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NING/leaINAP0IEI0/ES sSUpporting the

cor@an EDA regulated clinical
trialfmustiee certified under the Clinical

Laboeratery Improvement Act (CLIA).
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DAMIESHIE EXPlICItEQUIatory requirements

“ . i | " g - - .
[egaieieriige certification of clinical

laboratories used in regulated clinical trials
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gl ciemystry laboratory
SSUPPOrRE e conduct of a clinical trial
(E20.pEHeIMINGfplasma concentration

analysisseiecharacterization of the test
drug) must adhere to FDA’s Good
Laboratory Practices (GLP) regulations.
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FIASNEIER rEgulationsiapply only to

WNIoHCIIEEINAP0IAlorY. Stales (as aefined in
mgg(d) that support or are intended

{0 suppﬁr.t,a'pplications for research or
marketing permits. Studies using human

subjects or clinical studies are specifically
excluded.
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=pANEnllationsirequire that the
= completed final Case Report Form
(CRENmUSE e signed by the
mvestlg"ator of record. (I.e.. an

Investigator Identified on the Form
FDA 1572)
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AlirioLie|r fils a'geed practice for the

clinicalivestigator to sign the CRF,
1o docUmEnt review, there is no
regulatery’ requirement that the
CRF be signed.
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CliicaiNnals conducted outside of the U.S.
SNOIFUREERan IND must be reviewed by an
InstitueRaIFReVview Board (IRB) or Ethics
Commitiee that conforms to Section 3 of

the ICH Goed Clinical Practice:
Consoelidatea Guideline published by FDA in
the Federal Register on May 9, 1997.
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/-' zr=E=ereignrclinical trals not under an
NIBNRIUSiTvErcendlctied In accordance with

S Yeclarationtof Helsinki
RO,

The laweand regulations ofi the country
WIHICHEVER' represents greatest protection

Where ICH GCP Is local law, FDA requirements
are satisfied by following local law
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=[DANEECPAEgUIEIeNS reguire that any

chanuesimade to entries in the Case
REPOIM=erI MUSE not obscure the
original’@ntry, shall be initialed and
dated by the individual' making the
changes, and shall indicate the
reason for the change.
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r\ regulanEEs(812.62) do not explicitly
ziclelrags plgmy Ghanges 10 case history
Wecordsiarento be completed.

IHOWEVELE
ICH GCP’ 9.3 recommends changes be
documented by date, initials, and explanation

Changes to electronic case history records
must meet audit trailing requirements of 21
CFR 11
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Penshiic\arecord required to be

S mantaines under 21 CFR 312 is
creciedrormaintained electronically,
the computer system used must
conferm te FDA's Electronic Records;
Electronic Signatures rule 21 CFR 11.
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ZANGERN applies te records that are
S reguirediinder any and all of FDA'’s

reguliauoens Whnen those records are
in| electronic form

Case histeries and Drug disposition
records are required records under
312.62
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Anrerigielisigned radiology report
ProVIGEdRO a clinical hvestigator by
an eusiderconsultant, Is considered
to be the seurce document for the
diagnostic result reported In the
Case Report Form (CRF).
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T ‘ uﬂ‘,e document” and
OUICENG ta are not defined in 21 CFR
312 buaré found in the ICH GCP

SECUONSHESE and 1.52 respectively

For a diagnostic x-ray result reported In
the CRE, botfthe original radiology
report and the x-ray film are source
documents
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P

AlNaciieeportediin the CRE must be
su‘p% ZI91E 9y &l separate source

h.

docCUmEnit:




e

| ol
- W ECRiFact

- : ‘ -

ANNRVESHEALOr ISHEgUIred to prepare and

Nmaintapredediiate and accurate case
IstoeEsstnat record all observations and
otherdaaNeertinent to the investigation.
Case nisternes; include the CRF and
supporting data. If source data IS
recorded directly in the CRF form, separate
supporting documentation is not required.
See also ICH 6.4.9
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THEE Al IRVEStIgator must maintain
the oreinal signed consent form for

EACHISUPIECH 1IN the subject’s medical
chat.
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REW o)) (3«12 62(19)) reguire that
Sthe mvestinator maintain the signed
CONSE! fo.r.m as part of a subject’s
case hlstory Regulations do not
require that It be In the medical chart.
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P ad

SHYANEEUIEST At spensors regularly
PEX audits of thelr study

orlng as part ofi their quality
assurarnce program.
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JOl gINEgllaenside not require
MPIEMERtationtof a quality assurance
ﬁrogra B the conduct of clinical trials,
it IS’ aRPEECLIVE measure to maintain

ana |mpr(')\'/e study quality.
Such pregrams should be implemented

according to written procedures and should
be independent of study conduct
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ICISSCOTERBERATPOIICY Under Compliance
solicy GUICUEN154.02 not to review or
Copy Epurisiand records resulting from
routine study: moenitering.
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ERANRVESTIgaeSHIaY outinely request,

NEVIEVWRENERCOPY reports ofl routine study
morerEg. CRPG 7151.02 applies only to
audit repertstresulting from the sponsor’s
written QA pregram. Although FDA
Investigatoers are authorized to review and
copy these records, they will not routinely
request to do so. (see also ICH 5.19.3 (d))




S EEEN=actror Fiction

SincENEDAULIISIIEd “ICH Good Clinical
*PracticesGonsoelidated Guideline” in the
EederaiNzegister on May 9, 1997, any
deviations from ICHI GCPs may be cited

Py FDA Investigators on Form FDA 483.
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‘\/Jr ONS (I rggulatlons covering IRBs,
JNTCIED nsent clinical investigators
alne SPERSErS are reportable on the FDA

438. ICIHNEECP are not legally binding as
regulatien;and should not be listed on
the FIDA 483 unless the deviation also

represents a departure from FDA
regulations.
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IEIMEDANEGIations a Site
Vianagement Organization (SMO) is
CONSIBENENMO be a Contract Research
Organization (CRO).
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ANE ?ﬁ TEans a Person that assumes, as

- anindeper dent contractor with the
SPONSENE, OHE oF more of the obligations

Ol aiSPORSOIE, €.0}-, design of a protocol,
selection or monitoring of investigations,
evaluation of reports, and preparation of
materials te be submitted to the FDA.
To the extent that an SMO meets this
definition it would be considered a CRO.
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Uneeid=vAS newrEinancial Disclosure Rule
21 CERMSA I published in the Federal
REGIStEIMOREEEDIUary 2, 1998, any
clinical inVestigator who has a significant
equity’ Interest in a Sponsor, may not
serve as a principal investigator in a
study by that sponsor.
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rL eNEegpiresiapplicants to certify to
IERIISENCEOICETTain financial interests
ﬁf the'clinieal investigators and/or

disclesertiese financial interests, as
required, Wheni covered clinical studies
are supmitted te FDA. It does not
prohibit any Investigators from
participating as investigators due to their
financial interests.
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lieysdlisted onthe FDA-483 are
Seconsideredioy the FDA to be violations

oflawWAsIFegulations and the recipient
IS obligated toercorrect each item listed.
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Q SSENEERSHIStEd on a 483 represent the
PISEIVALIONS Of the inspector. The
Ndetermimeuen of whether any condition is
VIO atvEN an agency decision after

considernarall circimstances. If the
observations are determined by the Agency,
after review, to be deviations from regulatory
requirements, then the firm is obligated to
take appropriate corrective action.




