communicated by Dr. Kurhanewicz to each site via electronic mail. The anticipated
turnaround time for approval of each case is 5-7 working days.

Please feel free to contact Anthony Levering (alevering@phila.acr.org; 215-574-3244)
or Sharlene Snowdon (ssnowdon@phila.acr.org; 215-717-2753) with questions you may
have regarding the test case submission and approval process.

For questions regarding image transfer and ACRIN computer issues, contact either Rex Welsh
(rwelsh@phila.acr.org, 215-574-3215) or Fraser Wilton (fwilton@phila.acr.org).




SUMMARY OF CHANGES

ACRIN 6659: MR Imaging and MR Spectroscopic Imaging of Prostate Cancer Prior
to Radical Prostatectomy: A Prospective Multi-Institutional Clinicopathological Study

January 31, 2003

Title Page
Dr. Weinreb’s contact information has changed. The address is as follows:

Jeffrey C. Weinreb, MD

Chief of MRI, Professor of Radiology
Yale University School of Medicine
Department of Radiology

333 Cedar St., Room MRC 147

New Haven, CT 06520

Phone: 203-785-5913

Fax: 203-785-3061

E-mail: jeffrey.weinreb@yale.edu

The zip code for Dr. Wheeler, the pathology advisor, should be 77030, not 77030-2681.

Index
Two new sections (13.0 and 14.0) have been added to the index, and page numbers have
been changed. Appendices VI and VII have been added.

Eligibility
The following has been added to the end of the list of eligibility criteria: “Encourage
retrieval of any outside biopsy reports and slides (medical release form with signature).”

5.1.1
Page 8: After the second sentence, a sentence has been added: “Official report of biopsy
from outside site.”

5.1.2
Page 8: The phrase “Sites must submit” was added to the beginning of the sentence.

5.2.3
Page 8: At the end of the sentence, the words “or have Crohn’s disease” have been
added.

5.2.5
Page 8: The list of exclusion criteria has been expanded to include “rectal surgery”; “PC
SPES therapy” has been replaced by “complementary alternative medicine.”



7.1.1
Page 9: In the second sentence, “the link for new patient registrations” has been changed
to “the link for data center login/ACRIN protocols.”

8.7-8.8
These sections have been deleted because they have been replaced by sections 13 and 14.

9.1

Page 13: In the data collection table, the S5 has been changed from a “form” to a
“report.” In the PC column, the second “2 weeks post surgery” has been deleted. A row
has been added to the middle: “PI: Pathology Report (Biopsy), At time of registration.”
A row at the end has been added: “QA Form: MRSI Quality Assurance, 1 week post
imaging.”

10.1

Page 13: In the first sentence, “MR” has been added before “images”, “scanned film
diagnostic images” has been deleted, “can” has been changed to “will”, “Data” has been
changed to “Image”, and “DMC” has been changed to “IMC.” In the fifth sentence, the
e-mail address amurray(@phila.acr.org has been changed to rwelsh@phila.acr.org. A
sentence has been added to the end of the section: “If you encounter any problems or
need assistance getting started with the steps required to transmit the required digital
MRS/I studies to the ACRIN image archive, you should contact the Image Management
Center at ACRIN (Anthony Levering, 215-574-3244, or Rex Welsh, 215-574-3214).”

10.1.1

Page 13: Three sentences have been added to the end of this section: “The header
recorded on DICOM formatted image data, which often contains information identifying
the patient by name, will be scrubbed before the image is transferred. This involves
replacing the patient name tag with the ACRIN Case#"Institution ID, the patient ID tag
with the ACRIN case number again; the study number should be put on the other patient
ID tag. This can be done using either software at the institution or software available
from the ACRIN IMC (attention Rex Welsh, 215-574-3125).” The remainder of this
section has been deleted.

10.1.2 and 10.1.3
These sections have been deleted, and the next section has been renumbered accordingly.

10.1.2 (formerly 10.1.4)
Page 13: “DMC” has been changed to “IMC”; “either” and “or CDROM where
appropriate” have been deleted.

10.2.2
Page 14: The last four digits of Dr. Wheeler’s ZIP code have been deleted.




10.2.3
Page 14: The ACRIN data management fax number has been changed to 215-717-0936.

10.24
Page 14: In the last sentence, the word “Center” has been deleted in the first instance,
and the phrase “in turn” has been deleted.

11.1.2.3

Page 15: In the table, in the last column for TE (msec), the number 130 has been
inserted. In the last column for Field of View (FOV), the number has been changed from
56 to 55. In the last column for spectral width, the number has been changed from 1250
Hz to 1000 Hz. In the last column for Notes, “5 Hz” has been changed to “< 12 Hz”;
spatial resolution has been changed from “.24 cm’® to .54 cm’® to “.3 cm’”

11.2

Page 16: The following sentence has been deleted: “After a whole-voxel water and
lipid-suppressed spectrum is acquired and stored, a 3D MRSI data set will be acquired
using a PRESS (Point-Resolved Spectroscopy) technique employing two phase
compensating spectra/spatial pulses in place of the conventional 180° pulses™.”

The eighth sentence used to read, “The selected volume will be over-prescribed by 30%
and VSS pulses will be automatically placed at the original boundaries of the selected
volume.” It has been split into two sentences that now read, “The selected volume will
be over-prescribed by 10% (AP) and 30% (RL, SI). VSS pulses will be automatically
placed at the original boundaries of the selected volume.” A few sentences later, the
equation “FOV = 120 x 60 x 60 mm3” has been changed to “FOV= 110 x 55 x 55.”

11.2.1
This section has been deleted because it duplicates information in 11.1.2.3.

11.3
Page 16: The former section 11.3 has been deleted. The following has been added:

MRSI quality will be assured in several ways.

Prior to the start of the trial: 1) All sites participating in the trial will
receive a quality assurance prostate phantom with the GE prostate
spectroscopy package. 2) Technologists at all participating sites will be
trained in acquiring prostate spectral data from both the phantom and the
patient. 3) Each site will have to prove that it can acquire good quality
prostate spectral data. To accomplish this, all sites will acquire and
submit one set of phantom data using the prostate phantom. Next, data
sets from three test patients will be acquired and submitted. The MRI and
MRSI data from the phantom and the 3 patients will be reviewed centrally,




and each site will receive feedback regarding the test cases before
randomizing the first study participant.

During the course of the trial: 1) All sites will perform QA phantom
studies within one week of patient studies to assure the MR scanner is
functioning properly for reproducible data acquisition. To accomplish
this, PROBE single voxel spectroscopy package with body exite and 5-
inch GE surface coil receive will be used to acquire spectra from the GE
Brain spectroscopy phantom. 2) The technologists will run a simple
protocol similar to the QA protocol used for MRI (see the QA protocol in
Appendix VI) and will record a series of parameters including shim value,
spectrometer gain, water line-width, and metabolite signal to noise ratios

(see QA form).

11.4.1

Page 17: After the fourth sentence, the following has been added: “The readers will first
interpret MRI alone by scoring each sextant on the degree of suspicion scale and will
then interpret MRSI under the same scoring scheme.” That sentence has been deleted
from 12.3. Another sentence has been added following: “For each sextant, both the
estimated probability of foci presence and the category of presence (defined on the
standard 5-point scale) will be recorded. Note that both measures will be reported, first
for the MRI alone and then for the MRI/MRSI combined.”

12.4.1

Page 19: In the first paragraph, one sentence has been modified. It used to read,
“However, in order to take into account the trade-off between sensitivity and specificity,
the full range of assessments on the 5-point ordinal scale will be analyzed using ROC
methodology”; it now reads, “In order to take into account the trade-off between
sensitivity and specificity, the full range of assessments made on the 5-point ordinal scale
and on the 0-100% probability scale will be analyzed using ROC methodology.”

The following sentence has been inserted in the middle of the first paragraph: “In
addition, use of the quasi-continuous probability scale (reader-reported probability of
malignancy) will be used to obtain nonparametric estimates of the area under the ROC
curve.”

13.0 and 14.0 (new sections)
Pages 22-25: The following two sections have been added:

13.0 ADVERSE EVENT REPORTING
13.1 Definition of Adverse Event

An Adverse Event (AE) is any untoward medical occurrence in a patient

that does not necessarily have a causal relationship with the study

intervention. An AE can therefore be any unfavorable and unintended

sign (including an abnormal laboratory finding), symptom or disease




temporally associated with the use of a medical treatment or procedure
regardless of whether it is considered related to the medical treatment or

procedure (attribution of unrelated, unlikely, possible, probable, or
definite).

13.2 _ Definition of Serious Adverse Effect
Serious Adverse Event (SAE) is defined as any untoward medical
occurrence that:
» Results in death or is life-threatening (at the time of the event) or
» Requires inpatient hospitalization or prolongation of an existing

hospitalization or

» Results in persistent or significant disability or incapacity

13.3 Adverse Event Grading
Grade is used to denote the severity of the adverse event. An AE is graded
using the following categories (provided the term does NOT appear in the
current version of the Common Toxicity Criteria [CTC]):
0 — Within normal limits
1— Mild
2 — Moderate
3 — Severe
4 — Life-threatening or disabling
5 — Fatal
(For terms listed in the CTC, the grade is still recorded as 1, 2, 3, 4, or 5;
however, the definition of the various grades will be specific to the term
being used.)

13.4 _Expected Adverse Events from MRI
Claustrophobia in MRI magnet
“Warming” sensation from endorectal coil
Discomfort from rectal coil insertion

13.5 Reporting of Adverse Events
Prompt reporting of adverse events is the responsibility of each
investigator, clinical research associate, and nurse engaged in clinical
research. Please refer to the ACRIN Adverse Event Reporting Manual for
specific details about what to report and when. Anyone uncertain about
whether a particular adverse event should be reported should contact the
ACRIN headquarters at 215-574-3150 for assistance. Any event that is
judged to be NOT related to the treatment or procedure should NOT be
reported as an adverse event. However, an adverse event report should be
submitted if there is a reasonable suspicion of the medical treatment or
imaging procedure effect.

13.6 When to Report

13.6.1 You must use expedited event reporting to within 10 working days for all

Grade 5 events occurring within 30 days of the study intervention,
regardless of attribution and regardless of whether the event was expected
or unexpected. You must use expedited event reporting within 10 working
days for Grade 4 unexpected events occurring within 30 days of the study



7. Patient’s ID Number (optional; code 99999)

8. Date of Birth (mm-dd-yyyy)

9. Ethnic category
1. Hispanic or Latino

2. Not Hispanic or Latino
9. Unknown

10. Race

American Indian or Alaskan Native

Asian

Black or African American

Native Hawaiian or other Pacific Islander
White

More than one race

Unknown

NS AR W~

(M/F)11. Gender

12. Participant’s country of Residence
1. US4

2. Canada
3. Other

13. Zip Code (U.S. Residents)

14. Participant’s Insurance Status
Other

Private Insurance

Medicare

Medicare and Private Insurance
Medicaid

Medicaid and Medicare

Military or Veterans Administration
Self pay

No means of payment
Unknown/Decline to answer

XN RN BN NS

(Y/N)15. Will any component of the participant’s care be given at a
military or VA facility?

16. Registration date (mm-dd-yyyy)

Completed by Date

Name of person entering data onto the web

11



Appendix 1V
Page 39: A line has been added with “Name of Spectroscopist participating in this study

at your site.”

The name “Robert Tew” has been replaced with “ACRIN Administrator, Attn. 6659
PSA”.

Appendix V
Page 40: The diagram in this appendix has been updated:

APPENDIX V_DIAGRAM OF THE PROSTATE
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Appendix VI
Pages 41-44: This appendix has been added:

Appendix VI: QA SPECTROSCOPY SNR PROTOCOL

Enter parameters for the QA protocol series I and 11 listed below and then save as “QA
SPECTO".

SERIES I: Localizer Scan [landmark center of phantom]

Patient Protocols: Site
Scan Mode: Research
Protocol name and number: QA SPECTRO (number will be specific to site)

Patient Information

12



Patient ID: geservice

Patient Name: Probe-p SNR

Weight (LB): 111 (Important to enter this number)

Landmark: Nasion (Using the head coil cushion, center 5-inch surface coil on the pad and center the
phantom atop the surface coil; then, landmark center strip of the phantom.) *See set up illustrations on
page 44

Patient Position

Patient Position: Supine

Patient Entry: Head First

Coil Type: SGP_ (5-inch surface coil)
Series Description: Localizer

Imaging Parameters

Scan Plane: 3 Plane

Monitor SAR: no entry /or if entry is required, Y (for yes)
Imaging Mode: 2D

Pulse Sequence: localizer

Imaging options: None

PSD Filename: None

Scan Timing

Number of Echoes: 1 (default)
ETL: no entry

Flip Angle: no entry

Te: 1.8 (default)

Rep Time(TR): 25.8 (default)
T1 Time: no entry

Scanning Range

Field of View: 26

Scan Thickness: 20

Spacing: 0

Center of FOV: R/L= 0, A/P= 0, S/I= 0

Number of scan locations: 3

Acquisition Timing

Acg. Matrix (freq): 256

Axq. Matrix (phase): 256
Frequency Direction: no entry

Phase FOV: 1.00

Prescan Options: Autoshim
Auto CF: Water

Nex: 1

13



Imaging Time: 20 seconds

SERIES II: Spectroscopy scan

Patient Position

Patient Position: Supine

Patient Entry: Head First

Coil: S5GP_ (5-inch surface coil)
Series description: Probe-p SNR

Imaging Parameters

Plane: Axial
Mode: MRS
Pulse Seq: Probe-p

Imaging Options: Ext. Dyn. Range
PSD Name: no entry

Scan Timing

*of Echoes: 1 (default)
1E: 37

TR: 2000

Fov: 24

Voxel Thickness: 20
Spacing: 20

Locs per slab: 1

User CVs Screen

CV3 scan mode: 1.00
CV4 total # of scans: 32.00
CV17 AWS optimation: ()

CVI8 ROI Edge: 7

Scanning Range

Fov: 24
Start: S10
End: R10



Start: L10
End: 110

Start: A *For A/P locations, move bottom of press box 1 cm anterior(up) from the bottom of the
phantom.
End: P

Table Delta: 0.00 (default)

Select: Start
Select: End
Select: Accept

Acquisition Timing
Freg: 1

Phase: 1

NEX: 2

Freq Dir: R/L

Auto Center Freq: Water
Select: Autoshim

Select: Save Series,
Select: Prepare to Scan
Select: Research Operations

Select: Display CVs
CV Value: tempC Enter: 24°
Select: Accept

Select: Research Operations
Select: Download
Select: Auto Prescan (Very important to do Auto Prescan first)

Record: Flip ang, SuppLvl, R1, R2, TG, and AX values on the QA Dataform. These values will appear at
the bottom of the screen when the Auto Prescan is finished.

Select: Spectro Prescan
Record: the shim values on the QA Dataform.

Select: Done
Select: Scan

Imaging Time: approximately 1:44

Record: Sprectral dataset values from Browser on QA Dataform.

15




Hllustrations of GE Brain phantom and 5-inch surface coil set up for Spectroscopy QA:

Appendix VII
Pages 45-46: This appendix has been added:
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Appendix Vil
Procedure To Set Up the Prostate Exams Under Functool 2

SPECTRLUM

Functool
Functool 2.5.32

Series selection under AW

oClick on MR filter to get only MR images.

eSelect a patient by left clicking on the patient’s name.

eSelect the prose spectroscopy (postage stamp) data by left clicking on the sequence.

eSelect the appropriate localizer by pressing the ctrl key while left clicking the
desired localizer image. At this point both the spectroscopy and image series
should be highlighted in the browser.

oClick on Functool 2 button to load it.

17



If Functool 2 is not a button on the tool bar:
eOpen the Software Manager: In the left menu select More software/Software
Manager.
eSelect the software to move.
eMiddle click drag and drop the software above the desired button to configure.

Functool 2

eSelect 3D Prostate protocol.

o Window and level the background image by moving the mouse in the top left view, while
pressing the middle mouse button.

eHide functional map in lower left view. To do this, Middle click on the red 50%
transparent active annotation and drag it to the right in order to hide the functional
map (to reach 100% transparency).

eRemove undesired voxels from the lower left view. To do this, either:

highlight the voxel to remove by selecting it with the mouse, then click on the scissor
tool (or Ctrl + x). repeat for each voxel to eliminate.

or ——H]
click on the Create a Box ROI icon, found on the left side toolbar. T+1
Adjust the box size and position with the mouse to define the L

voxels to eliminate (voxels will turn green when selected for removal).
Additional voxels outside this rectangular box may be selected for removal by
selecting them with the mouse. Once all voxels have been selected for removal,
click on the scissors icon.

oTo restore the ROIs in the top left view, click anywhere outside the box in that view.

e Press Space bar to autoscale the selected spectral ROIs in the upper views.

e Adjust the image fov in the lower left by holding the middle mouse button over the red
dfov annotation and dragging to the desired fov.

o To voxel shift, click the show/hide grid icon on the left side toolbar. This will cause a
red grid to be displayed on the top left view. Drag the grid to the desired location and
the select 3D prostate followed by the compute button.

eRemove the PRESS Box by right clicking on the view to open the contextual menu and
select Hide PRESS ROI. wid,,

1]

oTo save DICOM screen shots, move the mouse over the image and type shift + S. This
will create a new series called SCREENSAVE, within the current exam.

oTo push these screen shots to PACS, drag them with the middle mouse button to the
PACS icon at the bottom of the Advantage Windows patient list window. This requires
that a PACS destination icon has been defined with the Network Manager tool (click
on the Tools, then Network Manager button found on the AW patient list browser left
side toolbar).
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Display information:
3. Click on the 3D Prostate button in order to call the protocol’s wizard.
4. Click on Advanced Settings then the Display tab.

5. Select or deselect the value to display or hide (select Creatine + Choline,
Creatine + Choline / Citrate).

6. Save button preserves preferences for future sessions.
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ACRIN 6659
MR Imaging and MR Spectroscopic Imaging of Prostate Cancer Prior to Radical
Prostatectomy: A Prospective Multi-Ingtitutional Clinicopathological Study

June 13, 2002

Schema:

“Within 3 months” has been changed to “ Within six months” regarding the time frame that
radica prostectomy will be performed. This corresponds with the digibility criteria

Consent:

What are the Costs?

Firgt paragraph has been deleted: “ Taking part in this study may lead to added costs to you or
your insurance company. If your insurance company does not pay for the MRI imaging, the
American College of Radiology Imaging Network (ACRIN) will reimburse the costs of the
MRI/MRS exams. Please ask about specific details regarding reimbursement, any expected
added costs, or insurance problems’ .

Eligibility Checklist:

Questions #3 and #4: Theword “ projected” has been added.

Question #10 has been added: “ Patient has agreed to undergo a Fleet’s enema in preparation
for the MRS exam” .

Question #5 under Study Regidration: “ Initials (last, first)” has been added.
Question #8 under Study Regidration: “ (mm/yyyy)” has been added.

Question #10 under Study Regidration: “ Ethnicity” has been added.



