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2. Complete the following forms:

3.

e CTSU Patient Enrollment Transmittal Form
e Eligibility Checklist / Registration Form

Fax these forms to the CTSU Patient Registrar at 1-888-691-8039 between the hours of
9:00 a.m. and 5:30 p.m., Mon-Fri, Eastern Time (excluding holidays); however, please
be aware that registrations received after 5:00 p.m. will be processed the next day. The
CTSU registrar will check the investigator and site information to ensure that all
regulatory requirements have been met. The registrar will also check that forms are
complete and will follow-up with the site to resolve any discrepancies.

Once investigator eligibility is confirmed and enrollment documents are reviewed for
compliance, the CTSU registrar will access the CCCWFU Research Base registration
web site and enter the patient enroliment data on-line. A confirmation of registration will
be forwarded to the enrolling site indicating the patient ID# (to be used on all future
forms and correspondence) and randomization assignment to either Arm 1 or Arm 2.
Note that this is a double-blind, placebo-controlled trial. The process of Randomization
generates a sequence code which is relayed to Biologics, Inc. where the sequence code
is matched to the appropriate treatment.

Treatment will continue from the time of enroliment through April 30, 2009. This allows
for a consistent period of time during which all subjects will be on protocol (Jan 1- April
30). (See section 4.2 of protocol)

DATA SUBMISSION AND RECONCILIATION

1.

All case report forms (CRFs) associated with this study must be downloaded from the
WFU-07-02-03 Web page located on the CTSU registered member Web site
(https://members.ctsu.org). Sites must use the current form versions and adhere to the
instructions and submission schedule outlined in the protocol.

Submit all completed CRFs, clinical reports, and transmittals directly to the CCCWFU
Research Base Data Management Center (DMC) as indicated in the cover pages of the
protocol. Do not send study data to the CTSU. A completed CCCWFU Research Base
DMC Data Submission Checklist should accompany all data submissions. Your
institution’s standard fax transmittal cover sheet should accompany all data submissions.

. Quality Control (QC) reports containing data query and delinquency information will be

generated on a monthly basis by the CCCWFU CCOP Research Base DMC and posted
on the CTSU members’ website for retrieval and reconciliation by clinical site staff. Sites
will be notified when new reports are posted. Please send query responses and
delinquent data to the CCCWFU CCOP Research Base DMC and do not copy CTSU
Data Operations. Each site should have a designated CTSU Administrator and Data
Administrator. Only the Administrator or Data Administrator will have access to QC
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reports and must keep their CTEP account contact information current. This will ensure
timely communication between the site and the CCCWFU CCOP Research Base.

SPECIAL MATERIALS OR SUBSTUDIES
Not applicable

SERIOUS ADVERSE EVENT REPORTING (Section 14 of protocol)

1. CTSU sites must comply with the expectations of their local Institutional Review Board
(IRB) regarding documentation and submission of adverse events. Local IRBs must be
informed of all reportable serious adverse reactions.

2. CTSU sites will assess and report adverse events according to the guidelines and
timelines specified in the protocol.

3. Do not send adverse event reports to the CTSU.

DRUG PROCUREMENT (Section 4 of protocol)

Cold FX (CVT-E002) and matching placebo are manufactured by CV Technologies and
provided free of charge to study participants. Biologics, Inc. will distribute the Cold FX or
placebo directly to the site following patient registration for each patient enrolled in the study.

You may navigate to the Agent Accountability Record (Med Log) by using the following link
http://ctep.cancer.gov/forms/accountability.pdf .

REGULATORY AND MONITORING

Study Audit

To assure compliance with Federal regulatory requirements [CFR 21 parts 50, 54, 56, 312, 314
and HHS 45 CFR 46] and National Cancer Institute (NCI)/ Cancer Therapy Evaluation Program
(CTEP) Clinical Trials Monitoring Branch (CTMB) guidelines for the conduct of clinical trials and
study data validity, all protocols approved by NCI/CTEP that have patient enroliment through the
CTSU are subject to audit.

Responsibility for assignment of the audit will be determined by the site’s primary affiliation with
a Cooperative Group or CTSU. For Group-aligned sites, the audit of a patient registered through
CTSU will become the responsibility of the Group receiving credit for the enrollment. For CTSU
Independent Clinical Research Sites (CICRS), the CTSU will coordinate the entire audit
process.
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For patients enrolled through the CTSU, you may request the accrual be credited to any Group
for which you have an affiliation provided that Group has an active clinical trials program for the
primary disease type being addressed by the protocol.

Details on audit evaluation components, site selection, patient case selection, materials to be
reviewed, site preparation, on-site procedures for review and assessment, and results reporting
and follow-up can be found in the CTMB Monitoring Guidelines and are available for download
from the CTEP web page http://ctep.cancer.gov/monitoring/quidelines.html.

Health Insurance Portability and Accountability Act of 1996 (HIPAA)

The HIPAA Privacy Rule establishes the conditions under which protected health information
may be used or disclosed by covered entities for research purposes. Research is defined in the
Privacy Rule referenced in HHS 45 CFR 164.501. Templated language addressing NCI-U.S.
HIPAA guidelines are provided in the HIPAA Authorization Form located on the CTSU website.

The HIPAA Privacy Rule does not affect participants from outside the United States.
Authorization to release Protected Health Information is NOT required from patients enrolled in
clinical trials at non-US sites.

Clinical Data Update System (CDUS) Monitoring

This study will be monitored by the Clinical Data Update System (CDUS). The CCCWFU
CCOP Research Base Data Management Center fulfills this obligation by electronic
submission of cumulative quarterly reports to DCP/CTEP.
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APPENDIX 9

DIARY CARD
ACUTE RESPIRATORY INFECTION DIARY/ANTIBIOTIC USE DIARY

Date: From to

Section 1

Please rate each symptom: 0 — not present 1-mild 2-moderate

DATE [ [ [ [ [ I [

Sore Throat

Cough

Runny Nose

Nasal Congestion

Sore Muscles

Sneezing

Ear Aches

Fever

Fatigue

Headache

Chills

Change in shortness
of breath

Limited participation
in normal activities

Section 2

Total number study
pills taken today

am

am

am

am

am

am

am

pm

pm

pm

pm

pm

pm

pm

Section 3

If you took any additional over the counter medication or antibiotics for your cold please list them

below: (No herbal supplements allowed)

Name

Dose

Name

Dose

Name

Dose

Name

Dose

Name

Dose

Patient Signature: Date:
Comments:
PID #: Site: CRA Signature:
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APPENDIX 10
Telephone Contact Form

1. Have you received any of the following since your last visit?

____Influenza vaccine Date given / /
__ Pneumococcal vaccine Date given / /
_____Herpes Zoster vaccine Date given / /
_____Tetanus vaccine Date given » / /

2. Have you been diagnosed with any of the following since your last study visit?
___Influenza
__ Herpes Zoster
____Major Infection

3. Forany ARI that occurred since the last study visit, was a nasal swab or wash sent for viral culture,
antigen detection for influenza, or RSV? If yes, what was the result?

Influenza Positive Negative Not sent
Respiratory Syncitial Virus Positive Negative Not Sent
CRA Name: Date Completed: Site Name:

Page 1 0of 3



Patient Initial/PID#

Comprehensive Cancer Center of Wake Forest University
Research Base - Appendix 10: Telephone Contact Form - Protocol# 98308 WFU 07-02-03

Study Title: Rand, DB, Plac-cont trial of North american ginseng extract to prev resp inf and red antibiotic use

Visit Date: 4 Weeks Post-Treatment

Toxicity Assessment Sheet (TAS)- Circle the appropriate toxicity grade below

attention deficit

interfering with function, but not interfering
with ADL

Confusion For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Transient confusion, disorientation, or Confusion, disorientation, or attention deficit Confusion or delirium interfering with ADL

Harmful to others or self; hospitalization
indicated

Constitutional Symptoms - Hyperactivity

For grade 3,4 &5:

*Drug related? 1 2 3 4 5 (circle #)

not interfering with function

with ADL

Grade0 Gradet Grade2 Grade3 Grade4 Grade 5 (death)
None Mild Moderate Severe Life-threatening; disabling
Diarrhea (without colostomy) Forgrade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Increase of <4 stools/day over baseline; mild Increase of 4-6 stools per day over baseline; Increase of >=7 stools/day over baseline; Life-threatening consequences (e.g.
increase in ostomy output compared to IV fluids indicated <24 hours; moderate incontinence; IV fluids >=24 hrs; hemodynamic collapse)
baseline increase in ostomy output compared to hospitalization; severe increase in ostomy
baseline; not interfering with ADL output compared to baseline; interfering with
ADL
Dizziness For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None With head movements or nystagmus only; Interfering with function, but not interfering Interfering with ADL Disabling

Glucose Serum High - Hyperglycemia

For grade 3,4 &5:

*Drug related? 1 2 3 4 5 (circle#)

fluids indicated <24 hours

equal to 24 hours

Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None > ULN - 160 MG/DL > ULN - 8.9 mmol/L > 160 - 250 mg/dl > 8.9 - 13.9 mmol/L > 250 - 500 mg/dL > 13.9 - 27.8 mmol/L > 500 mg/dL > 27.8 mmol/L or acidosis
Headache Forgrade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Mild pain not interfering with function Moderate pain; pain or analgesics interfering | Severe pain; pain or analgesics severly Disabling
with function, but not interfering with ADL interfering with ADL
Heartburn For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
GradeO Grade1 Grade2 Grade3 Grade 5 (death)
None Mild Moderate Severe
Hemorrhage, Nose (Epistaxis) For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
GradeO Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Mild, Intervention not indicated Symptomatic and medical intervention Transfusion, interventional radiology, Life-threatening consequences; major urgent
indicated endoscopic, or operative intervention intervention indicated
indicated; radiation therapy (i.e., hemostasis
of bleeding site)
Hypertension For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
GradeO Gradet Grade2 Grade3 Grade4 Grade 5 (death)
None Asymptomatic, transient (<24 hrs) increase Recurrent or persistent (>=24 hrs) or Requiring more than one drug or more Life-threatening consequences (e.g.
by >20 mmHg (diastolic) or to > 150/100 if symptomatic increase by > 20 mmHg intensive therapy than previously hypertensive crisis)
previously WNL,; intervention not indicated (diastolic) or to > 150/100 if previously WNL;
monotherapy may be indicated
Hypotension For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Changes, intervention not indicated Brief (<24 hrs) fluid replacement or other Sustained (>=24hrs) therapy, resolves Shock (e.g., acidemia; impairment of vital
therapy; no physiologic consequences without persisting physiologic consequences organ function)
Insomnia For grade 3,4 &5: *Drug related? 1 2 3 4 5§ (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Occasional difficulty sleeping, not interfering Difficulty sleeping, interfering with function Frequent difficulty sleeping, interfering with Disabling
with function but not interfering with ADL ADL
Nausea For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Loss of appetite without alteration in eating Oral intake decreased without significant Inadequate oral caloric or fluid intake; IV Life-threatening consequences
habits weight loss, dehydration or malnutrition; IV fluids, tube feedings, or TPN indicated > or

Neurology - Other - Nervousness

For grade 3,4 &5:

*Drugrelated? 1 2 3 4 5 (circle#)

without associated symptoms

with puritus or other associated symptoms
covering <50% of body surface or localized
desquamation or other lesions covering
<50% of body surface area

macular papular or vesicular eruption or
desquamation covering >50% of body
surface area

Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Mild Moderate Severe Life-threatening; disabling
Pain - Joint Pain For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None Mild pain not interfering with function Moderate pain; pain or analgesics interfering | Severe pain; pain or analgesics severely Disabling
with function, but not interfering with ADL interfering with ADL
Rash/desquamation For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None macular or papular eruption or erythema macular or papular eruption or erythema symptomatic generalized erythroderma or generalized exfoliative dermatitis or

ulcerative dermatitis
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Study Title: Rand, DB, Plac-cont trial of North american ginseng extract to prev resp inf and red antibiotic use

Patient Initial/PID# Visit Date: 4 Weeks Post-Treatment

Toxicity Assessment Sheet (TAS)- Circle the appropriate toxicity grade below

Somnolence For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle #)
Grade0 Grade2 Grade3 Grade4 Grade 5 (death)
None Somnolence or sedation interfering with Obtundation or stupor; difficult to arouse; Coma

function, but not interfering with ADL interfering with ADL

Urinary Frequency /Urgency - Pollakiuria For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle#)
Grade0 Grade1 Grade2 Grade3 Grade 5 (death)
None Increase in frequency or nocturia up to 2 x Increase >2 x normal but <hourly >= 1 x/hr; urgency; catheter indicated

normal; enuresis

Vomiting For grade 3,4 &5: *Drug related? 1 2 3 4 5 (circle #)
Grade0 Grade1 Grade2 Grade3 Grade4 Grade 5 (death)
None 1 episode in 24 hrs over pretreatment 2-5 episodes in 24 hrs over pretreatment 6-10 episodes in 24 hrs over pretreatment; requiring parenteral nutrition; or physiologic

or need for IV fluids consequences requiring intensive care;

hemodynamic collapse

page 3 of 3 *Related to Study drug? 1=Definite 2= Probable 3=Possible 4=Unlikely 5=Unrelated
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APPENDIX 11

COMMON PREDNISONE EQUIVALENTS

This is a helpful guide not a complete list.

10 mg prednisone » 50  mg cortisone
1.5 mg dexamethasone
40  mg hydrocortisone
8 mg methylprednisolone
10  mg prednisolone

20 mg prednisone » 100 mg cortisone
3 mg dexamethasone
80 mg hydrocortisone
16  mg methylprednisolone
20  mg prednisolone

30 mg prednisone » 150 mg cortisone
120 mg dexamethasone
30  mg hydrocortisone
24  mg methylprednisolone
4.5 mg prednisolone



WFU # 07-02-03 CCOP Research Base #98308 | Site MR #: Site Name:
A Phase Ill Double Blind, Placebo Controlled Trial of

North American Ginseng Extract (CVT-002; COLD-fx) to Patient Initials: Staff Completing
Prevent Respiratory Infection and Reduce Antibiotic Use Form:
in Patients with Chronic Lymphocytic Leukemia Patient ID:

Visit:

Date:

Appendix 12: Current Medications

1. Please list below all of the prescription medications the patient is taking currently. (Write “none” if
the patient is not taking any prescription medications at this time.)

Drug Name Dosage
(total mg per day)

2. Please list below all of the non-prescription medications or supplements the patient is taking
currently. (Write “none” if are not taking any non-prescription medications or supplements at this time.)

Drug Name Drug Name

10/07 p.1ofl
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APPENDIX 13

All sites will participate in the pilot phase of this study for testing of Influenza and RSV Serology. The
pilot phase includes collecting one gold top tube from patients at visits Baseline, Weeks 4, 10, End of
Study (EOS). Patient samples should be collected and frozen for batch shipping to WFU.

In order for each site to receive specimen kits, a copy of their institution’s IRB approval letter must be
faxed to the WFU Infectious Diseases Clinical Trials Unit at (336) 716-3356. Following receipt of the
IRB approval letter, a specimen collection kit will be shipped directly to the address provided by each
site. (Submission of this letter is in addition to each sites normal IRB notification process.)

Each specimen should be labeled with patient’s initials, date, actual collection time, and protocol
identification number. This should be documented on the completed Serology Form. (Page 3 of
Appendix 13)

Blood:

Blood collection:
Collect 10 ml blood sample in:
e 10 mlgold top tube

Blood processing:
Gold top:
e Allow gold top tube to clot approximately 15 minutes. When gold top tube has clotted,
centrifuge at 2000 X g for 10 minutes (to separate the cellular elements from the serum).
e Transfer and divide serum into (TWO) screw-capped polypropylene transfer tubes.
Document on tubes patient’s initials, date, collection time, and protocol identification

number.

o Immediately freeze and store both screw-capped polypropylene transfer tubes in -20°C
freezer.

o All specimens for all patients must be batched and shipped at the end of study (May
20009).

Serology Shipment:

Frozen container:

o (2) Frozen screw-capped polypropylene transfer tubes - each individually placed in
separate 3 X 5 Ziploc bags.

e Place (2) frozen specimens in each 7 X 11 IATA approved Therapak bag.
Note: The shipment of human tissues to WFUHS must comply with appropriate regulations as
specified by the carrier. At a minimum, all samples must be packaged within two containers with
absorbent material between containers to control any potential spill or leakage. The outer
container must be puncture resistant (e.g. cardboard mail tube or corrugated cardboard box.)

Note: A biohazard sticker must be affixed to both the inner and outer container.

Page 1 of 3
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Shippinag:
1. All 4 samples for each patient will be shipped at the end of the study.

2. Notify Abbie Beltz, PhD, Director, Infectious Diseases Clinical Trials Unit at 336-716-9134
prior to shipment.

3. Samples should be shipped overnight FedEx for AM delivery. They should not be sent
to arrive on a Saturday, Sunday, or holiday.

4. The frozen samples are to be placed in an insulated container with enough dry ice to maintain
them in a frozen state for two days.

5. A copy of the Serology Form on the following page should be included in each shipment for
each patient.

6. All specimens are to be shipped to:

Attention: Abbie Beltz
Wake Forest University Health Sciences
Infectious Diseases Section, 3" Floor Grey Building
Medical Center Boulevard
Winston-Salem, NC 27157-1042
Phone: (336) 716-9134
Fax: (336) 716-3356

Blood Draw Kit contains:

(6) storage tubes (4 for serum, 2 extra)

(6) transfer pipettes (4 for serum, 2 extra)

(2) 3 X 5 Ziploc bags (2 for serum)

(2) 7 X 11 IATA approved Therapak bag ( 2 specimens per bag)
6 Cryo-babies specimen labels

(6) 5 ml gold top tube (including 2 extra)

Frozen insulated container contains: *Will be shipped at a later date** (Note- Sites must provide
dry ice)

Outer Box — 15 3/8 x 13 3/4 x 12 3/4”

Insulated Chest —ID 11 5/8 x 10 x 8”

Inner Box—ID6 1/2x6 1/2 x 8”

Disposable 2-part Secondary Pressure Vessel, Medium (2)
250 mL Absorbent Strip (2)

12 x 12" Saf-T-Rap® Bubble Wrap (2)

Consignee Address Marking

Dry Ice Marking

UN 3373 Marking

Other items:
e 9x 12 Ziploc bag for Serology Form
(1) Return shipping label for overnight shipping and FedEx account number
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Pharmacology Form for Influenza and RSV Serology

INSTRUCTIONS: This form is to be completed and submitted as required by protocol. Submit a copy to the
CCCWEFU Data Management Center and send another copy with samples to the laboratory. Protocol required
sample time points are baseline, 4 week, 10 week, and end of study visits (EOS).

Patient’s Last Initial, First Initial Protocol ID# Institution ID#

Baseline Serology (before any study drug)

Date and time of baseline serology sample:

4 Week Serology

Date and time of 4 week serology sample:

10 Week Serology

Date and time of 10 week serology sample:

End of Study Serology (EOS)

Date and time of end of study serology sample:

HEIEEIEEEE HEREN

Please look at special processing and shipping information requirements.

Name of person sending samples: Phone no. or pager no.:

Institution name: Email address:

FOR LAB USE ONLY
Sample Analysis Information

Sample Receipt + Condition Information Sample Time Points
|:| Usable (1-no, 2- yes) Baseline serology
|:| Tubes intact? (1-no, 2-yes) 4 week serology

10 week serology

Date sample received / /

End of study serology

Name of analyst
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