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Presentation Objectives

* Pharmacy security is important. What are the
expectation at the time of the audit?

*|s storage of drug appropriate?

Are supplied drug stored under proper
conditions?

* DARFs ~ Drug Accountability Record Form

Are the NCI| DARFs being used and correctly
maintained?

 Standard DARF

- Oral DARF
A *eDARF

° Dharmgh\/ ractilfe




*So let's try to
help sort this
out...
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Security

* Access to Pharmacy

*Who has access”?
* Pharmacy Staff
* Research Staff

*|s the unit locked?
- Badge Access
*Key
* A bell to get into the Pharmacy
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Is this secure?
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Authorized Prescribers

* Who are the authorized Prescribers?
* Are all Investigators CTEP registered?

*|s there a process in place to be sure each
investigator remains compliant?

* Only Physicians that are CTEP registered
can order and dispense investigational drug.
Nurse Practitioners, Physician Assistant
cannot order supply drug unless the order is
cosigned by a CTEP registered Physician.




Storage

* s there temperature
monitoring”?

*|s there an Alarm?

* Shelf storage
*|s the study drug

stored separately
from commercial
drug?
*|s the returned drug
stored separately?
A » How are patient
seemsoan drugs returned?




DARF
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DARFs

* Drug Accountability Record Form
« Standard DARF
* Oral DARF

eDARF

* These DARF’s are used to track the disposition
of investigational agents used for NCI clinical
trials

e DARF forms can be found on CTEP website:
http://ctep.cancer.gov/forms
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Standard DARF

[ PrintForm || SaveAs || Reset Form |

Collection of this Informaion iz authorzed under 21 CFR 312.57. The information Is colectad 1o ensure compilance with Food and Drug Adminizratsion (FDA) requirements for NCI OMB No. 03250513
az an IND monsorandmmmmbﬂ apents are under the control and accounted for Dy competent authorty. The Information may be disciosed 1o researchers for Sxpires: 02312019
Investigaticnal DUrpOses, SPONSOrs of ciimical trais and ther company collaborators, the applicabie Institusonal Review Socard, NCI, FDA, and the Department of Heaith and Human NE-IIES

Services. Submission of thiz Information Is voluntary however, In order %0r YOou 10 COnduct 3 Studly In 3ccorcance with rejevant, current protocols, Yoo must compiets ail Nieids.

P\olc reporting burden %or this collection of Information I esimated 10 average 4 minutes per response, lncu@’-glhetme‘orrenedng mSructions, zearching sxisting dabs zources, Wnoaﬁdrnannﬂnﬂ
data needed, and compietng and revieaing the colecton of Information. An agenoy may not . and a p Ic not to d to, a

dlwmaom OME control number. Send comments regarding thiz burden e'tmaeormyomerazveﬂo‘tm' oohecﬁoﬂufrfbc"'cbon nouang Atgoe'ton"brmrq this burden, to: NIH

Froject Clearance Branch, 6705 Rockiedge Drive, MEC 7374, Sethesda, MD 205SQ-TS7T4, ATTN: FRA (0325-05123). Do not retumn the compieted form to this address.

National Institutes of Health Diwvision of Cancer Treatment and Diagnosis PAGE NO
National Cancer Institute Cancer Therapy Evaluation Program -

CONTROL RECORD ]

Investigational Agent Accountability Record SATELLITE RECORD

Name of Institution: NCI Protocol No.:

Agent Name: Dose Form and Strength:

Protocol Tithe: Dispensing Area:

Investigator Name: CTEP Investigator ID:

Line Patent’s Quantity Balance Forward Manufacturer Recorder's

No. Date Initals Patient’s ID No. Dose Dispensed or and Lot No. Initials
Received Balance

1.

2.

3

4.

5.
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Standard DARF

[ PrintForm || SaveAs || Reset Form |

Collection of this Informaion iz authorzed under 21 CFR 312.57. The information Is colectad 1o ensure compilance with Food and Drug Adminizratsion (FDA) requirements for NCI OMB No. 03250513
az an IND monsorandmmmmbﬂ apents are under the control and accounted for Dy competent authorty. The Information may be disciosed 1o researchers for Sxpires: 02312019
Investigaticnal DUrpOses, SPONSOrs of ciimical trais and ther company collaborators, the applicabie Institusonal Review Socard, NCI, FDA, and the Department of Heaith and Human NE-IIES

Services. Submission of thiz Information Is voluntary however, In order %0r YOou 10 COnduct 3 Studly In 3ccorcance with rejevant, current protocols, Yoo must compiets ail Nieids.

P\olc reporting burden %or this collection of Information I esimated 10 average 4 minutes per response, lncu@’-glhetme‘orrenedng mSructions, zearching sxisting dabs zources, Wnoaﬁdrnannﬂnﬂ
data needed, and compietng and revieaing the colecton of Information. An agenoy may not . and a p Ic not to d to, a

dlwmaom OME control number. Send comments regarding thiz burden e'tmaeormyomerazveﬂo‘tm' oohecﬁoﬂufrfbc"'cbon nouang Atgoe'ton"brmrq this burden, to: NIH

Froject Clearance Branch, 6705 Rockiedge Drive, MEC 7374, Sethesda, MD 205SQ-TS7T4, ATTN: FRA (0325-05123). Do not retumn the compieted form to this address.

National Institutes of Health Diwvision of Cancer Treatment and Diagnosis PAGE NO
National Cancer Institute Cancer Therapy Evaluation Program -

CONTROL RECORD ]

Investigational Agent Accountability Record SATELLITE RECORD

Name of Institution: NCI Protocol No.:

Agent Name: Dose Form and Strength:

Protocol Tithe: Dispensing Area:

Investigator Name: CTEP Investigator ID:

Line Patent’s Quantity Balance Forward Manufacturer Recorder's

No. Date Initals Patient’s ID No. Dose Dispensed or and Lot No. Initials
Received Balance

1.

2.

3

4.

5.
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Oral DARFs
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Oral DARFs

* Must be used for all NCI studies using an oral
agent

 All headers must be completed

* You must use the correct dispensing row to
document patient drug return by completing the
date returns and the quantity returns
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Oral DARF
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Common DARF Errors




DARF - Headers

« Common audit errors or Missing information
* Protocaol title
* Dispensing Area
 Control/Satellite check box
* Page number(s)
* Dose form and strength
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DARF Entry Errors

« Common audit entry errors
 Entry of the drug received from the NCI
 Patient initials not listed
* Balance totals not completed
* Correct patient dose
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Example of an
Incomplete DARF

Cebaction of (M INormeion & sutarized under 21 CFR 312,67, Thiz rformaticn o collecied 1o ensure camplarce with Fecd and Dnag Administration (FDA) requirsments foe NCI a5 an IND spanscr and that svesigalionsl agents ar¢ under the Fom Approved
con¥ol arg accouried Sor by competent autharity. The iInfarmanon may be discicasd fo ressarchers for mvesipstional purposes, spansars of dinlcal irials and their comgany collaborstors, the appliicable Instinsunal Review Board NCIL, FOA and OMB No. 09250513
Ceparment of Heakh ard Human Senices. SLbmission of this information & velund Ay, Powever, i orde for you to conduct 8 stuay In socordance with relevant, cument protocels, you must comglens il fakds. Expres CW312019

Fubiic reportng burden for this codlection of infenmalin is eslimeled 1o averages 4 minules per reu:mse Inclucding the Sme for eviawing INSLCIONS, SA5"CYing axising data sources, guthenng and maimisning the daln necded and cormpletng and revewing ta calaction of
Informat on. AN agency may not conduct of spensor, and a person Is not q to dto,a of information unless it displays » currently valid OMB control number. Send comments regarsing s burden |u-lnu|-c Or G0 SINer aspect of this
calecton of informsten includng suonesters ‘o reduarg tha burdan, 1o7 NIH, Proget O carsecn Branch 8705 Rockiedgs Drve MSC 7874 Sethesde MD 20892.7874. ATTN: PRA (0925-0513] D not ratum the ceimgleles form 1o this sccress

National Institutes of Health
PAGE NO.

Investigational Agent Accountability Record National Cancer Institute -
Oral agents ONLY Dhvision of Cancer Treatment and Disgnosis | CONTROL RECORD [

Cancer Therapy Evaluation Program SATELLITE RECORD [

Name of Institution: Investigator Name: CTEP Investigater 1D:
Hematology and Oncology of America Janey Smith, MD 987654
Protocol Title ' NCI Protocol No: Local Protocol Na: Dispensing Area:
::\:;'L U.:;r{r'.m‘.w.m, va. Ereshtamide, Aberaterone ard Prednisone for Castralz Resistant Mesastatic A031201 Control Pharmacy
Agent Name: Dose Form and Strength: Botlle size {e.q,, # tablets/bottle):
Enzalutamide 120 capsules/bottle
Line | Patients Quantity Balance Forward Manufacturer Recorder's | Expiration 1 Date Quantity | Recorder's
No. Date Initiats Patient’s 1D No. Dose Dispensed cf and Lot No. Initials Date (if Patient Patient Initials

‘ Received Balance available) | Retuned | Returned

o bel-fs (RW [IHJIN) | HOme | —[botte) Z 12345 | PMR | 7-31-/2(-215 | Dagrlix| PME
2 |7 I45 | recd ' YOhel +3both] S l234s—¢ | Pw)3 |4-1517
, b«zwr Rw l1M1fl(t YOue | ~Lbokle | 4 123954 | PAB |7-31H{7 707K | capla| PHB
o |7-545 | T13 1222222 wa:; - lbotllk| 3 12395=¢ | Pmr3 |7-347
s [FZ9-L RW LI Yome¢ | = [bof,| Z 2395- 4 | PMI3
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Example of an
Incomplete DARF

Informmedion & sularized under 21 CFR 312.67. This mformation o collecied 1 ensure camplarce with Feed and Dnug Administration (FDW&) requiresnents for NCI 25 ar IND sponscr and that svesigalionsl agents are under the Form Approved
OMB No. 09250513

Expires 03120139

Cobaction of hs
conral and accounied Sor by competent autharily. The informaton may be discicasd 1o ressarchers for mvesigaional purposes, spansars of dinlcal irials and their comgany collaboraters, the sapiicable Instilviunal Review Board, NCI, FOA and

Ceparyment of Heakh ard Human Sendces, Submission of this irfoomation & velund Ay, Fowever, in ordey for you to conduct & stuay In socordance with relevant, cument protocels, you must somglee sl fakds,
Fubic reportrg burden for this callaction of infonmatice is eslimeled 1o aversge 4 minules per res;nnse Inclucing the Sme for eviawing INSUCIONS, SA5"CYing asing dats sources, gathering and maimisning the dala necded. and comgpletng and revewing e calaction of
Informat cn. AN agency may not conduct of sponsor, and 3 person Is not q to dto, a of information unless it displays a currently valid OMB control number. Send o dan cslimale or Gy 2INer B5pect of this
callection of informaten. includng suooesters ‘o reduarg this burdan, 10; NIH, Prasct C uAl)vl.x Branch 8705 Rockiedgs Dnve. MSC 7874 Sethesde MD 20832.7874. ATTN: PRA (0925-0513], De lmur tha comgleied DEN 10 this sccrass

National Institutes of Health

Investigational Agent Accountability Record 3‘&‘2”' (;acncerln?lw(;m S
on of Cancer Treal ni n
Oral agents M Cancer Therapy Evaluation Program 2

SATELLITE RECORD [

Name of Institution: Investigator Name: CTEP Investigater 1D:
Hematology and Oncology of America Janey Smith, MD 987654
Protocol Title . NCI Protocol No: Local Protocol Na: Dispensing Area:
::Ij:rlc Cv:‘:n:clfF'x.-,.‘.l'.orma va. Erealtamide, Aberaterone ara Prednisone for Castrals Resistant Metastatc W Control Pharmacy
Agent Name: " Dose Form and Strength: }onle size (e.q.,  tablets/bottle):
Enzalutamide S~ 120 capsules/bottle
Line ' Patient's Quantity Balance Forvard Manufacturer Recorder's | Expiration Date Quantity | Recorder's
No. Date Inifials Palient's 1D No. Dose Dispensed c¢ and Lot No. Initials Date (if Patient Patient Initials

\ Received Balance available) | Returned | Retumned

7-3/-11 4291 | sgrls) PME
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Completed Oral DARF

Coleesco of Iha informelion is subcnzed under 21 CFR 312.57. This nfcrmation is colecisd 1o srsws complancs with Food and Drug Adminsiration (FDW) reguiremants for NC| &3 an IND spantor and that imvestigatonal agents are under tha: FOIm Appesud
ooniral and accounted for by comgetant authorky, Tha iformation may be disdosed to researchers for iInvastigadonal purposes, Sponsars of ehnical Yids sod thew corpany colaborators, the applcable Insthtionat Review Board NCI, FDA and OMB No. 0ez5-0812
Department of Health and Haman Servicas. Submission of 18 infomvation is volurtary, however, in order ‘o you 1o concLet @ study In accordance with rebeant, cument peotocols, you muet complete all Selds. Expres. 0373172018

Public recoring burden fo° this soliection of informalon is esimaled to average 4 moutes par response, Mckaing T ime for Taviewlng insirustions, searching exishing o2 50ures, JATrng anc mantsinrg the dala nescad. and completing and reviewing the callechon of
Frormelion. An agency may mot conduct of spoasor, snd & parson is not required 1o respond to, 3 collaction of information unless it displays a currently valld OMB control number. Send commants regarded this burdin asi el o any cther sspect of thes
coliecton of informabion. nclading SLgaes! ons for Zeducing 1s burdan. 1o, NM. Broject Clearance Srarch, 5708 Recdadgs Dok, MSC 7974, Belnasca, MO 20822.7374 ATTN: PRA (CS25-0513). Da 2ot retum the completed foem 15 this sddrass

National Institutes of Health PAGE NO ,

Investigational Agent Accountability Record Nationsl Cancer Ins¥huls ‘

Oral agents ONLY Division of Cancer Treatment and Diagnosis | CONTROL RECORD [

T Cancer Therapy Evaluation Program
SATELLITE RECORD [

Name of Institution: Investigator Name: CTEP Investigator ID:
Hematology and Oncology of America Janey Smith, MD 987654
Protocol Title: NCI Protocol No: Local Protocol No: Dispensing Area:
Phass || Trial of Enzaiutameds ve. Enzalutar Adsralarone Frearesone for Caslnete R Mulasis
Prosm Cancr s At s e r Gulnn Frssnianssie | A031201 Control Pharmacy
Agenl Name: Dose Form and Strength: Bottle size (e.g., # tablets/bottla):
Enzalutamide 40 mg capsules 120 capsules/bottle
Line Patient’s Quantity Balance Forward Manufacturer Recorder's | Expiration Date Quantity | Recorder's
No. Dale Initials Patient's ID No. Dose Dispensed or and Lot No. Initiats Date (if Patient Patient Initials

available) Returned Returned
172345¢ | PNB | 7.31.{7
122956 PMR|7:31/7 ;zfo/r l0%psh, Pmi
12295 ¢ | P13 | 731- 10 27151 & gkt P13
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7-S~5 | TR (22212 Homs | — | bottle
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eDARPF’s
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eDARPF’s

* If a Pharmacy accountability software is used, a paper copy
must be printed for the audit that is identical to an NCI DARF

* The NCI/PMB does not endorse any pharmacy software

package
e e ]

t_‘.‘).' E
]

Py o o — — — — —

y<
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Pharmacy Audit Results




Pharmacy Audit Results

* Pharmacy are either Critical-Non—Compliant,
Non-Compliant, Compliant or Not reviewed.

* [f the Pharmacy section has too many non-
compliant issues an unacceptable rating will be
assigned.

* An unacceptable will require a re-audit within
12 months

* Re-audit can be for the pharmacy section only
or a full re-audit.




Enid was ﬁnd/y f?ady 13 admit that
Compliance. was a bit mere corplicated
Than she First ﬁw«g/.f.

FOR CLINICALTRIALS IN ONCOLOGY



Critical-Non-Compliant

* Inability to track the disposition of NCl-supplied
study drug.

* Multiple non-compliant categories identified.

* A single Critical Non-compliance finding.

* Any Finding identified before or during an audit
that is suspected to be fraudulent activity
should be cited as Critical - Non - Compliant




Example of a
Critical - non - compliant
issue

* A shipping receipt for 13 bottles of study agent
on 7/27/16 is not entered on the DARF.
Dispensing of agent on 8/8/16 is documented
on the DARF. No other entries were made on
the DARF. In addition there is a shipping receipt
for 13 bottles on 11/2/16. The site staff present
at the audit state that there are patients still on
active treatment receiving supplied study agent.




Critical-Non-Compliant

* Inability to track the disposition of NCl-supplied
study drug.

* Multiple non-compliant categories identified.

* A single Critical Non-compliance finding.

* Any Finding identified before or during an audit
that is suspected to be fraudulent activity
should be cited as Critical - Non - Compliant




Critical-Non-Compliant

* Inability to track the disposition of NCl-supplie
tudy drug.

* Multiple non-compliant categories identified.

* A single Critical Non-compliance finding.

* Any Finding identified before or during an audit
that is suspected to be fraudulent activity
should be cited as Critical - Non - Compliant




Example of a
Critical - non - compliant
issue

e Corrections are not lined out, initialed and
dated on paper DARF

« Study — supplied agent dispensed to a
registered patient/study participant and not
recorded on the appropriate DARF

 Dispensing of study supplied agent to a non —
registered patient/study participant




Critical - non - compliant
issue

Lack of a DARF(s) to verify cancer
control/Imaging study supplied agents are
administered to patients/ study participants.

« Study — supplied agent dispensed to a
registered patlent/study partlc:lpant and not
recorded

ispensing of study supplied agent to a non —
eqgistered patient/study participant




DARF’s shipping receipts
Study specific vs. Patient specific

* How is drug
supplied ?

* Is the
DARF
study
specific
(open
label) ?

* Is the
DARF
patient
specific
(double-
blinded) ?
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Standard Order Shipping Record

Phammmucal Management Bnnch SHIPMENT RECORD OF CLINICAL Cm”‘“
9609 A 3}‘. Ev: ahnuon Program, DCTD. NCI| prUG REQUEST tcmkglfc
GI.UOI' Dnve 4 =

Room SW228, MSC 9725 LINEIR R IIlIIlll]IIIIlllllIllIlllIIlIlIlllllllllIIl]lIlIlIllIIlII Ocder # 20142240043
Betbe# 43)113_{222:59;-5PAO\ ok meas Date Authorized: 08/12/2014 Order Ref £ 0-1039409
Phooe (2 &l / ax (.’ ot bt eeaea:
Email: PAR-2_ L owmsarmail nih gov I e PSS |

NCIProwcol= | Nsc | Agent Name | Swength & Fornmiaticn | oOTY | MFG & LOT #

m§.1 111 724772 Sorafenib (BAY 43-9006; 200 mg Tablets 4 BAY

Nexavar) 140 TabletsBonle CT1931/32

=
Patient-Specific Order Shipping Record

Pharmaceutical Management Branch SHIPMENT RECORD OF CLINICAL Couner:
gg&ge\rm g E\al‘.ll;gon Program DCTD, NCI| pruG REQUEST Accot;;tf#
1 C: enter ve Acct #
Room 5W228, MSC 9725 JEECE A A0 R0 OO T HIEY Ot # 2014224 9008-8L
Bethesda, MD 20892-9725 _ Date Authonzed: 08/12/2013 Order Ref # 0-1039409
Phone (240) 276-6575 Fax (240) 276-7893 Date Needed: 087262013
Email: PMBafterhours@mail nih gov
NCI Protocol # | NSC__| Agent Name | Strength & Fornmlation | QTY | MFG & LOT #
E1111 724772 Sorafenib 200 mg or Placebo bottle 140 Tablets 4

?

u
PATIENT ID: 1212121 PATIENT INITIAL: A, XX 4——/———)

The key is to check the drug
receipt




DARF Drug Returns

* Returns
 Follow protocol for return or destruction

* [f possible transfer drug to another study ,
they will need to follow PMB guidelines.

* Returns should be done within 90 days per
CTMB guidelines (this is not pharma)

* All documentation of return or destruction of
drug should be maintained




* PMB information
* http://ctep.cancer.gov/branche
s/pmb
* Newsletters

* Pharmacy training
Videos

« CTMB guidelines
» Section 5.3

ctep.cancer.gov/branches/ctmb
/clinical Trials/monitoring

* https://www.allianceforclinicalt
rialsinoncology.org/main

Alliance P & P Section 2.8.7.3






Questions

y<
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"Iv's safe to come ou? - the auditors have gone *
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