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October 2022 Study of the Month

What

The purpose of this clinical research study is to evaluate the
safety, tolerability, and pharmacokinetics of olanzapine and
samidorphan in children with bipolar | disorder.

Who
Children 10-12 years of age who are affected by bipolar
disorder and are still experiencing symptoms.

Pay

Participants will receive compensation for their
transportation and/or time for study visits. All study visits,
tests, procedures, and medications will be provided at no
cost to participants.

Details
For more information, contact Emily Baltes-Thompson
at 513-558-3952 or baltesec@ucmail.uc.edu.

werrs & | 1@ Health.

CINCINNATI
24-22 IRB # 2021-0485
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UC Health Annual Flu Campaign

The UCH annual flu campaign starts the week of October 39, 2022.
The flu vaccine is a mandatory requirement and of utmostimportance this year with the continued challenge of
COVID-19.
UC Health Employee Health will be providing the flu vaccine, free of charge, to employees and affiliates but also
willingly accept documentation of the vaccine received elsewhere.

If you are a UCH Employee, or a UCP employee hired prior to April1, 2022, the survey (consent form) will be
in Readyset. This survey must be filled out prior to receiving your vaccine, and also if you receive the
vaccine elsewhere.

All UC Health employees and clinicians are
required to receive an annual flu vaccination by
Friday, Nov. 11, at § p.m

Please contact UCH Employee Health for any questions
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Today’s Presentation:

IDS (Investigational Pharmacy)
A great drug interaction

Please join us for a look into the world of Investigational Drug Services and its relationship to other
research areas. Discover the innovations propelling the growth of IDS and refresh pharmacy tips and
tricks for IDS requests.

Mary Burns, PharmD Dorice Smith, BA, CPhT

IDS Pharmacist IDS Pharmacy Technician
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Investigational Pharmacy Services
(IDS)

A Great Drug Interaction!

Dorice Smith, CPhT, CSPT
Mary Burns, PharmD, RPH




Objectives

o Provide an overview of what IDS does
o Who, What, Where, When, How and WHY

o What is Vestigo

o What is Versatrak
o Prescriptions!?

o Epic

o Fee Schedule

o Success Stories




Who

Personnel

e Technicians: Dorice Smith, Dan Lechuga,
* Pharmacists: Mary Burns, Tazeen Fatima, Judy Houston, Kelli Johnson
* Supervisor: Eric Mueller, Pharm.D., FCCM, FCCP

Service Email: IDS-Pharmacy@uchealth.com

Location: Medical Science Building G253, G255, G257

Contact Numbers
During IDS Office Hours (Monday - Friday 0700-1630) 513-584-1766
After Hours Pharmacist Pager: 513-343-1046



mailto:IDS-Pharmacy@uchealth.com

o

o

Where

Medical Sciences Building: G253, G255, G257

o Turn left when exiting central pharmacy or right when
leaving resident office

o Go up stairs in Medical Sciences Building to G floor.
Walk to the end of the hallway and turn right in last
corridor

Refrigerators with drug in IDS, central pharmacy, 7E |

Study Sites:
« UCMC
 UCGNI
* Barrett

Satellite Sites:
- WCH
* Mobile Stroke Unit




What is IDS Pharmacy?

o |IDS = Investigational Drug Services
o A division of pharmacy services that is responsible for facilitating (procuring,
storing, preparing and dispensing) investigational agents for trials conducted at
University of Cincinnati Medical Center

o Licensed Pharmacy focused on dispensing “investigational agents”

o Novel agents (all drugs not approved by the FDA)
o FDA approved agents being studied for a new labeled indication (Metformin being
studied in cancer)

o Substances placed in the body for research purposes (IV contrast dye for a CT scan that
would not be ordered were it not for the research protocol)




What oversight does IDS have?

o FDA

o Institutional Review Board (IRB): A committee formally designated to
review, approve and monitor biomedical research involving humans
in order to protect the rights and welfare of research subjects.

o Office of Clinical Research (OCR): Internal regulatory system
o CRO
o Pharmacy Management

o Must follow rules outlined by the Ohio Board of Pharmacy




What types of studies does IDS participate in?

o Approximately 400 active studies; Phase 0-4

L= o
Al -

o Every discipline: Oncology, hematology, neurology, |

trauma, psychology, NICU, cardiology, WESTIGATIONAL DRUG SERV | C E
pulmonology, vaccine, transplant, surgery... >

o Industry (Pfizer, Amgen, Roche)
o Consortium (NCI, PANCAN, ECOG, ALLIANCE)
o |nvestigator Initiated (lead by UC physicians)




How does a clinical trial work? -

W UL 1% L

Clinical trials occur in four phases, and each phase has a different purpose.

Phase |

Focus on safety
and the proper
dose.

15 to 50 patients

Phase Il

Focus on
effectiveness
and side effects.

Less than 100 patients

.....

Compares the
new treatment to

existing treatment.

Hundreds of people

Phase |V

&

Treatment is approved
and available. Long-term
effects are observed.

Thousands of people




How do studies come to be?

(e}

Planning Phase: feasibility (time, storage, drug preparation, workflow), cost estimates, detailed reading of
protocols/pharmacy manuals.

o Initial creation of internal Fact Sheets, Dispensing Guidelines, and drug prep Work Cards

(e}

Start Up Phase: IRB submission, SOAR meetings, Site initiation Visits, meeting with study teams

(e}

Open Enroliment Phase: Study drug is available on site and ready to dispense, Monitoring visits
o Drug Sources: Sponsor, internal purchase
o Protocol Updates
o Temperature monitoring

o Drug accountability: Vestigo

(e]

Close Enrollment Phase: Enroliment is complete, but patients remain on study or in follow-up

(e]

Study Closure Phase: Time after last patient, last visit. Reconciliation of all documents and data.




CAUTION: NEW DRUG - Limited by Federal Lawio
Keep out of reach of children
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How is
Dispensing

Different?

Which study?

*  Study training needed?

« Patient name, MRN, Subject ID
* |IWRS/vial assignments?

* Dose verification

*  Primary/Sub-Investigator

* Lot Kit #, Expiration (Why isn't

there an expiration!?)

« Time dispensed
*  Drug accountability
* Inventory?

* How to find drug information




Compounding Blinded Capsules

o Special service offered by IDS

o |DS orders drug, avicel powder, empty
capsules

o Process results in blinded capsules that
look identical (Ex: 2 batches of “Blue”
capsules compounded; one batch
contains Lexapro one contains placebo)

o Time consuming process
o Typically shorter expiration dating

o Communication is key!
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Ve St | gOT'V' (http://www.mccreadiegroup.com/vestigo/)

* Automated platform to improve accuracy, efficiency,
and safety

* Web-based supports ‘remote’ users and system-wide
access

. Dispensing
& Labeling

E PROTOCOL MANAGEMENT
] i
_ Authorized Prescribers Automated
Billing Protocol
: Billing
Dispensing arms
Drugs & Orders Electronic
Subject Inventory
Documents
Drug
Accountability
Logs

http:/fwww.mccreadiegroup. comivestigol (Accessed 2/3/2016)
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Industry

Protocol Numbers: mRNA-1273-P301 | Moderna; 2020-0603 | 2519-20 | P393 IRB: 2020-0603 (IRE status is active)

PlI: Carl Fichtenbaum {Car Fichtenbaum@®uc.edu) & Expe 772772021

Title: A Phase 3, Randomized, Stratified, Observer-Blind, Placebo-Controlled Study to Sponsor Site Mumber: Mo site number found
Evaluate the Efficacy, Safety, and Immunogenicity of mRNA-1273 SARS-CoV-2 Vaccine in

Adults Aged 18 Years and Older

Protoco rventory Patients/Subjects Protocol Docurnents Transaction Documents Temperature Documents Competency Access Billing Workload Contacts Access Codes Reporis Monitor Visits

IDS Options: Edit Protocol Close Out Protocel View Audit Trail
Protocol Identifiers | 4-

Mame 00 |identifier Protocol (NQI) Order on DARF Protocol (Local) Order on DARF

Vestigo ProtocolNumber mRMA-1273-P301 Do not display on DARF
Vestigo SecondlD Moderna; 2020-0603 2 Do not display on DARF
Vestigo IRB Number 2020-0603 Da not display on DARF Do not display on DARF
Vestigo ProtocollD F5958 Da not display on DARF Da not display on DARF
Vestigo ThirdID 2819-20 Do not display on DARF Do not display on DARF

Protocol Status:
Lead Sponsor:
Phase:
Intervention Type:

Study Design:

Protocol Group:

Protocel Binder Location:

Sponsor Type:
Facilities:
Print

Summary:

Recruiting: participants are currently being recruited and enrolled

ModernaTX, Inc
Phase 3
Drug

This is & Phase 3, randomized, stratified, observer-blind, placebo-controlled study to evaluate the efficacy, safety, and immunogenicity of mRMNA-1273 SARS-CoV-2 vacdne compared to placebo in adults 18
years of age and older who have no known history of SARS-CoV-2 infection but whaose locations or circumstances put them at appreciable risk of acquiring COVID-19 and/ar SARS-CoV-2 infection. Figure 1

shows the study flow,
Infectious Diseases

Pending
Industry
(Main} UCMC Investigational Phamacy

@Protocol Binder Cover Sheet @Print Protocool Labe

@Protocol Summary Report

Investigational product will be administered as an IM injection into the delicid musde on a 2-dose injection schedule on Days 1 and 29, with at least a 28-day interval between doses, Each injection will
have a velume of 0.5 mL and contain mRMA-1273 100 mcg, or saline placebe. Preferably, vaccine should be administered into the nondominant arm., The second dose of [P should be administered in the

same arm as the first dose.




Cooperative Group/Consortium

Protocol Numbers: MCI-2012-02186 | MRG-GYD18 | DS+ 2752-20 | P337 IRB: 2020-0075 (IRE status is active)
Pl: Amanda Jackson (jacks2ak@ucmail.ucedu) @ Expe 4/20/2022

Title: A Phase Ill Randomized, Placebo-Controlled Study of Pembrolizumab (MK-3475, Sponsor Site Number: OH-070
MNSC #776564) in Addition to Paclitaxel and Carboplatin for Measurable Stage 1l or IVA,

Stage IVE or Recurrent Endometrial Cancer

Protocol nventony Patients/Subjects Protoco saction D

ments Temperature Competency Access Billing Workload Contacts Access Codes Reports Monitor Visits

|DS Options: Edit Protocol Close Out Protocol View Audit Tra
Protocol Identifiers | =

e ———— e ——— O Protocoltoca Orderon DARF

estigo ProtocolNumber NCI-2019-02186 Do not display on DARF
\estigo SecondID MNRG-GY015 2 Da net display on DARF
ClinicalTrials Primary NCI-2019-02156 Do not display on DARF Do not display on DARF
estigo IRB Mumber 2020-0075 Do not display on DARF Da niot display on DARF
Westigo MCTID NCT03914612 Do not display on DARF Do not display on DARF
estigo ProtocollD P537 Do not display on DARF Da niot display on DARF
‘estigo ThirdID |DS# 2782-20 Do not display on DARF Do not display on DARF

Protocol Status:
Lead Sponsar:
Phase:
Intervention Type:
Study Design:

Protocol Group:

Protocol Binder Location:

Sponsor Type:
Facilities:
Print:

Summary:

Recruiting: participants are currently being recruited and enrelled

National Cancer Institute (NCI}) (Sponsor Site Study Number: OH-070)

Phase 3
Drug

Observational Model: Allocation: Randomized Intervention Model: Parallel Assignment Primary Purpose: Treatment Masking: Quadruple (Participant, Care Provider, Investigator, Outcomes Assessor)

HemyOnc
Open
Cooperative Group

{Main} UCMC Investigational Phamacy

®Protocol Binder Cover Sheet @Print Protocol Label @Protocol Summary Report

This phase Il trial studies how well the combination of pembrolizumab, paclitaxel and carboplatin, works compared with paclitaxel and carboplatin alone in treating patients with endometrial cancer that is
stage Il or IV, or has come back [recurrent). Immuneotherapy with monoclonal antibodies, such as pembrolizumab, may help the body’s immune system attack the cancer, and may interfere with the ability
of tumor cells to grow and spread. Paclitaxel and carboplatin are chemotherapy drugs used as part of the usual treatment approach for this type of cancer. This study aims to assess if adding
immunaotherapy to these drugs is better or worse than the usual approach for treatment of this cancer.




Investigator Initiated

Protocol Numbers: 2549-17 | 2017-0052 | Droege 2016 | P333

IRB: Mot Tracked

Pl: Michael Goodman (goodmamd@ucmailucedu) B

Title: Intercostal Liposemal Bupivacaine for the Management of Blunt Chest Wall Trruma Sponsor Site Number: Mo site number found
Protoco nventory Patients/Subjects Protocol Documents Transaction Documents Temperature Documents Competency Access Billing Workload Contacts Access Codes Reports Monitor Visits
1DS Options: Edit Protocal Close Qut Protocol View Audit Trail

Protocol Identifiers | 4

Protocl (NG Ordor on DARE Prtoco Loc Oder on DARF

Vestigo ProtocolMumber
Vestigo Second|D
ClinicalTrials Primary
Vestigo NCTID

Vestigo ProtocollD
Vestigo ThirdiD

Protocol Status:

Lead Sponsor:

Phase:

Intervention Type:

Study Design:

Protocol Group:

Protocol Binder Location:
Sponsor Type:

Facilities:

Print:

Summary:

254817 Do not display on DARF
2017-0052 Do not display on DARF 1

Droege 2016 Do not display on DARF Do not display on DARF
MCTO2749965 Do not display on DARF Do not display on DARF
P335 Do not display on DARF Do not display on DARF
Droege 2016 Do not display on DARF Do not display on DARF

Active, not recruiting: study is ongoing (i.e., patients are being treated or examined), but enroliment has completed

University of Cincinnati

Phase 2

Drug

Allocation: Randomized Intervention Madel: Parallel Assignment Masking: Treatment Primary Purpose: Double (Participant, Care Provider)
Trauma

Closed, Pending

Federal

{Main} UCMC Investigational Phammiacy, WCH Inpatient Phamacy

@Protocol Binder Cover Sheet @Print Protocol Label @Protocol Summary Report

This is a study of liposomal bupivacaine for pain control in patients with blunt chest wall trauma.
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What types of Services Do We Provide?

 Study Setup

« Randomizations

» Budgetary consultation and Feasibility

* Regulatory guidance and support (SOP’s and Site Blinding Plans)
« Multiple site coordination of pharmacy services

» EPIC protocol build and maintenance

» Drug procurement, storage, inventory management, accountability,
preparation, compounding, dispensing, monitoring

» Oral dosage forms to hazardous drugs to stem cell therapies
» Sterile product preparation and compounding

» Capsule/masked product compounding

* Drug Devices

« Coordination within and across UC Health Pharmacy Services
* Training upon request

16



Temperature Monitoring
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Versalrak

—
VERSATRAK

R E L E S5 S

VersaTrak is the second generation product brought to you by the creat
systemin Healthcare, back in 2009, Our experience and knowledge bas
VersaTrak is the next generation in wireless technology. We have creat
compliant, intuitive and user friendly software interface available. We a
technologies to benefit your Healthcare system. This allows you to mix
or cellular) hardware needs within the same system and even within the
bring you the most innovative software solution, we also provide our pat
technology that allows you to test and re-certify your transmitterstoa t
you already have an existing wireless system — allow us to upgrade it to

With your VersaTrak system you can monitor:

* Temperatures

* Relative humidity

* Equipment and door status

» Differential pressures

* Real time particle count

* (Gas levels and flow

* Steamtraps

* Water leaks

* Just about anything else you want to monitor, document and alarm!

Current Status Reports

IDC PR Holmes Rm. 1209A
Contact Anna Poston-Blahnik 1-859-
512-6028 or 513-543-9739 Enc
Mueller if in alarm

HOLMES 15T FL
® 72

Dept: Pharmacy
Equip Type: DS Pharmacy Refrigerator (36:46/10)

Open Alerts

Temperature
ANC Validator

2.2- 7.3 °C [Mo Delay]
94236/ E

TOOAY (@ 11:00-00 pm
=

Alert Dashboard
IDS ABS Pharmacy Refrigerator #2

IDS ABS Phamacy Refrigerator
S'mnglng Doors G-25TA

IDS in Main B210 (Near IVC Area)

TOOAY (@ 11:00-00 pm

TOOAY (@ 11:00-00 pm

sliding door G-257 PRFOLLETT
MSE MAIN PHARMACY
D s 8
& Pharmacy Pharmacy Pharmacy

Equip Type: DS Pharmacy Refrigerator (36/46/0) Equlp Type: DS 31arrr5 y Refrigerator (36/46/0) Equip Type:  IDS Pharmacy Refrigerator (36/46/10)

Temperature Temperature Temperature

ANC Validator ANC Validator ANC Validator

2.2-7.8°C [No Delay] 2.2-7.8°C [No Delay] 2.2 -7.8°C [No Delay]
133-12/E 37-1I/E 95-229/E

TODAY (@ 11:00:00 pm

IDS in UCMC Main Rm. 7150 PR
234135

Thermo Scientific
MAIN 7100

® 7R
Dept: Pharmacy
Equip Type:  IDS Pharmacy Refrigerator (36/46/0)

Temperature
ANC Validator

2.2-7.8°C [Ma Delay]

234-135/E

TOOAY (@ 11:00-00 pm

IDS LABRepCo G257A MSB
M5B

® ;R
Dept:
Equip Type:

Pharmacy
D5 Phamacy Refigerator (38/46/10)

12348/ E

Temperature
ANC Validator

2.2 - 7.8 °C [Mo Delay]

TOOAY (@ 11:00-00 pm

IDS PR HELMER 91-129 IDS PR HELMER
MSB (}255 MSB G -257TA

D s 8
Pharmacy
Equlp Type: IDS Pharmacy Refrigerator (35:46/10)
Temperature
ANC Validator
22-7.8°C Mo Delay]
91-129/E

TODAY @ 11:00:00 pm

Dm@

Pharmacy
Equlp Type: |IDS Pharmacy Refrigerator (3546/10)

Temperature
ANC Validator

2.2 -7.8°C [Mo Delay]
251-229 [ E
TODAY (@ 11:00:00 pm
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Daily Detail Report

University
Wednesday, October 12, 2022 thru Tuesday, October 18, 2022
IDC Room 1209 Ultra-Low Freezer Contact Anna Poston—-Blahnik 1-859-512-6028 or 513-543-9739 Eric Mueller in alarm / Temperature
Alert Range: IDS ULTRA LOW [-80.0°C - -70.2°C]

798 795 802 732 735 794 -73.5 -30.0 -73.0 80.2 805 737 802 -80.2 -80.2
o222z 48 824/-  &3%  -822)- -32.4 /- 794/ - 8014 - 795 - -30.4 /- 822 - 7971 - 822/- 15 - 822/- -32.4 /- 8131 - 1.5/ -
77.8°C 77.8°C 78.2°C 79.0°C 79.6°C 78.5°C 77.3°C 77.8°C 78.4°C 7B 4C 78.3°C 78.3°C 78.8°C 78.4°C 78.8°C
738 721 EY: -80.1 735 738 785 782 -73.1 -TB6 -73.0 -79.1 782 T35 739
oAz 48 S16/- 8B%  -B1E/- -30.6. - 315/ - 814 - 807 - 792 /- 789 - -79.0 - 79.8/- 793/ - -80.6.- 792/ - 795 - 795 -
71.3°C 71.5°C 77.3°C 78.3°C 78.0°C 78.7°C 71.5°C 77.8°C 71.6°C T7.3°C 71.5°C 77.3°C 77.6°C 71.7°C 77.4°C
735 -73.4 785 734 733 737 782 787 -73.1 785 775 733 734 737 792
Or14/2022 48 -05/- S8%  -79.7)- -30.5 .- -79.0 - 7914 - 793 /- 797 1- 7934 - 7871 - 79.0/- 785 - -79.3 /- 797 1- 305/ - 795 -
77.1°C 77.1°C 77.4°C 78.0°C 71.6°C 78.2°C 77.4°C 78.4°C 77.1°C 78.0°C 77.4°C 77.3°C 78.1°C 78.1°C 78.3°C
721 720 733 734 721 732 732 789 734 784 728 795 736 738 734
0M15/2022 48 802/- 6%  -802)- -80.1.- 794 - 802/ - 794 /- 798/ - 795 - 79.1 788/- 7924 - 795! - -80.0. - 798 - 8014
77.3°C 71.5°C 77.3°C 79.4°C 71.5°C 78.5°C 7.6°C 72.1°C 715°C 77.3°C 78.2°C 79.4°C 78.5°C 79.5°C 185°C
792 734 738 787 734 777 787 787 734 -79.3 -20.3 735 802 795 -80.0
01612022 48 818/- 8% -79T7I- B15.- 7974 - 790/ - 785.- 797 1- 795 - 7914 - B0.8/- 8101 - 795 /- B15/- 802/ - 814 -
77.4°C 77.4°C 73.7°C 77.4°C 71.7°C 77.4°C 71.7°C 77.8°C 71.5°C 73.0°C 79.6°C 78.3°C 78.3°C 73.3°C 78.7°C
728 733 778 732 -20.3 733 734 731 782 774 778 773 774 783 723
01712022 48 826/- 85% -826/- 795! - 805 - 825 - 825 /- 797 1- 808/ - 803 - 783/- 794 - 78.0.- 778.- 795 - 738 -
76.0°C 76.8°C 76.0°C 77.4°C 77.6°C 77.5°C 79.0°C 77.5°C 76.8°C TEEC 76.0°C 77.3°C T6.E°C 77.4°C 71.7°C
7786 778 74 788 734 171 7.3 175 775 774 778 712 T3 773 773
Or1ar2022 47 805/ 98% 805 -78.4 /- 7941 - -79.0 - 778.- -7751- 7871 - 805/ - 78.2/- 784 - 7731 7781 7751 75 -
76.2 76.5°C 76.2°C 77.8°C 77.5°C 76.6°C 76.3°C 76.5°C 76.5°C TB2°C 77.4°C 77.1°C 77.1°C 77.2 76.7°C
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Daily Summary Report
University
Wednesday, October 12, 2022 thru Tuesday, October 18, 2022
= Room 1209 Ultra-Low Freezer Contact Anna Poston—-Blahnik 1-859-512-6028 or 513-543-9739 Eric Mueller in alarm / Temperature
Alert Range: IDS ULTRA LOW [-80.0°C - -70.2°C]

=70
JHigh Limit

-72 4
74

=76

.78 - i /

| I A I L A B B R L e B e L L A
2-0ck 0:00 AM 12-0ck 20000 PM 13-0ct 16:00 PM 14-Oct 12:00 PM 15-0ct 8:00 AM 16-0ck 4:00 AM 17-0ck 0:00 AM 17-0ck 20:00 PM
12-0ck 10:00 AM 13-0ck 6200 &M 14-0ct 2:00 &AM 14-0ct Z22:00 PM 15-0ck 18:00 PM 16-0ck 14:00 PM 17-0ck 10:00 AM

=@ AYG: IDC Room 1209 Ulkra-Low Freezer Contact Anna Poston-—-Blahnil 1-659-512-6028 or 513-543-9739 Eric Musller in alarm | Temperature (%0 [Min=-79.8°C, Max=-77.6°C, Avg=-73.5

22

22 -78.8°C -77.3°C
22 -78.6°C -77C
22 -79.1°C -77.3°C




When

» Scheduled infusions in GNI and Barrett
* Q6 months, bi-weekly, 3x weekly
* GNI: MS, Adult onset Pompe Disease, Alzheimer's studies
* Barrett: All varieties of hematologic and solid cancer types
* Oral therapies: PK lab draws
* Infusions

* Intratumoral Injections (RP1, CIVO device)

* Same day randomization and treatment

* Study for kidney transplant: first infusion no later than 7 days
post transplant

« TXA study for hip fractures
« COVID studies

 STROKE studies

* 10 minutes or less to prepare drug

Tumor slices are assessed for
responses around each injection site
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What does IDS need to start a trial?

* Latest copy of protocol, investigator brochure, pharmacy manual
(if available), and general informed consent

« Complion access (if applicable)
* IRB approval letter (including UC's it using an outside IRB)
» UC Health approval letter

A physician order: this may be a written prescription, infusion
plan, treatment plan, or EPIC order set

* List of authorized prescribers (on 1572 or DOA)
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What does Pharmacy need to treat a patient?

« INFORMED CONSENT (First page with study title + signature of patient)
* Email sent to IDS-Pharmacy (minimum):
* Participant name
« Medical record number
* Subject ID number
« Date of birth
Signed Prescription order for medication
TIME TO PREPARE DRUG

Web assigned vial assignments (if applicable) also known as IRT, IWRS, etc.

If the patient is in an infusion area, the participant will need an ok to treat order placed
(green light)

* Ifitis an outpatient prescription order, we ask the study coordinator pickup drug from IDS.

22
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SCHEDULING: Investigational Product/Drug Workflow

« IDS reviews Epic and creates a schedule for the upcoming week on
Thursdays/Fridays. Notify IDS when:
Screening first patient on study

« 2 weeks minimum to get a study up and running
New patient consented
Last minute additions
Subject treated outside of protocol window

Scheduler should put “research” in the notes box in Epic> helps identify IDS
patients

If there is an appointment where the weight needs to be documented per
protocol, please document this weight in Epic.

It may also be required to document the weight in an email to IDS if the IRT doesn't
capture this

Research chart notes are encouraged to document study drug administration,
infusion related notes, missed infusions, etc.
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SCHEDULING: IDS Workflow
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Why Do We Need a Prescription? @ Hedlth.

OHIO LAWS & ADMINISTRATIVE RULES

LEGISLATIVE SERVICE COMMISSION

HOME LAWS ABOUT CONTACT RELATED SITES GO TO

The Legislative Service Commission staff updates the Revised Code on an ongoing basis, as it completes its act review of enacted legislation. Updates may be slower
during some times of the year, depending on the volume of enacted legislation.

Section 4729.51 | Selling, purchasing, distributing, or delivering dangerous or investigational drugs.
Ohio Revised Code / Title 47 Occupations-Professions / Chapter 4729 Pharmacists; Dangerous Drugs

Effective: September 23, 2022  Latest Legislation: House Bill 195 - 134th General Assembly ~ PDF: Download Authenticated PDF

(A) No person other than a licensed manufacturer of dangerous drugs, outsourcing facility, third-party logistics provider, repackager of dangerous drugs, or
wholesale distributor of dangerous drugs shall possess for sale, sell, distribute, or deliver, at wholesale, dangerous drugs or investigational drugs or products,

except as follows:

(1) A licensed terminal distributor of dangerous drugs that is a pharmacy may make occasional sales of dangerous drugs or investigational drugs or products at

wholesale.

(2) A licensed terminal distributor of dangerous drugs having more than one licensed location may transfer or deliver dangerous drugs from one licensed location

to another licensed location owned by the terminal distributor if the license issued for each location is in effect at the time of the transfer or delivery.
(3) A licensed terminal distributor of dangerous drugs that is not a pharmacy may make occasional sales of the following at wholesale:

(a) Overdose reversal drugs;

(b) Dangerous drugs if the drugs being sold are in shortage, as defined in rules adopted under section 4729.26 of the Revised Code;

(c) Dangerous drugs other than those described in divisions (A4)(3)(a) and (b) of this section or investigational drugs or products if authorized by rules adopted

under section 4729.26 of the Revised Code.




University of Cincinnati 7
Clinical Research ‘ @ Health.
Investigafional Pharmacy

IDS # 2901-21 Prescription
CTQJ230A12301

Patient Name:. Date of Birth:

MR # Patient ID # Print Prescribing MD:

Patient Allergies:

@ Hedlth

Outpatient Medication Order

GN42272
DOUBLE-BLIND TREATMENT PERIOD

Patient Name: Date of Birth:

MR # Subject # Prescribing MD:

PELACARSEN (TQJ230) 80 mg or MATCHING PLACEBO 0.8 mL Prefiled Syringe

SIG: Administer the entire contents of 1 prefiled syringe (0.8 mLs)
subcutaneously once every 30 days as directed.

Discard used syringe in sharps container.

Dispense kit(s) as assigned by IWRS

Auiliary labels: Refrigerate

FENEBRUTINIB 100 mg or Matching Placebo TABLETS
Dispense # 64 tablets/bottle

SIG: Take 2 tablets (PO) twice daily with water, with or without food, as directed.
Return bottle at nexi visit.

Dispense # of bottles assigned by IWRS.
Refill per protocol GN42272

Ancillary labels: Hazardous. Swallow whole. No grapefruit. Plenty of H.O. Anfacids.

AND

Refill per protocol. Every year a new prescription is required.

If the EPIC encounter does not allow for ordering and administering
medications, then a formal EPIC medication order will not occur. The
EPIC order entry is the responsibility of the study staff. On site,
administration should be documented in the chart.

DATE: Physician signature:

University of Cincinnati, Department of Internal Medicine
Division of Cardiovascular Health and Disease

231 Albert Sabin Way, ML 1555

Cincinnati, Ohio 45267

Phone number (513) 558-1000

TERIFLUNOMIDE 14 mg or Matching Placebo CAPSULES
Dispense # 14 capsules/bottle

SIG: Take 1 capsule (FO) once daily with water, with or without meals, as
directed. Return bottle at next visit.

Dispense # of bofttles assigned by IWRS.
Refill per protocol GN42272

Ancillary labels: Swallow whole. Plenty of H20.

If the dose is changed in any way, a new prescription will need to be signed and

provided to IDS Pharmacy.

DATE: Physician’s signature:

UC Waddell Center for Multiple Sclerosis
University of Cincinnati Medical Center
222 Piedmont Avenue, Suite # 3200
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What is the process for Electronic Prescriptions?

Fill out IDS request for Epic order: Infusion plan (non-oncology), treatment plan (oncology), inpatient order
Submit a ticket through IT self service link. A manager must approve the ticket. Attach form, protocol and pharmacy
manual to ticket.
EPIC Pharmacy team builds the order
Once built, Epic team notifies the study coordinator, IDS Pharmacy, Specialist, etc. An extract of the build will be

sent to the study staff for review.
Once the study coordinator and pharmacy have approved, the EPIC team will ask the study coordinator to obtain P!

approval of plan.

After all approvals are obtained, EPIC team migrates the plan into production.

Any changes to the protocol or pharmacy manual that affect the plan will need to have a new ticket submitted. The
process is the same as the original ticket.

Priority Links

L 2 Physicians & Advanced Practice

@ oneToucH [B] Epic b & covp central
o0
l';‘a Diversity Equity & Inclusion %}) Midas Discoverl g IT Self Service
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l@“’ Health

Request for Infusion Plan for Investigational Protocol

Incldent &: b Requested Completion
o Data:

Daie of Raoguest: Type of Reguast 2 di it

additional Notes: [

Dasing Clickbirio b | Rowta: ; Dwration af
STLiF b SR L Infuslon

Drug A4 Mama:

Spurce [Commercial vs, Sucy Supplied)
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Abbreviated Study Name
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Mama: i b il 1ol | Phoms $: o By sl Pager A2

RESEARCH LAES
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Internet Links (1o b mcluded In Soringboard Repoet) =

Monitoring:
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1t EEAELHs g Im pfml injectios
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Drug 81: | Mame:

Supportlve Care:
[ Erpppscisatnms and/or cther supportive care medications are specified in protocol
O Egpmdiatinpns and/or ather supportive cane medications MOT spedfied in protocal. In
this case, general UC Health supportive care regimens may be usec.
= Premnedliabngand other supportiee came meds need bo be oublined bebos only i
specified by the sbudy

ADDTIORAL IMFORMATION STUDY COCADIMATOR FEELS IMPOATANT FOR THE INFUSIOHN WBIT BLULD

Source [Commercial vs. Study Supplied)
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Burns Beacon
Female, 23 y.c., 5/2/1999

MRN: 07600213,
CSN: 1100150172

Code: Not on file (has ACP docs)

COVID-19 Vaccine: Dose 1 given
7/26/2022, Refer to guidelines

Tahir Latif, MD
Attending

Allergies: Not on File
Active Therapy Plans

ACTIVE TREATMENTS
Other plans (1)

EXPECTED ADMISSION: 5/25/2021
Patient Class: Observation

No active principal problem
Weight: 210 Ib 1.6 oz (95.3 kg)

< Summary Chart Review Results Review

Plans and Treatments
— ]

PLANS & TREA
R Chemo Chec...

Rx Chemo Prep
Results Console
Synopsis
Supportive Plan
Treatment Plan
Infusion Plan

IP BMT/Hem Ord...
OF BMT/Hem Or...
IR Chemo Thera...
Proton Therapy...
Clinic Injections

Notes  Allergies Immunizations MAR  Medications Orders Verify Orders |Plans/Treatment | admission Rounding Discharge  Patient Station -
Bb. Treatment Conditions 4 T Move Up
Treatment Condition 1/1 remaining E
Routine, Once, Starting when released
Confirm with study coordinator that patient has met study criteria and it is okay to proceed with study infusion administration.
Ch. Nursing Assessment/Orders A T Move Up
Vital Signs 1/1 remaining B

Routine, Once, Starting when released
Obtain patient's weight upon arrival to the infusion area. Vital signs (body temperature, heart rate and blood pressure) will be assessed before starting study drug infusion and 2 hours (+/- 30 minutes) after the end of the study drug infusion.

Hypersensitivity Reaction Menitoring 1/1 remaining B

Routine, Once, Starting when released
Study coordinator will be monitoring patient during the infusion and until the infusion is complete for hypersensitivity reactions. Please do not start study medication until study coordinator is present.

MNursing Communication E

Routine, Once, Starting when released
Patient will remain in the infusion area for at least two hours after completion of the study infusion.

[l MNursing Communication Il 5]

Routine, Once, Starting when released

Line will be blinded (covered with an amber sleeve) and primed with study drug by IDS pharmacy. Infusion bag will contain 50 mLs of overfill. DO NOT FLUSH. Sponsor required Alaris pump to be used for infusion will be provided by study team. IDS pharmacy
will deliver prepared drug to unblinded nurse. Unblinded nurse will load drug into the pump and cut the blinding sleeve fo fit into Alaris pump. Once the drug is loaded, the blinded nurse can enter the room. IDS pharmacist will then provide rate and VTEI to 2
nurses. Murse #1 will program pump, Nurse #2 will double check info, IDS pharmacist will triple check info; then all 3 will sign chain of custody verifying rate and VTEI were programmed per protocol. In the event of issues with the infusion pump, only unblinded
nursing staff is permitted to troubleshoot pump issues. The infusion rate can be reduced if needed for safety reasons. The total infusion duration should not exceed 4 hours.

Pharmacy Communication A 1 Move Up

Pharmacy Communication |

Routine, Once, Starting when released

Study drug is provided by Sponsor. For each visit the dose must be calculated based on the patient's body weight measured at the current visit OR the weight from the previous visit (within 2 months) can be used. Weight should be rounded to the nearest 0.5
kg. VTBI will be rounded to the nearest 0.1 mL. Bag will contain 50 mLs of overfill. Drug must be administered with sponsor provided Alaris infusion pump. IDS will prime sponsor provided IV tubing and blind the line. IDS pharmacist will check final product and
deliver to UCGNI infusion suite. IDS pharmacy will provide VTEI to 2 nurses at UCGNI. Nurse #1 will program the pump with the provided rate, Murse #2 will double check the rate programmed on the pump, and IDS pharmacist will confirm and record via
Chain of Custody. Call IDS Pharmacy 513-584-17566 with questions. Commercial supply of all other drugs will be used and the patient charged in the usual manner

Cc. Medications # 1 Move Up

INVESTIGATIONAL MEDICATION (VOLUME BASED)

343.08 mL (3.6 mL/kg = 95.3 kg), Infravenous, at 171.5 mL/hr, Once, Starting when released, For 1 dose

Bag contains 50 mLs of overfill for a total volume (VT) of, mL. Only administer infusion at rate on label for 120 minutes.

1DS #: 2945-21 (AHD003)

IDS Drug: Bepranemab 90 mg/kg OR 45 mgfkg or Placebo in NS

DS pharmacist will release order, check final product and manually fill in the total infusion volume in the admin comments section of the label. IDS pharmacy to double check sponsor provided Alaris pump is programmed with the correct rate and VTBI by
UCGNI nursing staff.

20/20 remaining 5]

Da. Line Maintenance A T Move Up

Nursing Communication 1/1 remaining E
Routine, Once as needed, Starting when released
Okay to access CVAD to draw labs and administer medications. If patient does not have cenfral line access, nurse to place peripheral IV.
sodium chloride 0.9 % infusion 1/1 remaining 5]
25 mLthr, Intravenous, Daily as needed, for line maintenance while infusing drug therapy., Starting when released, For 1 day

sodium chloride flush 10 mL 1/1 remaining B
10 mL, Intravenous, Daily as needed, Line Care, Use 10-20 ml to flush line., Starting when released, For 1 day

[l heparin lock flush Syrg 500 Units 1/1 remaining 5]

500 Units, Intracatheter, Daily as needed, For flushing port, Starting when released, For 1 day

#+ Mova lIn




IDS 2785-20 Acetaminophen Vs Vitamin C in Patients with Sepsis-Induced Hypotension or Respiratory Failure
(ASTER, PETALO4)

- Acetaminophen and Ascorbate in Sepsis: Targeted Therapy to Enhance Recovery (ASTER)

() IDS 2785-20 ASTER Trial - Select if patient is less than 50 kg

() IDS 2785-20 ASTER Trial - Select if patient is greater than or equal to 50 kg but less than 80 kg

() IDS 2785-20 ASTER Trial - Select if patient is greater than or equal to 80 kg and less than or equal to 180 kg
() IDS 2785-20 ASTER Trial - Select if patient is greater than180 kg

1D5 2785-20 Acetaminophen Vs Vitamin C in Patients with Sepsis-Induced Hypotension or Respiratory Failure
(ASTER, PETALO4)

- Acetaminophen and Ascorbate in Sepsis: Targeted Therapy to Enhance Recovery (ASTER)

(0 IDS 2785-20 ASTER Trial - Select if patient is less than 50 kg
E.]ﬂ IDS 2785-20 ASTER Trial - Select if patient is greater than or equal to 50 kg but less than 80 kg
(O IDS 2785-20 Acetaminophen 1000 mg Or DSW 100 mL

() IDS 2785-20 Vitamin

() IDS 2785-20 ASTER Trial - Select if patient is greater than or equal to 80 kg and less than or equal to 180 kg
(O IDS 2785-20 ASTER Trial - Select if patient is greater than180 kg

«" Accept

Beacon, Burns UH BNW-U3358

O08: 23 yrs [B2M1898] CSN# 1100150172
Crde 154323287 Tahir Latif, MD

investigational medication 100 mL

Route: Intravenous Frequency: Q6H
Rate: 200 mL'hr YVolume: 100 mL
Admin Timme: 8/8/22 0830 Dioze: 001

DS #: 2765-20 (ASTER, PETALO4)

IDS Drug: Acetaminophen 1000 mq or
D5W 100 mL

FOR PATIENTS GREATER THAN AMND EQUAL TO 50 KG AND LESS THAN OR
LOUALTO 80 K&, Give via infusion pump. Replace tubing every 24
hours. 24 hour supply will be delivered at one time to nerse. Doses must
be given & hours apart (=4~ 1 howr] from last administered dose for 20
dases ar until dschanged from the ICU.

ATNO SN TYNOLLYDILSAANI HOH

Expires: Prep'd:
[FD] on 5,3/22 09:08 by PW INVESTIGATIONAL

T2 MRIN BMOSPITAL I34 GOOINMAN STRENT, CINCIENRTI OM &MI1E-INB&

BEHCUI'I BI:II'IIB UH EXWLLIE3EE Beacon, Burns
UH ENW-LI2258

CEM ¥ 1100150172 DB 23 s [5/2/1995] DIUE B/9/77 0930 CSME 1100150172
Qrdk 154633287 QEH Intravenaus Orde 158633387

001
investigational medication 100 mL Bf9/22 030
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Example of Change Requiring Ticket Update

« A current study recently reformulated their

product from a 6 mg vial to a 4 mg vial.

. . . Dosing Regimen and Infusion Rates Update
« While the overall dose remains the same, this

update results in the bolus volume and the Toreet Duration Infusion Rate
infusion rate changing. Day1 [Bolus | 013] mg| 2| minutes 259 | mL/hr 8.6 | mL Note the
(Hours 6 hr 11.1 | mUhr ﬁ"gﬁ,‘f‘(‘w
. 0-24) | Infusion : per -
« Thus, an update needs to be made to the Epic SE 304 mg 18 hr 7.7 | mbhr LT
order to ensure the correct infusion rate and (Hours | nfusion 86 mt
volume occurs. éz)ya 274 | mg| 24 hr 7.7 | mUshr
. (Hours ,
- Orders may need to be changed when: There is >4g. | Infusion
. - . . 72) 274 | mg| 24 hr 7.7 | mL/hr
a significant change to the protocol resulting in a
change in the dose being administered, how the - In the event of hypoglycemia (sustained blood glucose levels <55 mg/dL or 3.1 mmollL), the
. .. .. infusion rate must be reduced to 0.0795 mg/hr (5.4 mL/hr)
drug IS adm|n|Stered, addltlon Of da new therapy, + In case is not possible to set up the pump for decimals, the infusion rates can be rounded to
etC 11mL/hr and 8mL/hr respectively.
Y 2a o
¥ Biogen. PRE SR CHARM

« You can always consult IDS regarding
whether updates to orders or plans are
needed




Why Is It Taking So Long For My Drug!?

* Drug preparation requires 45 vials per dose

* Product is hazardous and biosafety cabinet must be cleaned with
special products before and after compounding

* Aliquot study requiring multiple attempts to compound

* FX-322 intratympanic ear injection study example=>2 hours minimum

required per preparation
» CIVO Device study=>2 people x 1 hour
* Priming the line
+ Blinding the infusion bag/line

+ Documentation requirements from Sponsor

04

Tumor slices are assessed for
responses around each injection site

PBI-MST01-TAK-02 8N Admixing Table

Vehicle/RED
(Position #1)

(Position #2)

0.1 mLof CIVO GLO RED
0.9 mL0.9% SALINE

Invert vial 10 times
0.4 mL of this solution loaded 1o #1

0.1 mL of CIVO GLO YELLOW
0.85 mL 0.9% SALINE
0.05 mL TAK-676 1 ma/mL

Invert vial 10 times
0.4 mL of this solution loaded to #2

(Position #3)

( Y

0.1 mLof CIVO GLO YELLOW
0.3 mL 0.9% SALINE

0.2 mL Carboplatin 10mg/mL
0.4 mL Paclitaxel 6mg/mL

Invert vial 10 times
0.4 mL of this solution loaded to #3

0.1 mL of CIVO GLO YELLOW

0.25 mlL 0.9% SALINE

0,05 mL TAK-676 Lmg/mL

0.2 mL Carboplatin 10mg/mL

0.4 mL Paclitaxel Bmg/mL

Invert wial 10 times

0.4 mL of this solution loaded to #4

( )

( )

0.1 mL of CIVO GLO YELLOW
0.7 mL 0.9% SALINE
0.2 mL Carboplatin 10mg/mL

Invert vial 10 times
0.4 mL of this solution loaded to #5

0.1 mL of CIVO GLO YELLOW
0,25 mL 0.9% SALINE

0.05 mL TAK-676 1 mg/mL
0.2 mL Carboplatin 10mg/mL
0.4 mL Diluted 5-FU

Invert vial 10 times
0.4 mL of this solution loaded to #6

@ Hedlth

( )

0.1 mLof CIVO GLO YELLOW
0.65 mL 0.9% SALINE

0.05 L TAK-676 1 mg/mL
0.2 mL Carboplatin 10mg/mlL

Invert vial 10 times
0.4 mL of this solution loaded to 7

0.1 mL of CIVQ GLO YELLOW
0.3 mL 0.9% SALINE
0.2 mL Carbaplatin 10mg/mL
0.4 mL Diluted 5-FU

Invert vial 10 times
0.4 mL of this solution loaded to #8

Wersion 1.0 Dated 21DEC2021
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GREEN LIGHTING PROCESS

We cannot prepare drug until we have an okay to treat 2 \We prepare drug for Outpatient
order or “GREEN LIGHT” . . . .

infusion visits in our satellite
pharmacies adjacent to infusion
centers

« Okay to treat: patient is present on campus, eyes on
patient, etc.

* Nurse in infusion area will “green light” once patient
arrives.

< Delays entering visit into IRT, getting
« This "green light” alerts the satellite pharmacists (UCGNI, . iaht (if -
BARRETT, etc) that the patient has arrived. patlent wWeig t (I require )l etc can
result in IDS delays

« Satellite Pharmacist reviews the treatment/infusion plan in
Epic. Double checks dosing, weight, lab parameters,
consent, etc

< STAT turnaround time once patient is

a;icv| [E] orders =hin ivents =E ED Track Bo

* Pharmacist calls IDS pharmacy to communicate okay to green litis 2 hours. S Boo
treat. IDS then double checks the information in Epic and & C icati ‘s kev! S
enters accountability into our Vestigo system. ¢ ommunication IS Key: | o R

Double check of IDS staff occurs. Pictures are taken of the
vials used for compounding.

« Technician walks the vials over the satellite pharmacy for
compounding.




ispensing Guidelines and Fact Sheets

STUDY FACT SHEET
IDS # 2785-20
ASTER STUDY

PROTOCOL TITLE: A PETAL Metwork Platform Multi-Center, Phose 2o Randomized, Doukle-Bind, Placebo-
Cenfrolled Triol of Twe Different Pharmocolegic Therapies  (Intravenous vitamin € or  Infravencous
Acetaminophen); Acetaminophen and Ascorbate in Sepsis: Targeted Therapy to Enhance Recovery: ASTER.

PHARMACOLOGY: VITAMIN C ploys an important role in numerous physiclogic functions relevant fo patients with septic
shock including modulation of inflammatory mediators, catecholomine synthesis, endothelial function, and vasopressor
sensifivity. ACETAMINOPHEN (APAP) is o potent and specific inhikbitor of CFH-medioted exidafive injury, improves lung and
renal function in pre-clinical models and seems fo be potentially beneficial in humans with hemoprotein-mediated diseases,
including in crtically il adults with sepsis.

DOSAGE AND ADMINISTRATION: Eligikle, consented pafienfs wil be randomized fo one of the following
treatment groups (in o 2:1:2:1 ratio):

VITAMIN € GROUP: Patients will receive the following for 5 days or until ICU discharge:
< VITAMIN C 50 mg/kg (maximum dose of ¥ grams) IV over 30 minutes every é (+/- 1) hours
4 MATCHING PLACEBOQ IV over 30 minutes every & (+/- 1] hours

APAP GROUP: Patients will receive the following for 5 days or until ICU discharge:

< APAP 1 gram [or 15 mg/kg if actual body weight less than 80 kg) IV cver 30 minutes every 6 [+/-1)
hours

4 MATCHING PLACEBOQ IV over 30 minutes every & (+/- 1] hours

TREATMENT WILL CONTINUE FOR 20 DOSES, OR DISCHARGE FROM THE INTENSIVE CARE UNIT, NEW AST/ALT ELEVATION 10 TIMES OR MORE OVER
THE NORMAL LIMIT (APAFP/Flacebo group only), STUDY WITHDRAWAL, OR DEATH, WHICHEVER COMES FIRST.

ADMINISTRATION GUIDELINES:

# Rondomized patients should receive their fist dose of study medication as scon as possible. but no longer than 4 hours from
randomization.

Doses administered oufside of the +/- 1 hour window, or any dose that is skipped, will be considered g protocol deviation.

Study icafi may be admini: through either a peripheral or central IV line. Change IV fubing every 24 hours. A

dedicated line is pref d, but not ired. Check o tibility before administering another medication through the same line.

> Patients will receive study infusions while admitted to the ICU orin the ED whils owaiting transfer to the ICU. If o pofient’s level of
care changes orior to the final dose of study intervention, remaining doses will e disconfinued vpon physical franster from the ICU
fo another level of care.

#  Patients receiving Vitamin C may have falsely elevated glucoss levels when measured using point of care glucometers. Gluccss
menitorng should be made using the Cenfral Core Laboratory; ABG/stat lab devices or point of care hand held glucometers
should NCT e used. Blood glucose measurements can resume per instifuficnal practice following 24 hours after completion of
final dose of Vitamin C

#*  Missed doses may be administered within 3 hours ofter scheduled administration fime. If a dose cannot be administersd within 3

haours, the dose should be skipped.

See Protocel Section 5.5 for information regarding Drug Interuptions.

See Frofocol Section 47, 68 and 4.9 for Excluded Medicotions, On-ffudy Fever Manogement Recommendefions, ond

Concomitant Medicafions.

» Ressarch and clinical teams ars NOT blinded to the STUDY GROUP [APAP/Placebo; Vitomin C/Flocebo) but ARE BLINDED to the
active vs. placebo assignments.

¥y

=
>

UN-BLINDING: In the case of o significant safety concern related to any of the medications administersd as part of the ASTER Study, the
local Pl should evaluate the situation fo determine if disconfinuing the study intervenfion is worranted. The study medication blind shall not
be broken, as breaking the ind will not provide increased safety.

ADVERSE EFFECTS: VITAMIN C: lethargy, fatigue, imitation [pain and swelling] at injection site, nephrolithiasis,
hyperglycemia, nousea. ACETAMINOPHEN: hepatocellulor injury, hypotension, rash/hypersensitivity, nausea,
vomiting. headache, inscmnia, constipation, pruriis, dry mouth, dizziness.

AUTHORIZED PRESCRIBER: Kristin Hudock and Duncan Hite, MDs.

CONTACT PERSONNEL: Kiersten Rush: Cell: (937 474-8242.

DISPENSING GUIDELINES FOR CENTRAL PHARMACY
DS # 2785-20
ASTER STUDY

Protocol Title: A PETAL Metwork Platform mMulti-Center, Phase 2b Randomized, Double-Blind, Flacebo-Controlled
Tnal of Two Different Pharmacologic Therapies (Infravencus Vitamin C or Intravenous Acetaminaphen);
Acetaminophen and Ascorbate in Sepsis: Targeted Therapy to Enhance Recovery: ASTER.

Contacts:

[a]

a
a

Pharmacy (text or call): Mary Burns [513-%47-1720), Judy Houston [513-543-6160), Tazeen Fatima (419-
P&67-1645), Kori Truono (713-449-3678)

Study Coordinater: Harshada More (502-439-3712)

Physicians: Kristin Hudock and Duncan Hite, MDs.

Cenfral Pharmacy's Tazks:

1.

Enrollment: Study perscnnel wil notify IDS Pharmacy about o patient enrollment and provide IDS
Pharmacy with randomization information. 1DS Pharmacy will reach out to you with this information and
help you with this process. IDE pharmacy can send you Enrollment Confirmations and signed informed
consent form if you would like. DON'T HESTITATE TO CALL/TEXT US.

EPIC Order: Pharmacy may need to help enter the order set into EPIC. Search “2785-20" under the
Orders tab. Select the comesponding weight group. Then select the correct arm [APAP/Placebo OR
WG /Placebo). Double check dose calculations.

a. APAP orPlocebo Group: 15 mg/kg to MAX of 1000 mg IV GéH x 20 doses.

b. Vit C or Placebo Group: 0.1 mL/kg (50 mg/kg) to MAX of 18 miL (9000 mg) IV QéH x 20 doses.
Verify Order: Verify order and print 4 labels. Upen vernfication click box for "patient supplied do not
dispense.” You will be making 4 doses (24-hour supply] and delivering all 4 doses o the unit at the same
time.

Prepare Drug: Find appcropriate work sheet in IDS 2785 Binder behind "Worksheets” tob. There are two
choices:

a. Preparation of Acetaminophen/Placebe Infusion

b. Preparation of Ascorbic Acid/Placebo Infusion
The only thing that needs saved is the used vial of ascorbic acid (if applicakble]. Ploce in IDS RETURKM BIN.
Deliver Drug: Deliver all four doses to patient’s nurse [and have them place in Omnicsll Refrigerator if
Ascorbic Acid/Placebo arm) and have Chain of Custody form signed. Place signed form in "ID3 RETURM
BIN" on the ID3 shelf by the robot.




Preparation Instructions

IDS # 2785-20 ASTER STUDY

Preparation of Ascorbic Acid/Placebo Infusion

pT NAME

MR #

Preparation of ascorbic acid:

1. Obtain OME vial of Ascorbic Acid from
the Central Pharmacy 1DS refrigerater,
OME DSW 500 mL bag (from
commercial supply), and 4 empty
bags [frem commereial supply].

2. Reference EPIC label: To empty v
bag, inject appropriate volume of
Ascorbic acid, then QS with D5W to
target total volume (50 or 100 mL per
label). Maoximum Vitamin C dose is 9

grams/18 ml,

3. SAVE USED ASCORBIC ACID VIAL for

Preparation of placek
1. Obtain ONELC
commercial st

bags (from cc

2, Reference EPI
100 mL of D5V

Randomization Code _HO3A-

PREPARE FOUR DOSES AT ONETIME

ID§ #2933-21 HEALEY ALS

PREPARATION INSTRUCTIONS for Trehalose/Placebo

PT NAME

MR #

0.75 gikg or Placebo 8.287 mLikg
L or 27.15 g/ 300 mL] ar Matching Placebo s 2upalisd

3. Obtain Trehalose/Placebio pre-made bags from IDS shelf (up to & bags depending on patient's weight) + Sponsar provided 10 mL flush
b Caltulate dosing volume 1o be infused to the nearest tenth bised on equation beiow (WTBI) Make sure this volume matches the volume
o the Epic order. Caloulate tatal infusion vohume (NTBI-30 mLs far hakdug). 2 1DS staff members must verily caleulation.

Calculate Total Volume to Be Infused (VTBI) to the nearest tenth

Dose (g}=075 (whelx (il Volume (ml): Do ig) diviced by 0.0905 giml.

IDS # 2785-20 ASTER STUDY

Preparation of Acetaminophen/Placebo Infusion

MR #

PREPARE FOUR DOSES AT ONE TIME

Randomization Code _HO3A-

Caleulate Total Volume to he Prepared (V) to the nearest tenth:

VT=Tatal valume to be infused (VTBI} + 30 mLs [to accaunt for haldup in tubing)
€ Obtain empty EXACTAMEE 2000 mi bisg

EXPIRATION: 24 hours from first Bag overwrap removal.

d. Remove averwrap from the ags. Save the 3 tear-off labels on ouerwrap of each bag.
e Withdraw the tatal infusicn volume calculated from up ta 4 premace Trehalose/ Placeba bags. Add this volume into the empty Exactamix

tear off label fram each pre-made bag to the final bag below Egic fabel. Example: If there are 3

s st make. | g, apply 3 spansor bt lows Epe fabel SSUE NEaEh &1 2 abel o S8eh Hog X CRE. Ak -Bag contorns 30
mLs of aerfill for holdup volume” highlighted sticker to final bag

6 Send bag with Spansor pravided 10 mL NS flush syringe

i IDS pharmecist will check final product (if available) and defiver ta UCGH infusion center. 11103 pharmacist cannat check, UCGNI
pharmacist can chatk snd 1DS bechicion can delner Lo nurse. Give the ather 2 spansar provided bag labels f1om each pre-made bag ts

minophen: Preparation of Placebo:

taminophen 1-gram 1. Obtain 1 bag 500mL DSW (from

I Pharmacy IDS shelves commercial supply] and FOUR empfy
bot and FOUR empty IV bags (from commercial supply).

wercial supply]. 2. Reference EPIC label: Withdraw required
Ieel: Withdraw required dose and add to an empty infusion bag.
an empty infusion bag.

h EPIC lobel.

n on EPIC label: 24 hours at reom temperature

: Preparation Worksheet below.
rdoses to patient’s nurse and have Chain of Custedy form signed. Flace

iith used drug bags in "IDS RETURM BIN" on the IDS shelf by the robot.

1Ds staff. CAC in infusion center. Nate ta 105 pharmacist: Administratian camment on Egic fabe| should include the VT (tetal infusion valume:
'u":"::;'m — peepared]. VT8I sheuld appear in the fight upper earner of Egie label. Elueate nurse upan delivery
JinnmlMumsaJ 50 minetess o/ 10)

a. LABEL infusion bag with small portion of ERIC lakel. Cover infus

from light bag and affix larger portion of EPIC lobel to protect - . BASELINE | ekl Wesk2 Weeks Weskd WeckS sk h ezl Wockd Wieskd Wesk 10 Wesk 11
b. write Expiration on EPIC lakbel: 24 hours refrigerated —
c. Complete the Preparation Worksheet below. 5 cakulatian perfarmed by
d. Deliver all four doses to patient’s nurse (and have her place in

and have Chain of Custedy form signed. Place signed form wi

RETURM BIN" on the IDS shelf by the robot, s caulton Dokl hack

DATE [—

Circle which you are
preparing

Ascorbic Acid

e overrap removed from
aagel

BAG

D5W Bag Expiration

D5W Bag Lot Number

Volume Ascorbic Acid
Added (if applicable)

Volume D5W Added

XACTAMIX Bag Lot /el

walume praparad (vT)

D5 ek

APAP Placebo (D5W)

Veight will be collected af the

visit. Example:

will be e d for Baseline), Baseline, Week 4, Week 5, Week JG ond Week 24. The dose will not change unless there is o greater thon 2 kg change from most recent

Time Preparation ing ing the most
CDmpIEtEd B D5IUL check: DEMILT2
bt
RPh

can continue to be used up until week 24 if there hasn't been 0 2 kg change during each weight collection visit. Weight will not be collected prior to each

skiy infusion. Weight should be measured to the nearest tenth for dose calculation. The maximum infusion volume is 1200 mL total.

CPhT

RPh




Updated Fee Schedule

Tnvestigatot- Standard $§750 $500 $500
Initiated
(i.e., no direct C 1 1.500 50 500
federal o industry | H, ¥ ’
oversight or
involvement) Special Complex $2,000 $1,000 $500
Standard - $2,500 $2,000 §750
Cooperative Group : R R
Federally-Funded | | ' | -

Foiidatiig Cﬂmplmf $3.,000 $2,250 | $1,000
Industry

- Special Complex $4.000 $2,500 $1,000

*Fees may be adjusted for non-funded and intramural-funded studies
*Annual fee will be marked up by $250 for studies with [P requiring refrigeration or freezer
storage




Updated Fee Schedule

Elr:ctmmc Mtdlcal thard Bullds

Im:hﬂdual ﬂrd&r or Drdf:r

Beacon Treatment Plans

Fipic Order Build Eﬂﬂ;lf’ E.Et with No More than 3 750
for All Studies pHions
Beacon Infusion Plan
Order Panel/Set with More than 4
Options
P 41,000




Updated Fee Schedule

Miscellaneous Fees

o Patient-specific investigational product preparation forms: $20 per required page
o Temperature log requests outside of monitoring visit: §30 per request

o Extended storage of returned/expired inventory: $125 for every 3 months beyond
return/ expiration date
© Regulatory audit beyond routine study monitoring (e.g., FDA; NCI): $500 per audit




Why

]
o PRIIDE Values

HEALTH INNOVATIONS/
o Patients and Families First

o Showing Respect
o Acting with Integrity eG t L

o Embracing Inclusion
o Seeking Discovery
o Offering Empathy LlVES HOPE

o “In Science Lives Hope"

o Academic Research Institution
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PHARMACEUTICALS

Bexion Pharmaceuticals Doses First Patient in Phase I Trial
of BXQ-350 For Patients with Advanced Solid Tumors at the
University of Cincinnati Cancer Institute

FOR IMMEDIATE RELEASE

Margaret van Gilse
859-757-1652
mvangilse@bexionpharma.com

COVINGTON, KY. September 20, 2016- Bexion Pharmaceuticals, LLC (‘Bexion”) and the University of Cincinnati Cancer Institute (UCCI) announced
today the dosing of the first patient in the Phase | trial of BXQ-350, a novel anti-cancer therapeutic agent.

This open-label trial will include adult patients with advanced solid tumors. The trial is designed to determine the maximum tolerated dose of BXQ-350

and tn rharantariza ite cafatu and nharmarnnaliinaticre Il nra_nlinical animal etidiae DYN_2RN wae ehanm ta indicas tumare call Aasath in a variate nf




UC, UC Health administer first
doses in COVID-19 vaccine trial

Phase 3 clinical trial will evaluate efficacy
of Moderna vaccine candidate
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4 D THERAPEUTICS

FIRST PATIENT DOSED IN STARTUP’S KEY COVID-19
CLINICAL TRIAL

Airway Therapeutics
Announces First Patient Dosed
in Phase Tb Trial of AT-100 in
Severe COVID-19 Patients

Novel therapeutic AT-100 offers potential to reduce inflammation,
associated injury and incidence of secondary infection, and inhibit

Uc researChers admlnISter viral replication and promote viral elimination in severely ill,
- - - hanically-ventilated COVID-19 patient
investigational COVID-19 mecnaniealyientiaTed FETEE paren

Initial data readout anticipated in Q4 2021
treatment

This first-of-its-kind therapy could mean a
new option for patients severely impacted




COVID STUDY: TICO ACTIV-3

Tixagevimab-cilgavimab for treatment of patients
hospitalised with COVID-19: a randomised, double-blind,
phase 3 trial

ACTIV-3-Therapeutics for Inpatients with COVID-19 (TICO) Study Group*t

Summary

Background Tixagevimab—cilgavimab is a neutralising monoclonal antibody combination hypothesised to improve
outcomes for patients hospitalised with COVID-19. We aimed to compare tixagevimab—cilgavimab versus placebo, in
patients receiving remdesivir and other standard care.

Methods In a randomised, double-blind, phase 3, placebo-controlled trial, adults with symptoms for up to 12 days
and hospitalised for COVID-19 at 81 sites in the USA, Europe, Uganda, and Singapore were randomly assigned ina 1:1
ratio to receive intravenous tixagevimab 300 mg—cilgavimab 300 mg or placebo, in addition to remdesivir and other
standard care. Patients were excluded if they had acute organ failure including receipt of invasive mechanical
ventilation, extracorporeal membrane oxygenation, vasopressor therapy, mechanical circulatory support, or new
renal replacement therapy. The study drug was prepared by an unmasked pharmacist; study participants, site study
staff, investigators, and clinical providers were masked to study assignment. The primary outcome was time to
sustained recovery up to day 90, defined as 14 consecutive days at home after hospital discharge, with co-primary
analyses for the full cohort and for participants who were neutralising antibody-negative at baseline. Efficacy and
safety analyses were done in the modified intention-to-treat population, defined as participants who received a
complete or partial infusion of tixagevimab-cilgavimab or placebo. This study is registered with ClinicalTrials.gov,
NCT04501978 and the participant follow-up is ongoing.

Findings From Feb 10 to Sept 30, 2021, 1455 patients were randomly assigned and 1417 in the primary modified
intention-to-treat population were infused with tixagevimab-cilgavimab (n=710) or placebo (n=707). The estimated
cumulative incidence of sustained recovery was 89% for tixagevimab—cilgavimab and 86% for placebo group
participants at day 90 in the full cohort (recovery rate ratio [RRR] 1-08 [95% CI 0-97-1-20]; p=0-21). Results were
similar in the seronegative subgroup (RRR 1-14 [0-97-1-34]; p=0-13). Mortality was lower in the tixagevimab-
cilgavimab group (61 [9%]) versus placebo group (86 [129%]; hazard ratio [HR] 0-70 [95% CI 0-50-0-97]; p=0-032).
The composite safety outcome occurred in 178 (25%) tixagevimab—cilgavimab and 212 (30%) placebo group
participants (HR 0-83 [0-68-1.01]; p=0.059). Serious adverse events occurred in 34 (5%) participants in the
tixagevimab—cilgavimab group and 38 (5%) in the placebo group.

Interpretation Among patients hospitalised with COVID-19 receiving remdesivir and other standard care,
tixagevimab—cilgavimab did not improve the primary outcome of time to sustained recovery butwas safe and mortality
was lower.

Monoclonals for patients hospitalised with COVID-19

Monoclonal antibodies  that neutralise  SARS-
CoV-2 have consistently reduced hospitalisation
or death in outpatients with mild to moderate
COVID-19.* Conversely, results of randomised trials
in patients who are hospitalised are mixed.** In
The Lancet Respiratory Medicine, Thomas L Holland
and colleagues present results of the ACTIV-3 trial
comparing intravenous tixagevimab-cilgavimab with
placebo for patients hospitalised with COVID-19.°
Although tixagevimab-cilgavimab did not improve
the primary outcome of time to sustained recovery
(rate ratio [RR] 1-08 [95% C1 0-97-1-20]; p=0-21), itwas
associated with improved 28-day (6% vs 9%; p=0-02)
and 90-day (9% vs 12%; p=0-03) mortality.

Thicctiidhivnmeacante tha thivd +uial fnaohich fadea rnmane

despite no effect on the ordinal outcome scales, as was
the case with tixagevimab-cilgavimab.

The effect of various therapies evaluated for COVID-19
on ordinal outcome scales has been inconsistent, and
these scales have plagued findings of pandemic trials
for several reasons. First, each step on the scale is not
necessarily of equivalent clinical significance. Second,
multiple non-clinical and non-COVID-19-related factors
can influence recovery, depending on how recovery is
defined. Finally, an intervention might halt progression
of the disease course to more severe illness (a clinically
important endpoint) yet fail to hasten symptom
resolution or return to baseline functional status.
Therefore, when evaluating COVID-19 therapeutics in

matinmte hacnitalicad viith cavaea Adicaaca i+ maimhe s
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ADORE Pre-Natal Study
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IDS mailed out drug each week to patients across the US
Largest trial to date

719 patients!

We ADORE(D) Thursdays
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journal homepage: https://Aww.journals .elsevier.com/eclinicalmedicine

Research Paper

Higher dose docosahexaenoic acid supplementation during pregnancy
and early preterm birth: A randomised, double-blind, adaptive-design

superiority trial

Susan E Carlson®*, Byron ] Gajewski®, Christina ] Valentine®, Elizabeth H Kerling®,
Carl P Weiner®, Michael Cackovic', Catalin S Buhimschi®, Lynette K Rogers", Scott A Sands’,
Alexandra R Brown’, Dinesh Pal Mudaranthakam®, Sarah A Crawford’, Emily A DeFranco™

*Department of Dietetics and Nutrition, University of Kansas Medical Center, Kansas City, MO, United States

® Departmentaf Riostatistics & Data Science, University of Kansas Medical Center. Kansas City, MO, United States
“ Department of Obstetrics and Gynecology, University of Gincinnati, Cincinnati, OH, United States

9 Departmentof Dietetics and Nutrition, University of Kansas Medical Center, Kansas City, MO, United States

* Department of Obstetrics and Gynecology, University of Kansas Medical Center, Kansas City, MO, United States
 Department of Obstetrics and Gynecology, Ohio State University, Columbus, OH, United Stotes

# Department of Obstetrics and Gynecology, University of lEnots, Chicage, Chicago, 1L United States

" Nationwide Children s Hospital, Columbus, OH, United States

| Department of Dietetics and Nutrition, University of Kansas Medical Center, Kansas City, MO, United States

| Department of Biostatistics & Data Sdence, University of Kansas Medical Center, Kansas City, MO, United States
¥ Department of Biostatistics & Data Science, University of Kansas Medical Center, Kansas Gity, MO, United States
' Department of Dietetics and Nutrition, University of Kansas Medical Center, Kansas City, MO, United States

™ Department of Obstetrics and Gynecology, Uniersity of Gnonnati, Gnennati, OH, United States
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Keywards:

Early preterm bith

Gestation less than 34 weeks
Pregnancy

Docosahexaenoic add { DHA) amount

Background: Several meta analyses have concluded n-3 fatty acids, including docosahexaenoic acid (DHA),
reduce early preterm birth (EPB, = 34 weeks), however, the amount of DHA required is unclear. We hypothe-
sized that 1000 mg DHA per day would be superior to 200 mg, the amount in most prenatal supplements.
Methods: This randomised, multicentre, double-blind, adaptive-design, superiority trial was conducted in
three USA medical centres. Women with singleton pregnancies and 12 to 20 weeks gestation were eligible.
randomization was generated in SAS¥ by site in blocks of 4. The planned adaptive design periodically gener-
ated allocation ratios favoring the better performing dose. Managing study personnel were blind to treat-
ment until 30 days after the last birth. The primary outcome was EPB by dose and by enrolment DHA status
(low/high). Bayesian posterior probabilities (pp) were determined for planned efficacy and safety outcomes
using intention-to-treat. The study is registered with ClinicalTrialsgov (NCTO2626299) and closed to
enrolment.
Findings: Eleven hundred participants (1000 mg, n = 576; 200 mg, n = 524) were enrolled between June 8,
2016 and March 13, 2020 with the last birth September 5, 2020. 1032 (n = 540 and n = 492) were included in
the primary analyses. The higher dose had a lower EPE rate [ 1.7% (9/540) vs 2 4% (12/492), pp=0.81] espe-
cially if participants had low DHA status at enrolment [20% (5/249) ws 4.1%, (9/219), pp=093]. Participants
with high enrolment DHA status did not realize a dose effect [1000 mg: 1.4% (4/289); 200 mg: 1.1% (3/271),
pp = 0.57). The higher dose was associated with fewer serious adverse events {maternal: choricamnionitis,
premature rupture of membranes and pyelonephritis; neonatal: feeding, genitourinary and neurologic prob-
lems, all pp=0.90).
Interpretation: Clinicians could consider prescribing 1000 mg DHA daily during pregnancy to reduce EPB in
women with low DHA status if they are able to screen for DHA.

@ 2021 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY license




First IDS Study Utilizing MSU Launched in
2022!
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IDS has registered over 3075 studies at UC
Health since 1968!!!

INVESTIGATIONAL DRUG SERVICE




RAFAEL

Pharmaceuticals, Inc.

“To Save A Life Is To Save A Universe”
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