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; Learning Objectives
A Desciibeldrygrmanagemeptplanpingland
preparaiionactiiies.
A Discussdonléforrdriginventory @rididrug
accountability:teatking.

A Defineiimplementstionichialter
assuranceconsiderations.
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D What is Drug Accountabllity

A More than simply-countingipills.

A A processdaeensure thatyesearchrparticipants
recelvettirecoorrectistiidyrdrughanid desage, So
that effectssseennnitherstiichy can beldinkedte the
medicationzadmistered.

A The FDA has tistethdrugeacootintapility: as inembe
3 in allsstoof o b pitfiddls.
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; IP Management and Preparation

A Ery(mza involve

thinzearlisdevelopmentyitraining,
entationoofithellymapagententcand
DCOU t&m}[ljty

CCTN;> guidance, supportive resource

Lead Node;> procedures and logs for tracking

CC> drug manufacturing and supply with
subcontract vendors

DSQ> electronic data capture system
setup/maintenance

Site staff¢> approvals/certification, trained on the
procedures and requirements, site level SOPs
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D GCP Standard and Regulations with IP Management

A GCR:guidelines require (GCP) (E6) 8)
I Documentation of IP and triaielated materials shipment.
A Fetleralregulation?(2LFE BR2312.62) tequires

I Investigators to maintain adequate records of the disposition of
investigational drugs, including dates, quantities,_and use by
LI NOUAOALI yia ot YRGXNBOE NR& 2°

I Maintain adequate case histories for all participants in studies
that involve the use of investigational products
A RetdinlIPeecords
I 2 years after the date a marketing application if approved for
the drug for the indication for which is it being investigated by

the U.S. Food and Drug Administration (FDA) or for 2 years afte
the study is discontinued and the FDA is notified

I CTN requires 3 years documentation retention
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Clinical Coordinating Center (CGC)
Prep for IP Manufacturing and Supply
A Manufacturer/Supfitier "
I Vendor Identification
I Negotiation/agreement/funding
I Packaging/shipping
I Central Pharmacy Coordination
A IP Andlyitieal Festingrdnd Reporting
A Cdllect regiitements-fot deughshipping tossites,
drug retums rteplacement,and:destriction
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; Regulatory Requirements and Supplier Reporting

A Sitesrmust provide the CCE withitheir HRBrapproval
prior to shipmentcof tRdoisites

A For controltedddrud«(e.gE Buprenorphine or
Suloxone);sistite | P physicjann climctammustigrovide
the DEA¢egistratiorofarcReceipt ofdrag tf@@ the
central Pharmacyctership 1P tosthiessitéladdress

A CCO provides reports t@gﬂﬂgma;t@ny,ﬂmmhu@g;wﬁ alvhicl
may imclude: theH P-testing: ceitificatian or 1P
accountabilityldags

A CCO provides ddditionalreports! tos IR suppliers
(reporting rreguirements vany)
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; IP Management and Coordination Challenges

A Multisite Irlaﬂg with sit até chinevariousstegions
iy rtdo. Mamla]i@tureﬂ ol Supply

I Shelflife; expiration and replacement of IP

I Site readiness for study implementation

I Avoid wasted IP and money
A Maintaining OrSite Adequate Study IP

I Supply hoarding and last minute requests that occur
with manual reordering process

I Rate fluctuations in enrollment across sites and time

9
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2/ /] Qa azfddiaAzyay ! OSyil

Inventory tracking and reordering process
age=€Clinical ordAc

=MEdr inventary

ammableaeportsccommunicateiwithethie EDC
A 3-step process:

Site staff enters into EDC Data form EDC is Supplies at or below Administrative Coordinators

inventory levels and populated into ‘ threshold are . process re-order spreadsheet
expiration dates on last day by / inventory report the e / populated into re-order . data and submit order
of the week next day following entry spreadsheet requests to the vendor

Reminder sent to the site next
A — .. business day, if inventory levels

\ were not updated.

10
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; Advanced Features for Drug Utility

A More complex custormizablé drugiltitities-can be
develgpedwithin the €lectronic randomization
system,ifnreeded.

A For @xampleidob blinded meédidatian<the
systemccolld besselup teisénd:the.drug

supplieranemaitcontaingglatlist ofudrkigs kits
to shipttossites.
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; Strategies for Ensuring Recelpt of Drug

A Siteswiiill receiveranremaibfrom/EMINENTdndigating
that their medicationsshipment is inv rotitey (With
relevantitrackingnumbersrprovidéed)

A Upon recéipt-6fmedication froralEMINENT: sites
must ::
I Immediately open carton and inspect and confirm
that all listed contents were received In
appropriate and usable condition.

I Fill out and return shipping acknowledgment form
to EMINENT via fax provided on shipping form

12
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; Local Procurement of Medications

A Medicafionsithatase notistiidyrdpugs @and:the
researchssitesiscresponsibler foriabtainingdand re
ordering directly,notthrogghlihe CCC.

I For example, naloxone (used for the naloxone

challenge in CTHO051, CTMO055)

13
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12496-1204-3
A N Contuininy

Suboxone
(buprenorphine and naloxone)

4mg/1 mg

Ohiee she ety voo LI W od
et i =
R

CTNOO51
———— -

DEVELOPING AND MAINTAINING IP
ACCOUNTABILITY LOGS
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Developing Tools for Site Trackigd-essons from
CTNOO51

A Immﬂy
A S

A ﬁ@@l@mg

nefabel study /The'meédicationszare

Sutoxong; a@@@h’dﬁwr@dwmﬁl@wf@livior
(formerly ReckitBenckiser)yVivitrol; @ dyug: purchased

by NIDAdor/therstiidy,and inatoxome;whichy was=to be
providedby theisites.

15
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; Inventories

A Keepitratk of howmuichoydwhave omhapeach
medicationzand/desage.

A Shiipmentsirfront EMINENE centrabpharmacy
A Preschiptions onother trackingf of

*

admimnistrationttorpatittcipats ﬂzugw,ﬂm ‘
4 YSED

A WM@ ﬂ”@tMﬁ@S - oUNT atlost o) \

amgs\:ﬂ\ X m\umed

'\.e._ Bd
( inge p{/ e
D
AMOUNT %) Ao
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J Inventoriesc CTNOO51

CTN-0051 Site Medication Inventory Log — Injectable Naloxone

Only for participants in the Vivitrol (XR-NTX arm); at least 0.8mg/ml must be given

Site Name: Page of
RECEIVED INTO INVENTORY REMOVED FROM INVENTORY DISPOSITION
i = Invento
Dste Quantity Lot # Received Date Dispensed Amount Assigned to D;qusltlo: Confirmed Comments Ba|ance:y
Received (total ExoDate Y (iireats Dispensed | el Dispensed Lot # (ppt ID- W(:ﬂe':""::tirrene'd by il
(mm/dd/yyyy) ml) P CATRDEI | ) | [ s (ml) 4 digits) oxpired) | (initials/date)

i/
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y Inventories¢c CTNOO51

CTN-0051 Site Medication Inventory Log — Vivitrol (XR-NTX)

Single use kits containing: one 380 mg vial of XR-NTX microspheres, diluent, syringe and needles

Site Name: Page of
RECEIVED INTO INVENTORY REMOVED FROM INVENTORY DISPOSITION
- Disposition ; Inventory
& Datte d Quantity Lot # Received 5 ez - Dispensed ook Ass('g‘:f;j to e, Conft:rmed Comments Balance
eceive : e ispense: o ppt ID- Y ki
T (kits) Exp Date by (initials) G by (initials) 4 digits) wast::’,):'::)rned, it ate] (kits)

*Dispensed kits that were not opened may be returned to inventory and assigned to another participant. If the kit seal has been broken, any portion of that kit used, or if kept out of

temperature range for more than 7 days, disposition should be noted as “wasted”. 18
e
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J Inventoriesc CTNOO51

CTN-0051 Site Medication Inventory Log — Suboxone (BUP-NX)

4mg sublingual film

Site Name: Page of
RECEIVED INTO INVENTORY REMOVED FROM INVENTORY DISPOSITION
Inventory
Date Quantity ot # P Date o pensed| Amount Assigned to| Disposition | Confirmed Gormments Balance
Received (#4mg EvpDate by (initials) Dispensed by (initials) Dispensed Lot # (ppt ID- (dispensed, by (4mg films)

(mm/dd/yyyy) films) (mm/dd/yyyy) (#films) 4 digits) returned, expired) | (initials/date)

*Suboxone films that were dispensed from inventory but not given to the participant may be returned to inventory.
Suboxone films returned by the participant as untaken or missed doses should be returned to the pharmacy for accountability, but should not be returned to the drug inventory. 19
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Inventoriesc CTNOO51

CTN-0051 Site Medication Waste Log — Suboxone (BUP-NX)

Wasted 4mg and 8mg sublingual film

Site Name: Page of
y Quantity wasted (# films) Date
As(sg?gito e o returned by Eeceivet Eorrirments Return balance
pdp‘ its) ppt by (initials)
1813 # films Lot # # films Lot # (i ad ) 4mg 8 mg

*Suboxone returned by the participant as untaken or missed doses should be returned to the pharmacy for accountability, but should not be returned to the drug inventory. All
Suboxone waste should be documented on this log. All returns for a given participant should be collected and maintained in a baggie until a CCC monitor has completed
reconciliation and approved the return to EMINENT.
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; Storage

A All 3rmedications hadidifferentstorage
requiremertts

A Locations: drug saferéfrigerator
A Temperaturemoiitoring
A Accesgisectirity

21
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; Dispensing

A LocalsS@Ps .
A Paricipant-medication
logs

ep-atecardiof:
| Date
| Amount
I Dose
|
|

- Lot #
- etc.

WEB SEMINAR SERIES 2016
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Participant ID: (4 digits)

Injectable naloxone (naloxone challenge)

CTN-0051 Participant Medication Log — Vivitrol Arm

Injection
number

Administered

Date

(mm/dd/vyyy)

Time
{24hr format)

Total Dose

Lot#

Route (Iv, IM, 5C)

Administered by
(initials)

Comments

1

2

6

7

The number of naloxone challenges may vary. Participants randomized to Vivitrol must pass a naloxone challenge prior to the initial administration. It may take more than one

challenge for a participant to be inducted. It is also possible that a participant may be re-inducted if too much time has elapsed between Vivitrol injections.

Vivitral (XR-NTX)

Injection
number

Administered

Date

(mm/dd/vyyy)

Time
{24hr format)

Dose Amount

Lot#

Injection Site
(Left or Right)

Administered by
(initials)

Comments

1

2

6

7

Vivitrol will be administered approximately every 4 weeks, with the final injection occurring no later than week 22. Time between injections must be at least 21 days. In some
cases, this may result in a participant receiving a 7 injection.

23




y Dispensing; CTNOO51 PPT Medication Logs

Participant ID: (4 digits)

WEB SEMINAR SERIES 2016

CTN-0051 Participant Medication Log — Suboxone Arm

Page 1 of 2

Suboxone dispensing is expected at study weeks 0, 1, 2, 3, 4, 6, 8, 10, 12, 14, 16, and 20. Suboxone may be dispensed outside of this schedule (e.qg., if a participant misses a
dispensing visit) and should be noted in the week in which the dispensing occurs (shaded lines).

Study Date
week | (mm/dd/yyyy)

Prescribed
Daily Dose
(mg)

Days dose
missed
(prior week)

# films returned
by participant Amount Dispensed
(waste)
4mg Bmg 4 mg films 8 mg films
# films Lot # # films Lot #

Prescribed
by

{initials)

Comments

10

11

12

13

14

15

16

24
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D Documentation

lesHot shipping:regepts
A Presciiptions
A Signatuegdog(s)
A Training
A Bimdters

25
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; Site Challengeg CTNOO51

A Openllabéle sitesatready tisingtheseaniedications,
extra precatutionsddkeepinventeresseparate

A Process ditAs oS @necR2rfy Qsé indyiiSu@ S & a | |
prescriptionsiin thedegutarocoirse lof dusiness

A SORs §OhstddveloReS i@ St 2ubiySiRen'F 2 NI U |
necessalnlydollowed by site=staffathat
were wsed toldoipgtinngsiiciffenently

A Staff turnovere in allong:tiial ffotks
trained imitially rmaynnotstilbbethe
onesihandhagithetstiidyrdeug
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Before,cduning ; andtat cleseout of stadies
QUALITY ASSURANCE (QA) IN IP
ACCOUNTABILITY
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; Quality Assurance In IP Accountability

before ﬂhl@gfﬁmwmgn@mmﬂ%@

pmg‘@S@@dﬁdS HWD@M@LH‘@W@ areiion file
Z6)°"GCP=8.2) and

accountabilityoproceduresrareladegudte fonstudy

conduct((ICHXE6)GCP.8)4.7).

A IP ttacumentation! duringhtheitriab tonensuresthat 1P
has!heen usédaccording totheoprotoCol{ICH (E6)

GCP:8.223).

A After trial comptetion‘for thefifinad accouinting of IP,
includiimgciiryg ¢eceived|idispensediueturneds and

destroyet! (ICHE(E6) GEPR)8.4).

28
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Q QA of IP On Site

A Sitessshould ensure thatl all 4P shipm
are accurate

A Recondiled Raccountabilitystogsiandensure
storagermoinitonngdogsrare; currentvinvientory

A Ensueethat any exctirsions=afecdocumented
approprietely

A Consultthe\MO Pmodule for tPcpracedures at

closeout,[estructiommstriicticnsnand<Site
Reatimessofor|Cleseolh €hecklist

antorecords

29
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; QA of IP On Site

A CCO/Monitotdto/work inithiisitesstaff anudrug
return

A Sitestaff eeguireddaconiptete thigernit!|
(IP) feorm

30
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D Guidance for Medication Return for CTD0O51

NIDA CTN-0051 BUP-NX Medication Return October 7, 2014
Version 1.0

CTN-0051 BUP-NX Medication Return

BUP-NX (provided as Suboxone® sublingual film, 4mg and 8mg) that is returned by a
participant may not be re-issued for use. All unused study medication will be logged into a
cumulative inventory which tracks the return of study medication. All damaged, returned,
expired or unused study medication must be reconciled by the NIDA CCC site monitor before
the medication can be sent to the central distributor or a reverse distributor for destruction, as
per the protocol (Section 8.6.4 Used/Unused Medication).

During an on-site monitoring visit, the NIDA CCC site monitor will perform drug reconciliation.
The monitor, along with a site staff member, will then complete the Agent Return Form. The site
staff member who is observing the reconciliation and consolidation process and the monitor who
is performing the process must sign and date the form.

After the form is completed, make two photocopies of the Agent Return Form. Place the original
inside the package (to be returned to EMINENT), give one copy to the monitor, and keep the
second copy in the site records.

The monitor will provide all the necessary supplies (envelopes, baggies, airbills) needed to
return study medication.

31



SERVICES CORPORATION

The Agents listed below were returned by:

The EMMES Corporation - NIDA (Protocol# CTN-0051)
AGENT RETURN FORM

WEB SEMINAR SERIES 2016

INSTRUCTIONS FOR INVESTIGATOR
Type or prin clearty all information-one ilem per Bne. Fill in 8l seclions.

1.
2 DO NOT mark in he shaded area.
i . kY wdl date sl
Site Name: 4 :J;i"lllex:edswelblrilirizehﬂix;eald heakage.
8 Encioss the comgieled Bl wilh he agents and refum o
Site#: The EMMES Coerporation - NIDA (Protocol CTN-0051) (0046)
clo EMINENT Services Corporation
Address: 7495 New Technology Way
Frederick, MD 21703
Phone# 240-629-1972
Status For EMINENT Use Only
Agent Name Unit (Used / Quantity Lot #
Received by:
Unused) Rec. No. Y
Date:
Suboxone® (buprenorphine and naloxone) 1 Film Unused
sublingual film, 4 mg/1 mg Pauch
Checked by:
Suboxone® (buprenorphine and naloxone 1 Film
F P ) P ) Unused Date:
sublingual film, 8 mg/2 mg Pouch
To be completed by site
Individual preparing this list:
(if other than the investigator) Name (Site Staff) Title
Signature and Date (Site Staff) Telephone No.
Name (CCC Monitor) Title
Signature and Date (CCC Monitor) Telephone No.

Comments:

0046_Rel_CTN-0051_09222014
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; Quality Assurance of IP Records after Closeout

A Addressany outstaidingsiss:

related o ithel IPdecaids

A Prepare:the IPerecdro

eslandactiemitems

sifordong term s

orage

A Answer=any questionsitheCECymayditectito the
site iimithepraecessiot:recoiicitingudrisgdogs
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; Additional IP Accountability after Study Closeout

A All dinugltegs sugpliet to-Regtdatony: entities! and
suppliers
I Sites to provide final drug logs to CCC for summary
reporting
A CCCdal doaverdlkReconciliatibni{between
distribution, receéipt zadministration; icispositiomstoss,
destructionrrecords)
A IPDispositior Pracederes
I IP returned to the central pharmacy for destruction or
storage, or

I Sites may donate the remaining IP (if not expired) per
local and institutional policy
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; QAc¢ Challenges in IP Accountabillity

A Longwisitintervalszcandead topaiticipants
missingddesesrannisplaging:medication

A Incomgletel tagsdeadchtorunaccounted:-redication

A Missingjinformatiorvoncogs:careléad to
impossibterceconciiations

A Omiissionmof transfer documentatiofe. fe.g.,
shippingreeegipts)canrdead tounmaccounted
medication
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WRAP UP


https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjx16Hf0tPPAhVMMz4KHZHGDjoQjRwIBw&url=https://www.linkedin.com/pulse/diary-hack-victim-never-finding-culprit-christopher-sly&bvm=bv.135475266,d.cWw&psig=AFQjCNHleq4569bX3TtjaaeXCtSBZRqahA&ust=1476306028398262
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Jci1S sre vSaal 35ax
A DrugNanagementandcAccountability-is)reéquireddased
on GCRgudelines and-etheprégulatennstandards
A BEveryonedisimiobed;from the spansor:te thed gaddNode
CCCIDSGEnandahes research sité staff
A Drugrmanagemerithasla:lof of-nmioving pants and'can be
complex
A Planfforcingg accountability-early inthe dévelopment
phasecof thesstugyzéffont updrant may \savientime: e the
end
A 52 yrddke iINBvYek | TiHSre dieKoSls ogt K& &ifiaT
can lreuasedwvhenr ereatingarug:tags oo yaurigtudy
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