
i "r/
DHR.ECTORATtr GENEITAI, OF' DRUG ADMTNISTRATTON

CTINTCAL TRIAL II\SPECTIGN

GTITBANCE GN Cf-HNICAL TRTAT
HNSPHCT'HON

fi .,, _!.



mA- eT- Gt- oog

Dr. Aysha siddiqua

Md. Salahuddin

Phannacologist

Signature

Asstt. Director
h\;\-Lu\,-!:+*(.r:L

CHECKED BY

APPROVBD BY

Name Designation Signature Date

Dr. Khandal<er Sagir Ahmed Deputy Director .-"< \a ':q,-
111 rti-'r'1 I.?
i )!t'.' 7; ''

AUTHORIZED BY

Designation

Director GeneralMaior Genelal Md .Mustafizur Rahman

DIRECTORATE GENERA

ffi?[Hm[$l*r*@
CONTROLLED COPY

Issued"' 

6 
Issuedare: oloilF



CTORATE GENERAL OF DRUG ADMINISTRATION
CT,INICAL TRIAL INSPECTIGN

,',i.'j arNauoeiri
WEIPARE,

coNTgoLLED COPY
, JANUARy.2ol

rss,ed h\'; q1 Issue dare: 
"4W lW

INDEX CONTENT PAGE NO

1 OBJECTIYES
2 SCOPE ,.\ND EXTENT OF THE PROGRAI\,IMB
a PLANNIN(; FOR INSPECTION

3'r SELECTION OF STUDIES
D'o.z INSPECTION ASSIGNEMENTS
J,J PREPARING FOR INSPECTION
3.4 SCHEDULING THE INSPECTION
4 CONDIICTING TI{E INSPECI"ION

4.1 CLINICAL TRL\L SITE
4.1 1 OPENING INTERVIEW
4.1.2 ORGANISATION AND DELEGATION OF RESPONSIBILITIES
4.1.3 STUDY PROTOCOL
414 SUBJECT RECORD & INFORMED CONSENT
4.1.5 souRCE DocUMENTS AND cASE RECoRD ronu (cnri

4. t.o
r tHtcs LIoMM|TTEE (EC)/tNDEpENDENT ETHICT
coMMrrTEE (tEC)

4.1.7 SPONSOR
4.1.8 TEST DRUG ACCOUNTABILIry
4.1.9 RECORD RETENTION

4.1.10 CONCLUDING THE INSPECTION
4.2 TNSI'BC'TION OF CRO/SPONSOR

4.2.1
L]OCUMENTS SUBMITTED To DGDA AND REGULATORY-
APPROVALS OBTAINED

4.2 2 ORGANISATION AND PERSONNEL
4.2.3 SELECTION AND MONITORING OF INVESTIGATORS
4.2.4 QUALITY ASSURANCE (QA)
4 2.5 ADVERSE EVENTS (AE) REPORTING
4.26 DATA COLLECTION AND HANDLING
4.2.7 ELECTRONIC RECROD AND CLINIAL DATABASE
4.2.8 DATA COLLECTION
4 2.9 COMPUTEIZED SYSTEM SECURIry

4.2.14 I NVESTI GATIONAL PRODUCT (IP)
q RIiPORT'ING OF INSPECTION

fi}}
DIRICTOIIAI[ GENENAT OT DAUG

. __- lDlllNl$TRATIO\ (D(;DA)
MIMSIRY OF HEAIITI AND FAMII Y U,'TT UT OE



RATE GENEITAI., SF DRUG AI}MIIq}STRATION
CT-,INICAL TRIAL INSPECTT&N

@Hifiiffi$xij;:@
CONTROLLED COPY

rssued*,fr\ Issue date: elOf ltr

ABBREVIATIONS
AE Adverse events
CRO Clinical Research Orqanisation
CRF Case Record Form
CT ClinicalTrial
CV Curriculum Vitae
EC Ethics Committee
tcF lnformed Consent Form
IP I nvestigational Product
SOP Standard Operatinq Procedure
DGDA Qllectorate General of Drugs Administration

JANUARY.2Ol l



ffi [ffi,E C TS}TATfl GENERAI, OF SRU G ABM INX ST&,&?I$lE
Cfl,{NXCAL T}B.XAT, {NSFECTX$N

CLINICAL TRIAL INSPECTION PROGRAMME:

1. Objectives:

The aims of the programme are:

a. To verify GCP compliance to protect the rights, safety and well being of
the subjects involved in clinicaltrial.

b. To verify the credibility and integrity of clinical trial data generated.
c. To verify the compliance with various regulatory provisions as per Drugs Act, 1940 ;*r:;t

The purpose of this programme is to provide direction to inspectors/DGDA officers for
conducting inspection of site of clinical trial, sponsor / CRO's facilities involved in clinical
trial and information to investigators, sponsor/ CRO'* about procedures for inspection and
follow up of action.

3. Planning for lnspection:

lnspection can be conducted before, during or after a clinicaltrial is completed.

3.1 Selection of studies.

lnspection can be carried out as a routine surveillance or for any specific cause(s).Study
may be selected for inspection based on, but not restricted to the following criteria:

3.1.1 Nature of study

3.1.2 For regulatory decision based on clinicaltrial data

3.1.3 Data irregularities

3.1.4 Complaints

3.1.5 Vulnerability of subjects

2.
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4.1.1 Opening interview:

lnspector should meet investigator / key person of sponsor and
card. The inspector should provide verbal summary of methods
followed during the inspection.

During opening interview following main activities should be carried out:

4'1.1.1 lnvestigatof prior education and GCP experience, GCp training provided by the
sponsor.

4.1.1.2 who did what, when, where and how with respect to foilowing:

. Obtaining lnformed consent of subjects,

. Screening and admission of subjects to the study,
' Receipt, handling, administration, return of invesiigational product,. Collection and analysing of data,
. Recording, transcribing and reporting of data to sponsor,. Archiving the data

4'1.1-3 How did the investigator identify the subjects for the study,

4.1.1.4 Date of enrolment first and last subject

4.1.1.5 About Ethics Committee the site is using

4.1.1.6 whether the.investigator has copies of protocol, permission from DGDA,
undertaking by the investigator etc.

4.1.1.7 lnformation about unexpected and serious adverse events (if any) occurred at the
site,

4.1.1 .S lnformation about monitoring/auditing of the site by sponsor/cRo.

During the interview other relevant facts may also be found out.

@^ffi
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3.1.6 Number of cr including number of subject enrolled at a particular site

3.2 lnspection assignments:

DGDA will issue instruction to the officers /lnspectors to conductthe inspection identifying
the Clinical trial, name, address, contact number of clinical trial site, sponsor / CRO's
facilities to be inspected. lt may also identify the type and purpose of the inspection and
provide background,materials like study protocol, CRF etc.

3.3 Preparing for inspection:

The inspector shall go through the information provided by DGDA and develop a plan for
conducting the inspection.

3.4 Scheduling the inspection:

lnspection of clinical trial site would generally be pr+announced to ensure availability of
the lnvestigator / Sub- lnvestigator and other personnel along with study records at the
time of the inspection. The date of inspection and other arrangements would be finalised
by the DGDA Officers / lnspector(s) in coordination with the investigator /sponsorl CRO.
Under some specific circumstances unannounced inspection of clinical trial sites can be
carried out as per the direction of DGDA. lnspection of CRO/Sponsor can be conducted
without prior notice.

4. Conducting the inspection:

4.7 Ctinical Trial Sites:

The inspection includes verification of essential documents to determine whether the trial
related activities were in accordance with the protocol, GCP guidelines published by
DGHS, Govt. of Bangladesh and Drugs Act as well as other applicable r,egulatory
requirements. When inspection is carried out afier completion of the clinicil trial, it will
include comparison of data generated by the sponsor with source documents at the
clinical trial sites and Case Record Form (CRF) in the investigator's files. lf it is a routine
surveillance or "for cause" inspection of an ongoing clinical trial, the comparison will
generally include source documents and CRF.

11\\t
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4.1.2 ORGANIZATION & DELEGATION OF RESPONSIBILITIES:

lnspector shallverify / obtain following.

4.1.2.1 Brief about study site.

4.1.2.2 Status of the study.

4.1.2.3lnvestigator has agreement with sponsor for the siudy.

4.1.2.4 Financial & Confidentiality agreement with lnvestigator and concerned laboratory
(ies) in place.

4.1.2.51n lnvestigator undertaking protocol title, lnvestigator's name, address, telephone
no of site, qualification, Name & address of laboratories, Name of Sub-lnvestigator
etc are in-compliance with Drugs Act.

4.1.2.6 Obtain list of all clinical trials performed by investigator.

The list should have information such as
. Protocol Number
. ProtocolTitle
. Name of Sponsor/CRO
. Study date

4.1.2.7 Determine whether authority for conducting various Clinicaltrial related activities
were delegated properly by the lnvestigator to the competent personnel so that
investigator was able to supervise the study adequately. Obtain a list of personnel
with delegated activity

4.1.2.8 Documents following ;

. Date of EC / IEC approval including initial
the ICD etc.

. Date of screening of first subject,

. Date of signing ICF by the first subject

. Date of first adrninistration of lp,

. Date of last follow up of any subject,

review of protocol, amendment

4.1.2.9 List the name and address of facilities involved in laboratory teslresu

s;:H:bYJJyaccreditationsta[f 
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1.1.?.19 Obtain a copy of site enrotment tog;
4'1'2'11 Determine whether soP's for vari6us activity are established and documented,

4.1.3 Study protocol

4'1'3'l Determine if, there are any difference between protocolprovided to DGDA and theprotocor in the rnvestigator's fire with respect to foilowing:

. Version number and effective date
' Erigibirity of subject (rncrusion/ Excrusion criteria). No of Subject
. Dosage
. Route of administration

" Frequency ofdosage
. Randomisation & Blinding process

' Verify whether rnvestigator foilow the protocor as approved
" Version number and EC approval of amendments

4.1.4 Subject record & tnformed consent:

4'1'4'1 Review the lnformed consent Form (lcF) signed by the subjects. lf the number ofsubiects at site is relatively small (e.g.20 or le-ss) tobx orthe lcF can be reviewed.

Determine the following:

4'1'4'2 whether lcF have all the elements enlisted in Drugs Act or wHo guidelines,

4'1'4'3 whether lc has been obtained from each subjects prior to participation of thesubject in the study,

4'1'4'4 whether signature/thumb impression of the subjects have been affixed with date,

4'1'4'5 whether in case of illiterate subjects or illiterate representative of a.subject, thereare signature and details of an impartial witness,

4.1.4.6 Have witness/ signature being personally dated,

4.1.4.7 Have patienilwitness signature been personaily dated?

4'1'4'8 Has the dated signature of the designated person for administering informed
consent (lC) been affixed?

4.1.4.9|s the designated person for administering rc medicafiy quarified?

i'1^ j '\
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4.1.4.10 lf lC has been administered by a designated person who is not medically
qualified, is there evidence that subjectis queries of a medical nature were
answered by a medically qualified perscin or the investigator?

4.L4.11 ls the completed ICF signed and dated bythe investigator?

4.1.5 Source Documents and Case Record Form

4.1.5.1 Verify condition, completeness, legibility, accessibility of the investigators source
data file. 

l

4.1.5.2 Determine whether subjects who were enrolled and /or completed the study meet
inclusion and exclusion criteria;

4.1.5.3 Determine whether subject received the test drug with respect to dose and
frequency specified according to the protocol;

4.1.5.4 Determine whether safety/ efficacy end point data was collected and reported in
accordance with the protocol;

4.1.5.5 Does medical record mentions subject lD/ name /hospital registration number /
and indication that subjects are participating in a clinical trial

4.1.5.6 Whether all adverse events were reported in CRF;

4.1.5.7 Compare the source document with CRF and determine whether source data have
been correctly transcribed in CRF;

4.1.5.8 Verify Whether alt SAE's have been reported to the sponsor (within 24 hours) and
EC (within 7 working days);

4.1.5.9 Verify whether adequate medical care have been given to the subject especially in
the event of inter current illness, adverse events including abnormal lab
parameters;

4.1.6 Ethics Committee (EC) / lndependent Ethics Committee (lEC):

4.1.6.1 ldentify the name , address of the EC/ IEC in the approval letter and.compare it
with that with the one stated in investigators undertaking ;

4.1.6.2Verify if IEC approval letter mention study code , Protocoltitle and version number
of the protocol, list of other: documents reviewed, tist of members present at the
meeting, quorum of five members as specified in Drugs Act, Office Orders and
as per relevant WFIO guidelines are satisfied, date, time , venue of the meeting,
signature and date of member secretary / Chairman;

4.1.6.3 rn case the site does not have an rE%m,Plfffiifiilfff,ffitlh3fiL1t"@
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. Statement of the investigator / institution that approval granted by another
IEC would be abided by statement from the approving IEC that they

would take responsibility for ongoing supervision of the site;

. Has the investigator submitted reports of all SAEs to the IEC and apprised

the EC/lEC about the trial progress?

4.1.7 Sponsor:

4.1.7.1Verif,7 whether a clinical trial lnvestigators agreement has been signed for this

study with the sponsor;

4.1.7.2 Whether investigator maintain copies of all reports submitted to the sponsor;

4.1.7.3Whether all SAE are reported to sponsor within 24 hours;

4.1.7.4Whether all CRFs were submitted to sponsor after completion of study;

4.1.7 .5 Determine whether all dropouts and reasons thereof were reported to sponsor;

4.1.7.6 Determine the method and frequency of monitoring the progress of the study by

the sponsor;

4.1.7.7 Whether a log of onsite monitoring visit is maintained at the site;

4.1.7 Test Drug Accountability:

4.1.8.1 Review individual subject record to verify the correct dose administration with

respect to dose, frequency, route of administration;

4.1.8.2 Determine whether unqualified iunauthorised persons administered/dispensed the

test drug.

4.1.8.3 Determine whether adequate record of qty. of test drug received , dispensed/
destroyed/returned is maintained ;

4.1.8.4 Determine whether storage condition/monitoring method are as per

protoco l/recom mendatio n ;

4.1.8.5 Whether trial medication are maintained under controlled access;

4.1.8.6 Have un-used trial medications been returned to the sponsor or disposed of

tlr- i'.,',i"'J
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acoording to protocol? ln case of destruction at site, is a certificate of destruction
on file?

4.1.8.7 Are the drugs dispensing records being maintained properly?

4.1.8.8 Are the records for reconciliation of all lPs received from the sponsor maintained?

4.1.9 Record retention:

4.1.9.1 ls adequate space available at the site for retention of documents

4.1.9.2 Determine whether documents are maintained properly and for the period as

specified and necessary measures have been taken for accidental and premature

destruction;

4.1.9.3 Determine who maintained custody of the documents and means for assuring
prompt action;

4.1.10 Concluding the lnspection:

The inspector should conclude the inspection with final discussion with the lnvestigator.
During discussion the inspector should explain inspection finding .The inspector may also
issue a list of observation at the conclusion of inspection.

4.2 lnspection of CRO/Sponsor

The inspection includes verification of essentialdocuments to compare practice and
procedure followed by the CRO/Sponsor to that committed in the clinical trial application
and GCP guidelines published by Govt. of Bangladesh, Drugs Act and as well as other
applicable regulatory requirements as per latest WHO guidelines. lnspection of
CRO/Sponsor can be conducted without prior notice

During inspection following aspects may be verified.

4.2.1 Documents submitted to DGDA and regulatory approvats obtained.

4.2.1.1 Clinical Trial application and,DGDA approval letter

4.2.1.2lmport license application and import licence obtained. Copy of license

4.2.1.3 Export NOC for biological samples
DIRECTORATE GENERAT, OF DRUG ,6}.
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4.2.1 .i I nvestigator Undertakin g

4.2.1 .6 I nvestigator,s brochure

4.2.1.T protocol and protocol amendments

4'2'',1'g patient rnformation sheet and rnformed consent Form

4.2.1.9 Case Record Form

4'2.1.10 Ethics committee approvar and notifications to DGDA

4.2.1.11 Unexpected and Serious Adverse Event Reports

4.2.1 .12 Study report

4.2.2 Organisation and personnel:

4.2.2.1 Company profile and overall structure,

4'2'2'2 .rganizatiol,.h?r.lgr management of the crinicartriarstructure andresponsibilities for all activities invotiing inye,stioationaior"ir.t Departments, functions,and key personnel responsible ror prot"ocot oev"etopmeni'rni"rtigrtor's brochure, caseRecord Form rnform"o .onr"rt i"rr., ir'ci1 transraiions'"nj rn 
"noments. 

selection ofinvestigators Reguratory rppiorr'i, iin;:'i:1rritt"" ieci'Ipprorrr, Monitoring euarityassurance Adverse Event (AE) Reporting, Data nrrnr'g";u;t , statistical Analvsis

^=ffflTt 

Records/clinicai oriao-r[],'ciini"rr srppri"i-r.vlstisational producis (tp)

4'2'2'S ldentify and determine the personner responsibre for foilowing:
. AuthoritVlo review and approve study documents' For finar evaruations and decisio.. #,.,"i"viJw or stuoy' For obtaining & reviewino adverse 

";;il ;ilreporting to DGDA' Monitors/cRo's with jobiescriptions anJ {ua'titications. Job description of key stake hoiders. Verify clinical personnel training record
' To obtain a list of externarservice providers and contractors anddocumentation of the service they,proriOe.- 

-',.

-Y:xy-;i" 
soPs followed for various responsibitities and ctinicattriat retated

4.2.3 Selection and monitoring of investigators

frft:,L.,o;,[l::il"1f 'estisators 
a rons with lnvestis ato r Underrakins, sis ned
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4.2.3.2 Criteria for selection of sites

4.2.3.3lnformation provided to sites viz.

4'2'3'4lnformed consent form, Protocol, Reports/publications of previous trials,lnvestigator's Brochure, producilabeiling, Tiaining, ettveisions and updates etc.

4.2.3.5 lnvestigator,s non_comptiance (lf any)

. Deviations from DGDA regulations

. Deviations form protocol
' How sponsbr handles serious deviations from approved protocolor DrugsAct or WHO guidelines.

4.2.3.6 Steps for correction:

' verifi7 whether any investigators terminated? Review monitoring reports reportedto DGDA,
Any Non-compriant investigator /terminated? Reasons?

,.

4.2.3.7 Selection of monitor:

. List all monitors for study duration. Selection criteria for monitors

. Job descriptions/responsibilities

. eualiflcations

. Training Records and CVs. Reporting structure
' Monitoring sop Frequencr,_scgp.e and process, obtain a copy of Sop andcheck compliance, lf no SoPs, interview mon,ioru to check how monitoringwas.done, Monitoring plan, Monitoring neports.

4'2'3'8 Review the Pre trial and periodic trial visit report in respect of following content:
. 

llgcess of verifying compliance to protocot

- :1,:l*.: of ve.rifying investigator responsibitities
' Eth ics co mmittee A.prrovaii nmendments/Re-app rova r com mun i cati on_progress reports/SAEs etc Validitv/Comoletenece _- - ^rnhrt r ,,7-*:;:.rnroimedc"'-.;;il';;il,'1ffi:XitHftE$ffi Fr$!1t1[,I9!tc
' U s e o f r r c a pp roved- i;;;;.' ffi !|S\ -'" =d il'rfi t'l t$1tfl UTJ*Y,*|,:SI
. Adequacy of consent docu
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'P;f;il""..|:n handling, compliance to Monitoring pran, Frequency,

4.2.4 euality Assurance (eA):

4'2'4-1 Verifu sop for eA audits and operation of quarity assurance unit
4'2'4'2 Describe how the audit and monitoring are separated
4.2.4.A Obtain tist of audited triat

4.2.S Adverse events reporting:

4'2'5'1 
:;:g,'ffi;:fr,";'i",fl#,1"J':5;;:,:i," adverse events and ror dissemination

4.2.5.2 Obtain list of SAE reported, lnctuding death.
4'2'5'3 Verify the timeline for reporting the sAE to DGDA and other rnvestigators /EC;
4.2.6 Data coltection and handting

4'2.6.1 study taburationsr List of ail studies for marketing Authorization
4'2'8'2 Data Tabulations:. Number of .yfj"..t, Verifi7 if number in cr apprication same asmarketing Authorization rppri.rti-onr.orpriL iu cnr, submitted)
4'2'6'3 

iffilfJii"cts 
not included in the markering Authorization apprication? why not

4.2.6.4[::,:X]::i":?,.:f 
JiJ,,;v,,",.,trJ,,il?ro 

assure the intesrity or sarety and efficacy

4'2'6's Verify that the sops were fotowed and document any deviations
4.2.6.6 Deviations/Data queries resolutions

4.2.6.T Statistical processes

4'2'6'8 Primary endpoints compare the taburations with cRFs and source documents
4.2.6.g Record retention

{t'l';)
.IANIJAIIY.2OlI



CTERATE GENER,&{, 8F BR.UG ABM{TN{STR,ATTSN

C$,ff-{'XCAL T'RIAI, {NSPECT'{ffiN

4-2.7 Electronic Record and Clinical database:

4.2.7.1Person responsible for designing and developing data base

4.2.7.zCan it be modified, or has it been modified? lf so, by whom?

4.2.7.31f the clinical investigator can modi{y it, how would the sponsor be aware of any

changes?

4.2.7 .4 Validation : Person responsible, Process, Docu mentation of process

4.2.7.5 Error logs maintained fOr errors in software and systems?

4.2.7.6 Do error logs identify corrections made?

4.2.8 Data collection:

Following asPects maY be verified:

4.Z.B.l Responsibilities : Authorization to access the system, to enter data and to change

Data.

4.2.8.2 Use of electronic data capture or data transcription from p€iper CRFs into an

electronic record

4.2.8.3Audit trail : to record changes to electronic records, Person Responsible for the

change and Time of the change

4.2.g.4 process of data transmission from the clinical investigator to sponsor or CRO

4.2.9 Computerized System Security:

Following aspects maY be verified:

42s1ffi 
ffi fl :f il';;.'.'"T:['1'JiiJ,i;fl ;3iX;ffi1['-f*H5ififl,flfl k;^i-"

4.2.s .zR e co rd s o f a u th o rize d p e rs o n n e,, *, * ".W .H$trf6iffi fffiD&'BEE'Eg$*'

Privileges

4.2.9.3 Access methods e'g., identification cod
PY
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biometric signature, erectronic signatures, digitar signatures

4.2.9.4 Data security in case of disasters, e.g., power failure

4.2.9.5 Contingency plans and backup files

4'2'9'6 controls in place to prevent data from being altered, browsed, queried, or reported

$i,"#::?#y're 
applications that oo n"ot rnt"iiroorsh the protective

4.2.1 0 lnvestigational product (lp):

Following aspects may be verified:

4.2.10.1Transferred data from central lab to sponsor

4'2j02:?:::ll'-?:'.ffi:|jes to ensure intesritv or rp rrom manuracturins to receipt by the

4'2'10'3 lf lP met required release specifications by review of the certificate of Analysis?
4.2.'10.4 Storage of lp and the conditions of storage

4.2.10.5 Process of verification of rp integrity during shipment to investigator.
4.2.10.6 tp tabet

4'2'1A'7 rf the test articre was recared, withdrawn, or returned?

4.2.1 0.8 Accou ntabitity:

Following aspects may be verified:

. Names and addresses of clinical investigators receiving lp Shipment, date (s),quantity, batch number.

. Final disposition of the test article.

. Detailed audit if serious violations are suspected.

' sufficient records to reconcire rp usage (compare the amount shipped to theinvestisators to the amount useo-aniiei;;;#;; iis"posed og.

' check whether ail unused or reusabre suppries of rp returned to the sponsorwhen either the investigato(s) JLcontinueo oi compreted participation in theclinical inve"stigration, oIth" investigation *r.1ui*i.IiLo. rf the test articre was

ilr
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not returned to the sponsor, describe the method of disposition and determine if

adequate records were maintained'

6. Reporting of insPection

The lnspection should be documented in writing in both during and after inspection' After

the inspection a narrative report containing details of inspection finding should be

prepared and submitted to DGDA.
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