See 21 CFR56.114 (for a description of arrangements related to use of a central IRB). For additional
information, see the guidance for industry Using a Centralized IRB Review Process in Multicenter Clinical
Trials (March 2006).

2121 CFR56.114 (BXGEAAFD IRB NERHHEIR) . BEERIEBIATIER (fEZHOIRARIAIEH 6
FA& IRB HERIZ) (2006 F 3 A)o

®CFR312.61.
CFR312.61,
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SR RFATRIE

For IPs for which the safety profile is well-characterized and that do not involve specialized
monitoring during the immediate period following administration, it may be appropriate for local
HCPs or trial personnel working remotely to administer the IP at local health care facilities or
participants’ homes. Hybrid DCTs may be designed for drugs that require supervised but
infrequent (e.g., monthly) administration when administration can be done at trial sites with
follow-up done remotely.

NTFEERFRZEMFIEETALEREN—EBENERAEELZ W IP, X HCP SRET(F
WA ARTEEMETNHIRIHERFPHIT IP LY, AIERESH,. BE DCTEIRITATEERR

BERMMIE BIIEA—R) H[HNEY), RIEREPOHITAS, HERTERT.

Depending on the safety profile of the IP (e.g., a class of drug with-a risk of hypersensitivity,
abuse potential) and the type of trial (e.g., dose escalation trial), sponsors should estimate the
urgency and complexity of care that may be needed based upon risks related to the IP and the
participant’s underlying condition. Investigators should take steps to help ensure that participants
have access to an appropriate level of local care,

R IPVR2MBE (B, BEAEBSRNXL mARREEN—XKEAY) MR (fim, g
BRI, BEAENRES P BHXHNQNZIREEME KRG AIERERIFNEBENE SR
Mo HARE N XEUEFERE B HERZ BB REE DK TR AT,

Drugs best suited for direct shipment to the participant’s home include those with long shelf lives
and those with good stability profiles. Drugs that involve specialized handling, shipping, and
storage conditions may not be suited for direct shipment to locations outside the trial site.

REGERCHEX RNERTNAYEEBVRKNAYMREEREFNAY. FREHRLE.
WAETRANAY NS ERECRE R PO LINI S,

2. Medical Devices
ERXRg L

When determining the appropriate use or administration of an investigational device in a DCT,
sponsors should consider the type of medical device, its intended use, its instructions for use, and
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whether it is a significant risk or nonsigniﬁcant risk device.

LTE DCT FRE R ARM T EYEA NS mEY, PhENERETEMVERE. FEIRE.
ERER, UABEANMSIHIEBIFE AN 28 M. [FootnoteRef:36]%

Medical devices suitable for home use (i.e., over-the-counter devices) that do not pose significant
risks to trial participants may be appropriate for use by trial participants without the
investigator’s direct oversight. The use of medical devices that are not intended for self-use (i.e.,
devices used in hospital or ambulatory care settings) or that pose significant risks to trial
participants should be used or administered by qualified trial personnel with investigator
oversight. An investigator shall not supply an investigational device to any person not authorized
under 21 CFR part 812 to receive it. Certain follow-up procedures needed after using the medical
device or after surgical implantation of the device in trial participants may be performed by
appropriately qualified and trained local HCPs or trial personnel via telehealth visits, at the
homes of trial participants, or in local health care facilities. A telehealth visit may be appropriate
if an assessment in that setting does not pose significant risk to trial participants and, in such
settings, adverse events can be (and are) properly assessed and documented.

A HLZIHESHEANLNKXBET =M (BIELGEM HEEaHRSHEETIBMAEN
BEELENERNMER. FERETSM BIEERINIZIFENEREREER) IXHeZHE
MR ERNLAET SBSMNHESEARARERRESE TERNEE, HREBISERERE 21
CFR %5 812 BB AW S e MBVE R AR AR B8 M. [FootnoteRef:37]E A EST 2= M/E N
HEZREFAEASBMERENRES N EF TREAESRRALIEIFZH HCP AR
BUZEET A ERRREAERPNESMETREIEHT, NREXIMER T EARXY
HESHESREANK, HFEEXMERT, I HER) SE3MHENERIRES, WITE
Errinlrl e aiEad.

% See the information sheet guidance for IRBs, clinical investigators, and sponsors Significant Risk and
Nonsigniﬂca nt Risk Medical Device Studies (January 2006).
ZDVIRB. IRARARE M ERNE BANCHAFE RN G ET MR E 2&ERE (2006 4 1 A).

37See 21 CFR812.110.
201 21 CFR 812.110,
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G. Packaging and Shipping of Investigational Products
G. AL m SN

Generally, DCTs may allow for the direct distribution of investigational products to trial

participants at their locations. The sponsor should consider the following recommendations
regarding packaging, shipping, and storage of IPs in a DCT:

BE, DCT IAWWRHIEAARERDAERRTNEMEMR. [FootnoteRel:38]F/NE N E &1L
ST DOCT R IP €. THIFMEFEN: *

The protocol should describe how the physical integrity and stability of the IP will be
maintained during shipment to trial participants, including appropriate packaging
materials and methods (e.g., temperature control). Shipping containers should include
clear instructions for handling and storing the IPs and instructions for returning unused
7 ENIBARTTERIA X0 EREIWAERS P IR MR E S, SEESNEEM
B FZ%E (BILREER). sha sy aEMENGETT P BRI R LSO IE AR IP

BV ER

When relevant, DCT personnel should be trained on procedures and appropriate
documentation for handling, packaging, shipping, and tracking IPs.

WA, DCTARNMEZAE, &, TRMRE P BVERHIE S XYY,

A central distribution service could be used to ship the IP directly to trial participants. The
investigator or delegated trial personnel must control the release of the IP by the
distributor; monitor receipt and use by trial participants (or participants’ legally

38See 21 CFR312.61.
201 21 CFR312.61,
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authorized representatives), according to procedures described in the protocol; and
monitor the return or disposal of any unused product as directed by the sponsor.

BERAROLDERSF IP BEECEARRTHE, HREIEEN AL ARDIIEREEE
P IP 8917, REHFERERNERF, BERBRTIHAE (ARAEVEERNAR) HER
MERER, HERBRENENERENERRER~@mNRERLE ST
[FootnoteRef:41]3*°

The protocol should describe how investigators will track and document that trial
participants (or participants’ legally authorized representatives) receive IPs.

BEMBRAFTERFOEARFMCRALZRE (AR HAENZERNAR) EX IP,

2

The protocol should describe procedures that investigators or participants (or participants
legally authorized representatives) should use to return or dispose of unused IPs and how
this will be documented.

FRNBERAREBELZIHE (AR HAEBWEAEENAR) REFVERER IP WER, UK
WEHER. [FootnoteRef:42][FootnoteRefi43]4041

Sponsors and investigators must.comply with applicable Federal, State, and international
laws and regulations that address shipping IPs in their respective jurisdictions.

ENENMRELIETERSEEEBERNY & IP TSR, INANEFREREMN.

3 See 21 CFR 312.61,312.62(a), and 812.110.
201 21 CFR312.61< 312.62 (a) #1812.110,

10 See 21-CFR 312.62(a) and 812.110(e) (for requirements related to disposition of the IP).
ZUL21CFR312.62 (a) #812.110 (o) (X IP EMER),

1 CFR 312.50 and 812.40. See also the guidance for industry Oversight of Clinical Investigations — A

RiskBased Approach to Monitoring (August 2013).
CFR312.50 7181240, HIFEZMITIWAER (RAKMFTEE-EFXRNEETE) 20134 8 B,
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H. Safety Monitoring Plan
zZetiaaEitl

The sponsor is required to ensure proper monitoring of the investigations and to ensure that the
investigations are conducted in accordance with the general investigational plan and protocols
contained in the IND or IDE applications.* Sponsors should implement a safety monitoring plan
to ensure the safety and welfare of trial participants in a DCT.

EXRBEDNEHRGMARFITELS RS, FHRIRILR IND 3¢ IDE HiEPEERNSEHRITRING =
T8, AHENEEZSMEEITR, MR DCT AT HENTEMEN,

* The safety monitoring plan should take the decentralized nature of the clinical trial into
account and ensure that adverse events are appropriately captured and adequately
addressed. The monitoring plan should prespecify if and when telehealth visits or
inperson visits (e.g., physical examinations) will be scheduled with trial personnel or
local HCPs to collect safety data by (see section II1.B).

ZeM BB NIV E BIRRREHNEROER, FHREEUYRENTIBITCREN,
[FootnoteRef:44]\a E I RIRZ TS E 2 E UM AIBY ZHOAI0 A 7 3 23 HCP M TImiZEST 15
MEFEBIFM (FIFEERE), UREZ2EHE (IWE BT, ©

* Asin any site-based clinical trial, the safety monitoring plan should describe how
participants are expected to respond to and report adverse events, including where to seek
medical assistance locally when necessary and where to receive follow-up care.

42 Certain late-stage pre-approval or post-approval clinical trials could be able to use selective safety data collection.
See the ICH guidance for industry E19 A Selective Approach to Safety Data Collection in Specific Late-Stage
PreApproval or Post-Approval Clinical Trials (December 2022).

L[S BRIt R S R ISR IR S AT LU e M e e M EUE S, B UL ICH 1745 E19 15 E/m ARt &
ATSHUE SRR e M BRI EREZRIE 77E (2022 F 12 B).
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SEAEFHARFONRKRALE—F, ReMEEEHVNERTMEAZHEWANIHIRE R
S, SRLENENE I RIMETEBLULEMERZIEILAT . [FootnoteRef:45]+

Trial participants must be able to contact trial personnel to report adverse events and to
have pertinent questions answered.

HEZ25FELNEBRKRARRARIREFREBHHEIBEXFM, [Footnoteref:46)#

Trial participants should be able to arrange for an unscheduled visit using telehealth or an
in-person Vvisit, as appropriate (see section I1I.B).

HOZIHAEWEBHEEITEZEET XRENE I ALAIRISNAA (5 1B )

The safety monitoring plan should describe the type of information that will be collected
by a DHT (when used to collect data in a DCT), how that information will be used and
monitored, and what action trial participants or personnel should take in response to
abnormal findings or electronic alerts.

LR IR DHT RUREERYE BREL (AT 7E DCT FRUEHUER) . WA
BEZERUNALZHEH T ARNI R E SR B FERN KB o

If significant safety risks emerge because of the remote administration or use of an IP,
sponsors must discontinue remote administration or use; notify FDA, the IRB, and all
investigators who have participated in the trial; and determine if the trial should continue.

3 For information about the medical care of trial subjects, see section 4.3 in the guidance for industry
E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) (March 2018).
BEXRARSHAEERTIFENES, B820TIERE E6 (R2) AMIRKRIAKRAEEEMTE: ICHES (R1) 45
Atz (2018 3 H) % 4.3 T

4 See 21 CFR 50.25(a)(7).
20121 CFR50.25 (a) (7)o,
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WRA IPRRLAHERAMENEARLENKG, EAELIRILERZAANER, BA
FDA. IRBHIFFEZ5HBNMARE,; FHRAEREEEN YL, [Footnoteref:47]%

If authorized in the protocol, routine safety monitoring involving laboratory testing and
imaging may be performed using local clinical laboratory facilities close to trial
participants (see section II1.D.2). Investigators should ensure they promptly receive
reports of these services and review them in a timely manner.

MRFEEN, PIEARIHEZHENISMIEARLREREHITINEREOENEEFR
EWEMZ2MEEN (WEBN.D2T). MRABNHERLIWIIXLERSHIRS, HREHWE
HITHES,

I.  Software Used in Conducting DCTs
l. FHF3#17 DCT B934

Sponsors should consider the following regarding software used in a DCT:

KT DCT PEAEMG, BNENZELUTRES:

Software to support the conduct of DCTs can be run through a variety of platforms (e.g.,
tablets, cell phones, personal computers). Software can be used to perform multiple
functions to manage DCT operations, including:

ScHEPETT DCT (YRtF R BI &M e (BI0FREM. F. PAITEN) B17. MHETA
THITEIE DCT 2 1EBVZMINEE, 85!

- Managing electronic informed consent (e.g., maintaining approved versions of
informed consent, documenting IRB approval, archiving signed forms)

4 See 21 CFR 312.56(d) and 812.46.
201 21 CFR312.56 (d) #1812.46,
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EEBFHNERESR (F1WM, PANBRERVHIEMRZ. 2R IRBHLAE. FHEEE
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- Capturing and storing reports from remote trial personnel, local HCPs, and local
clinical laboratory facilities

REMEERERERLAR. S HCP S HMIRRSEIREN MRS

- Managing electronic case report forms (eCRFs)

EEEFROIPERER (eCRF)

- Scheduling trial visits and other DCT-related activities
ZHA IR E A DCT #8K55h

- Tracking IPs that are shipped directly to trial participants
IRIFEFETEA RN ZIAEDN P

- Syncing information recorded by DHTs
[ElZ DHT i RAVER

- Serving as communication tools between DCT personnel and trial participants
YN DCT AR AT IHE 2 Efy/B TR

Training'should be provided to all parties (e.g., trial personnel, local HCPs, and trial
participants) using software to support the conduct of DCTs.

NEFEERRANES (Bld, HIRAR, S HCP MHEE5E) RHEI, LU
DCT BISE o

There are several ways local HCPs can submit trial-related data for inclusion in clinical
trial records, including but not limited to the following:

Hith HCP FlET AN U A TR SR IAE X S LIAN IR IR IDIE R, SFEERRT:
32
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- If the local HCPs have access to the eCREF, they can enter trial-related data

directly into the eCRFs.
SR Z HCP BT LA 18] eCRF, MIEPRAI0AE X BUIEEERIAN eCRF,
[FootnoteRef:48]%

- Alternatively, local HCPs can upload forms or documents by using methods of
secure data transfer to investigators. Investigators or other trial personnel are then
responsible for entering these trial-related data into the eCREF.

WE, Y HCP JUERRMIEERN D AR E LEREAXH. A5, BR
EREMIAL AR R SEX LR ILEXREBIER N eCRFs [FootnoteRef:49]47

* Remote trial personnel or local HCPs submitting trial data directly into the eCRF should
be included in the sponsor’s list of authorized data originators.

FRRTIEEZRRXE eCRF R A RS EH HCP (NN E BIRA B A A5
=M, [FootnoteRef:50]*

% See the guidance for industry Electronic Source Data in Clinical Investigations (September 2013).

Zh T iER RARISTHEREFREIE) (201349 A).

47 See 21 CFR 312.62 and 812.140.
201 21 CFR312.62 1 812.140,

“8 See the guidance for industry Electronic Source Data in Clinical Investigations. As recommended in that
guidance, “[a] list of all authorized data originators (i.e., persons, systems, devices, and instruments) should be
developed and maintained by the sponsor and made available at each clinical site.”

2T IER (RARRPHETREEE). RIEZIEEINEN, “HDENGIEHEFEREELE
A (BIAG. B ssmfiias) M3IER, HES NIRRT AR, ~

33



789

790

791
792

793

794

795
796
797
798
799
800

801
802
803
804

805

Contains Nonbinding Recommendations
BEFTREFARIHEN
Draft — Not for Implementation
R AT
Software programs that are used to produce and process trial records required

by the FD&C Act and FDA regulations are subject to 21 CFR part 11. These
programs must ensure data reliability, security, privacy, and confidentiality.
RFFEMLE FD&CEFEM FDAEAZE RV IR IZF R 21 CFR 5§ 11 #0894
Ro XLEREFMIMERIIENDEME. Rt RIMVENNEM, [Footnoteref:51]*

FDA considers real-time video interactions, including telehealth, as a live’exchange of
information between trial personnel and trial participants. These live interactions are not
considered electronic records and, therefore, are not subject to 21 CFR part 11, but local
laws governing telehealth may apply. Privacy and security of these real-time visits should
be ensured, and the visits must be documented. If this documentation is captured in
electronic form, such documentation is subject to 21 CFR part 11.

FOA R SEEHISAES) (BEREET) MAREARMALES5EZEHNLITERRM, X
LN B AR TFIER, ALLAZ 21 CFRRE 11 BONAR, BERTEETHNLHME
BEAREEM. NMARXESLIHRNRANRE, UIERIFIEIE . [Footnoteref:52]40158
XEXHRBUBFEIVERY, NXEXHRLET (BxFZEL) £ 21 B% 11 BOBIME,

49 See 21 CER part 11. See also the guidance for industry Electronic Source Data in Clinical Investigations and the
revised draft‘guidance for industry Electronic Systems, Electronic Records, and Electronic Signatures in Clinical
Investigations: Questions and Answers (when final, this guidance will represent FDA’s current thinking on this

ZUL21 CFR % 11 5. HIEBUTIER (IR BTFIREGE) MiTiEmEITRE (RRMA5R
PREBF RS BTICRMETEE: NE) (A, AEERAEK FDA HEINZERNEZL)

50 See 21 CFR 312.62(b) and 812.140(a)(3).
201 21 CFR312.62 (b) #1812.140 (a) (3).
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PONFIES

The following terms are defined for the purposes of this guidance:

AIEFEN T A TAIE:

clinical laboratory facilities: Clinical laboratories or testing facilities that contribute to or
support the clinical study, such as diagnostic labs performing blood work, imaging centers, or

cardiology labs. As appropriate, these clinical laboratory facilities may be located close to trial
participants’ homes.

IRPRSLIL =N . BB T e iR M IR ARSI ek WA, BIUATIRERENIZHKERE. &
BROROERFLEE, WEM, XEImKRLRZIEHA A TR RE KM

data management plan (DMP): A written document that describes the data a sponsor expects to
acquire or generate during the course of a research study; how the sponsor intends to manage,

describe, analyze, and store said data; and what mechanisms will be used at the end of the study
to preserve and share the research data.

SHEEHE TR (DMP) : #ARBHEMIERRIEPREHERNBIENBE XM ; BOETINEE
B, #R. oHEE ERBEE; DURER A REDREERIBLEA SRR ENH = w8,

decentralized clinical trial (DCT): A clinical trial where some or all of the trial-related
activities occur at locations other than traditional clinical trial sites.

AROvbieRiEE (DCT): #3908 e Bl B STEE A IR IR L8 Fu0 UMt s A TR IR R 1t

¥o

digital health technology (DHT): A system that uses computing platforms, connectivity, software,
and/or sensors for health care and related uses. These technologies span a wide range of uses,
from applications in general wellness to applications as a medical device. They include
technologies intended for use as a medical product, in a medical product, or as an adjunct to
other medical products (devices, drugs, and biologics). They may also be used to develop or study
medical products.

BFEEER (DHT) : BiHEFa. EE. RON/SEREATETREBIEXARNAS. XERA
MR®TRIMZ, N—REBERNBIFAIETSEMINAE, XERAETAAFE ™ m. B mhafF
NEMETS (B, ARNEYFF) NHEBEmER. el BT LM RET ™Mo

investigational product (IP): Human drugs, biological products, or devices that are being
investigated in a clinical trial.,,
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REALm (IP): EFERKREPHATHARL R, EYHlmeiesi. [FootnoteRef:53].
[FootnoteRef:54]. [FootnoteRef:55]°152%3
telehealth: The use of electronic information and telecommunications technologies to support and
promote long-distance clinical health care.

miERE: A B FE BN BERAF e Hn iz m KR E,

51 See footnote 3.
TR 3,

%2 See footnote 4.
TR 40

%3 See footnote 5.
TR 5o
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