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1.0 CENETRON PERSONNEL AND CONTACT INFORMATION

Medical Director: Primary Study Contact:

Dwight DuBois, MD Ginger McCready

Cenetron Diagnostics ginger.mccready@cenetron.com
2111 West Braker Lane +1 512-439-2000 ext 253

Suite 300 +1521-717-9253 (Direct)
Austin, Texas 78758 +1 888-834-6632

+1 512-439-5006 (Fax)

If you have questions pertaining to specimen collection, transport, test results, or ordering supplies,
please contact the appropriate department at Cenetron Diagnostics directly:

Clinical Trials Kits and Collection Supplies Project Management
clinicaltrials@cenetron.com kits@cenetron.com projectmanagement@cenetron.com
+1 512-439-2000 Option 2 +1 512-439-2000 Option 3 +1 512-439-2000

+1 888-834-6632 Option 2 +1 888-834-6632 Option 3 +1 888-834-6632

+1 512-439-5006 (Fax) +1 512-439-5000 (Fax) +1 512-439-5006 (fax)

Please be aware that the hours of service are Monday through Friday, 8:00 am until 5:00 pm Central
Time (USA). If an emergency situation should arise outside of our normal business hours, please call
Cenetron Diagnostics at +1 888-520-2045 or +1 512 431 0725 and someone will assist you.

For protocol-specific questions, please contact the PETAL Clinical Coordinating Center:

Nancy Ringwood, RN Katie Oldmixon, RN
nringwood@mgh.harvard.edu coldmixon@mgh.harvard.edu
617.724.9836 617.726.4447

For FedEx please contact:

FedEx: +1 800 GO FEDEX or +1 800.463.3339
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2.0 LABORATORY TESTING SCHEDULE

SAMPLE COLLECTION: VIOLET ONLY SUBJECTS

EDTA Plasma

Whole Blood DNA

25 OHD

Plasma for Vitamin D
screening (FastPack)

X | X| X| X

SAMPLE COLLECTION: VIOLET-CLOVERS CO-ENROLLED SUBJECTS

Day 0
(Baseline)
CLOVERS Kit

EDTA Plasma X

(previously collected)
Whole Blood DNA X

(previously collected)
25 OHD X
Plasma for Vitamin D X
testing (FastPack)
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Breakout of Needed Kits by Subject:

CLOVERS Subject

-', ,.- y .
Day 0 24 Hours 72 Hours
CLOVERS-VIOLET Co-Enrolled Subject
Day 0 24 Hours 72 Hours
VIOLET Subject

N
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Kit Contents by Type:

CLOVERS KIT:
Green LRF

-

DNA + RNA + PLASMA Aliquots U

CLOVERS-VIOLET Co-enrollment

KIT:

PINK Co-Enrolied LRF
250HD Aliquot

VIOLET Day 0 Kit:
Purple LRF

Aliquots

DNA + 250HD Aliquot + PLASMA . 'l
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3.0 RECEIVING SUPPLIES

3.1 Collection Kits and Materials to Site

Cenetron will provide you with the necessary sample collection materials, processing and
storage instructions, shipping forms and courier information for VIOLET samples.

Cenetron will provide you with small, medium, and large shippers. Small shippers are
recommended for 25-OH D shipments ( monthly shipments), while medium and large shippers
are recommended for the 6 month shipments. Size of shippers needed is dependent on batched
sample quantity.

The use of the supplied materials for VIOLET sampling is mandatory. For any questions related
to sampling, handling, storage or shipping please contact Nancy Ringwood at the PETAL CCC.

The following kits will be supplied:
e Day0
e Co-Enroll: Day 0 — Only collect for patients who are co-enrolled in the CLOVERS trial and
have had a CLOVERS Day 0 Collection

Plasma for Vitamin D testing: When aliquoting plasma retain a portion to use for vitamin D
testing with the FastPack device.

Please note: Each kit box contains all the sample collection materials needed for the patient for
the timepoint.

Kits will contain the required prelabeled collection tubes, prelabeled transfer vials, lab
requisition, and other required materials. To replace damaged tubes, and to provide substitutes
for unexpected events, each site will be provided with bulk supplies of collection tubes and
transfer vials. Supplies required for universal precautions during sample collection, must be
worn at all times and are the responsibility of the site to provide.

Each individual kit will arrive with labels indicating the expiration date. Please verify the date
before opening the Specimen Collection Kits to maintain the testing integrity of the supplies
inside. If you encounter any expired Specimen Collection Kits, please discard and order more
kits as required. Sites should have at minimum sufficient kits to cover enrollment of at least 3
subjects at all times. Should you have any questions concerning the expiration date of the kits,
please do not hesitate to contact us.

All collection tubes provided by Cenetron must be stored at room temperature (15-25°C).
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3.2 Additional Kits and Supplies

@

For additional kits or supplies, please notify Cenetron Clinical Supplies by completing a
Laboratory Supply Request Form and faxing it to Cenetron Diagnostics at 512-439-5000 or by

email at kits@cenetron.com. In addition, you may request supplies by visiting the Cenetron
website (www.cenetron.com) and clicking the link at the top of the page for “Order Kits”.

BESYNC | CLIENT SUPPORT
CENTRAL LABORATORIES

CLINICAL TRIAL SERVICES KITS & CLINICAL SUPPLIES SCIENCE AND NEWS ABOUTUS CONTACT

Please ensure all highlighted fields are completed. A date is required in the “Date Supplies
Needed” field. Please do not enter ASAP. Once the order is submitted, an email will be sent to
the email entered indicating receipt of the order. Within one business day, you will also receive
a confirmation email with the approximate shipping and delivery date.

Cenetron Clinical Services Supply Order Form

All yellow highlighted fields are required.

Sponsor: * Contact Name: *

Protocol Number: * Phone Number: *
Site Number: * Fax Number:

Investigator Name: Email: *

Date Supplies Needed: * (e.z. 01-Jan-2008) Confirm Email: *

Standard Delivery: Delivery within five (5) business days of the Order Date.

Expedited Delivery: Expedited orders may be subject to additional shipping fees,
and may require Sponsor approval prior to shipment.

Kits
Please enter the kit name as it appears in the laboratory manual or on the label on the kit itself.

Kit Name Quantity

Supply requests will have a two week turnaround time. Exceptions will be made for all
emergency requests received prior to 12:00 noon Central Time (USA). All emergency requests
received after 12:00 noon will be shipped out the next regular business day.
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4.0 COMPLETING THE LABELS
Labels will be provided for all tubes and Laboratory Requisition Forms (LRFs).

h\? THE TUBES AND REQUISITION IN EACH KIT ARE BAR-CODED AND MUST BE USED TOGETHER.
DO NOT MIX TUBES AND/OR REQUISITIONS FROM DIFFERENT KITS.

LINKING SAMPLES TO A SUBJECT: In addition to the lab requisition, the 8-digit accession number from
the kit used for a sample collection day for a subject will be entered into the eCRF (StudyTRAX). Only
include the first 8 digits. DO NOT INCLUDE THE 2 DIGIT EXTENSION AFTER THE DASH. Each subject
will have one or two accession numbers (one for each collection day, e.g. Days 0 and 3).

E Eﬂcﬂ“ntﬂr updatﬂ An encounter is a subject visit

L] Sawe and Return @ Cancel L[] Sawe & Refresh 6 Re-calculate Cos Sample collection section in
b by R = e e 1 StudyTRAX showing the accession
CCC-00002 il number field for samples collected
— Wi at baseline (Day 0) for test subject
s . é “CCC-00002"
ate [10/31/201
Sample collection
Show Adtions Menu
Table Of Contents ® Was a sample collected today?
W i ® Yes
B ey 1 Na
o ?;'ZE.:‘;;?\E?WIDQ? 1 = ACcession nsmber:
Ventilatar ; 1
paramaters
Day 0 or Day 3
VIOLET
EDTA Plasma 1
I | |
+(07000001-01
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5.0 COMPLETING THE LABORATORY REQUISITION FORM (LRF)

A corresponding Laboratory Requisition Form (LRF) must be completed for each patient’s sample
collection time point (Day 0 and Day 3). In order to ensure proper sample processing, the Laboratory
Requisition Form must be filled out completely and correctly using a black or blue ballpoint pen.
Please print legibly.

Keep the “Investigator Copy” (pink) of the completed Laboratory Requisition Form for your files, and
return the white copy to Cenetron along with the specimen shipment.

Please place the Original (white & purple) copy in the provided Specimen Transportation Bag and seal
before placing it into the box with the corresponding specimens.

%

'”-j THE TUBES AND REQUISITION IN EACH KIT ARE BAR-CODED AND MUST BE USED TOGETHER.
- DO NOT MIX TUBES AND/OR REQUISITIONS FROM DIFFERENT KITS.

Your site is responsible for completing the following information prior to specimen shipment:

e Site: Enter the name of the site (hospital)

e PETAL ID: Enter the Patient’s PETAL ID Number (XXX-XXXXX)

e AGE (enter year of birth only): 01/JAN/YYYY (e.g. 01/JAN/1981) Month and day will be
prefilled with: “01/JAN”

e Gender: Select Male or Female

e Collection Date: DD/MMM/YYYY (e.g. 01/JAN/2009)

e Collection Time: Specimen Collection Time (indicate in military/24 Hour time — 2:12 pm
would be 14:12)

e Place a check mark next to all samples collected for that visit and note the processing and
freezing times in the spaces provided

e Note the number of aliquots (plasma) collected

e Comments: please note any deviations (hemolysis, freezer thaw, etc.) in the comments
section

e Study Site Signature: Please sign and date the Laboratory Requisition Form

5.1 Correction of Errors

If an error occurs, please correct in the following way:

. . s SPECIMEN INFORMATION
e Cross through with a single straight line. 2 COLLECTION DATE
e Write the correct value above or to the side of the [l14] BIEIPT [210]10]17]
error DD MMM m
e |Initial and date the correction o O COLLECTION TINE
! ) U TAEAE : [olo]  aahowr
e Do not use correction fluid. o HR NIN
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6.0 SPECIMEN COLLECTION AND PROCESSING

6.1 General Guidelines
1. Practice proper universal precautions throughout specimen collection and handling.
2. Obtain the Specimen Collection Kit for the correct visit and time-point.
3. Verify the expiration date on the Specimen Collection Kit. If the expiration date has not
expired, open the Specimen Collection Kit.

6.2 EDTA Plasma & 25-OH D - Day 0

Collection:

1. Completely fill the two provided 6 mL EDTA blood tubes with blood from patient via arterial
line, venous line, or by venipuncture. Use largest needle routinely used in your ED or ICU for
phlebotomy (up to 18g) for venipuncture and when instilling blood into the EDTA vacutainer
to prevent hemolysis of the specimen. Hemolyzed samples should be redrawn if possible.

2. Gently invert the vacutainer 8-10 times to mix. Do NOT shake.

3. Place on ice if anticipated time to processing is greater than 30 minutes.

Processing:
1. Centrifuge for 10 minutes at approximately 1000 G (standard tabletop centrifuge may be
used).
2. Aliquoting of plasma:

e Withdraw plasma (do not remove buffy coat) using a pipette and fill pre-labeled cryovial
tubes with plasma.

e Method for Aliquoting: Fill the 25-OH D vial first with 0.5 ml of plasma then the gray-top
aliguots with 1 ml of plasma. This is to ensure that there is enough plasma to fill the
250HD vial. If you do not have enough plasma to fill all the grey aliquots, fill as many
aliguots with 1 ml as volume will allow. If you have extra plasma, you can add additional
volume to the gray-top cryovials.

3. Place onice if anticipated time to freezing is greater than 30 minutes.
4. Store promptly in a -70 or -80°C freezer.

LA LY KLHRLA
2 x BmL K2EDTA Tube Centrifuge Samples Samples
Gently Invert 8-10 Times 1000G EDTA Plasma 1-4 25-0H D
DO NOT Shake 10 Min
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6.4 DNA Collection — Day 0 Only

Collection:

1. Fill the provided 6 mL EDTA blood tube with blood from patient via arterial line, venous line,
or by venipuncture. Use largest needle routinely used in your ED or ICU for phlebotomy (up
to 18g) for venipuncture and when instilling blood into the EDTA vacutainer to prevent
hemolysis of the specimen. Hemolyzed samples should be redrawn if possible.

2. Gently invert the vacutainer 8-10 times to mix. Do NOT shake.

3. Storeina-70 or -80°C freezer

A

6mL K2EDTA
Invert 8-10 Times
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6.5 CLOVERS-VIOLET CO-ENROLLMENT: 25-OH D Only — Co-Enroll: Day 0 Only

Collection:

1. Completely fill the provided 4 mL EDTA blood tube with blood from patient via arterial line,
venous line, or by venipuncture. Use largest needle routinely used in your ED or ICU for
phlebotomy (up to 18g) for venipuncture and when instilling blood into the EDTA vacutainer
to prevent hemolysis of the specimen. Hemolyzed samples should be redrawn if possible.

2. Gently invert the vacutainer 8-10 times to mix. Do NOT shake.

3. Place on ice if anticipated time to processing is greater than 30 minutes.

Processing:
5. Centrifuge for 10 minutes at approximately 1000 G (standard tabletop centrifuge may be
used).
6. Aliquoting of plasma:
e Withdraw plasma (do not remove buffy coat) using a pipette and fill pre-labeled cryovial
tube with plasma.
e Method for Aliquoting: Fill the 25-OH D vial with 0.5 ml. Plasma remaining after 25-OH D
vial is filled may be properly disposed of.
7. Place 25-OH D onice if anticipated time to freezing is greater than 30 minutes.
8. Store promptly in a -70 or -80°C freezer.

-
\

1x 4mlL KZEDTA Tube Centrifuge Samples
Gently Invert 8-10 Times 1000G 25-0HD
DO NOT Shake 10 Min
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7.0 PACKING AND SHIPPING SPECIMENS

Frozen specimens should be shipped Monday through Wednesday only. DO NOT ship frozen
samples on Thursday, Friday, or Saturday. Please hold these samples frozen until Monday for

shipment.

Holidays observed by FedEx and Cenetron Diagnostics are as listed:

Holiday/Observance

New Year’s Day

Memorial Day

Independence Day

Labor Day

Thanksgiving Day

Christmas Day

Please do not ship specimens on a business day prior to a scheduled holiday, follow the observed
holidays listed above.

When dealing with frozen specimens, store them at the required temperature as noted in the lab
manual until shipment.
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7.1 Sample Flow and Shipping Schedule

Site Samples
e EDTA Plasma

e Plasma for 25-OH D
e Whole Blood DNA

A
5 -—>Q_§CENETRON

Sample Shipment frequency Shlpr.'n.ent Documents to include Delivery Address
conditions
Cenetron Diagnostics
2111 West Braker
Laboratory Requisition Form Lane
Pl for 250HD
asma for Monthly FROZEN (WHITE Copy) Suite 300
on drv ice Austin, TX USA
y +1 512.439.2000
. Shipment . .
Sample Shipment frequency ... Documents to include Delivery Address
conditions
EDTA Plasma Cenetron Diagnostics
2111 West Braker
Lane
Laboratory Requisition Form .
Every 6 months (wa|TEq Copy) Suite 300
FROZEN St topy Austin, TX USA
ondryice +1512.439.2000
Whole Blood DNA
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7.2 Frozen Samples (All Samples)

Please contact FedEx at (800) 463-3339 (800-GO-FEDEX) for US shipments to find out the time you
must schedule a same day pickup. Notify the FedEx dispatcher that you require a pick-up and provide
him/her with your name, address, and exact location of the box. Also, ask for a pick-up confirmation

number to help keep track of when the courier will arrive.

SHIP FROZEN VIA FEDEX TO CENETRON DIAGNOSTICS

Sites will be responsible for supplying dry ice for all frozen shipments to Cenetron.

10.

Prior to placing the specimens in the shipping

containers (provided by Cenetron), verify that all

tubes have been properly identified.

Verify that the specimens match those listed on
the Laboratory Requisition Form.

Be sure to inspect the shipping boxes for
accurate labeling information.

Remove the vials from the freezer.

Place a layer of dry ice at the bottom of the
frozen shipper.

Ensure that the absorbent sheet is placed in the
transport bag with the cryovials. Place the lab
requisition into the outer pouch of the bag. Itis
acceptable to ship specimens from more than
one subject together in the box provided each
subject’s samples are in their own bag.

Seal the transport bag and place it into the
bottom of the shipping box.

Fill the remainder of the box with dry ice
(minimum of 8 Ibs or ~4 kg). Place the
Styrofoam cover on the inner Styrofoam
container.

Close box flaps and seal the exterior box with
tape. DO NOT TAPE THE STYROFOAM BOX.

Complete the necessary sections on the pre-printed FedEx Air Waybill. Date all forms where
necessary and retain the “Sender’s Copy” for your files. Place completed air waybill into the

clear plastic air bill pouch face up.

Protocol VIOLET Version 2 - Final - English
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DATA QUERIES AND RECONCILIATION

8.1 Data Queries

If any discrepancies are noted on the lab requisition and sample labels, Cenetron will contact
you directly to resolve the query. Please respond to the query either by phone at +1 512-439-
2000 or by email at ClinicalTrials@Cenetron.com.

If an emergency situation should arise outside of our normal business hours, please call
Cenetron Diagnostics at +1 888 520 2045 or +1 512 431 0725 and someone will assist you.

Data Query Process

Discrepancy noted with samples and/or Laboratory Requisition Form

!

Site Contacted to resolve discrepancy

2 Business Days

Y

If query not resolved, monitor copied on correspondence to site

2 Business Days

v

If query not resolved, monitor notified to obtain resolution

2 Business Days

If query not resolved, VIOLET study team notified to obtain resolution

Please note that a failure to respond to data queries in a timely
manner could result in delays to samples being shipped for analysis
thus resulting in a delay in data being available for study decisions.
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9.0

DANGEROUS GOODS TRAINING REQUIREMENTS

Any person who ships dangerous goods (infectious specimens, culture isolates, dry ice) by air must
follow certain regulations. The International Air Transport Association (IATA) produces a manual
based on the International Civil Aviation Organization (ICAO) Technical Instructions, which outlines the
procedures that must be followed to ensure safe transport. Training is an essential part of the
process. It is necessary for all individuals involved in the preparation or transport of dangerous goods
to be properly trained and tested initially with follow-up training every 24 months. As per the
regulations, the investigator site is responsible for ensuring that their staff is properly trained.

Link to IATA endorsed Training Schools
http://www.iata.org/training/pages/endorsed schools.aspx

Protocol VIOLET Version 2 - Final - English Page 17 of 35
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10.0 FREQUENTLY ASKED QUESTIONS

Q. | have incorrectly drawn a patient’s sample into a tube from another patient’s kit, what should | do?
Document what has happened as completely as possible on the Lab Requisition indicating the details
currently on the sample label and how the sample should correctly be labelled. Do not correct the details
on the label of the incorrectly drawn sample by hand (this sample will be relabelled by Cenetron, as
appropriate). Replace the incorrectly used tube from the patient kit using one of the spare tubes
provided for that sample type. Spare materials are included in each kit.

Q. | have incorrectly labelled a tube and it has already been sent it to Cenetron, what should | do?
Document what has happened as completely as possible in a file note. Clearly indicate the details
currently on the sample and how the sample should correctly be labelled. Send this file note to the PETAL
CCC and explain what has happened. Cenetron who will ensure the sample is correctly relabelled. Your
site may be contacted by the PETAL CCC to confirm details of the relabelling required.

Q. | have lost a sample label, what should | do?
Use one of the “Extra Labels” provided for that kit, ensuring that you clearly write the sample number and
patient number in the spaces provided (using indelible ink). Spare materials are included in each kit.

Q. | have spun my blood sample and have drawn off the plasma/serum, and now have the blood tube left
with the red cells in the bottom, should | also send this to Cenetron?

NO, once you have removed the plasma/serum as outlined in the manual instructions, you should discard
the blood collection tube following your local site protocol for biohazardous trash.

Q. A sample collection is missed, what shall | do with the pre-labelled tube for this sample collection?
If a sample is missed, please do not send the empty tube to Cenetron.

Q. Can | send more than one patient’s samples in a shipment?
Yes, as long as the relevant request form has been completed for all samples. Please separate each
patient’s samples into a separate specimen bag.

Q. The freezer storing the samples broke down and the samples thawed. What should we do?

Refreeze the samples as soon as possible. The incident should be noted in a note to file for the affected
patients and the samples should be sent to Cenetron as normal with a note on the Lab Requisition,
indicating the issue. If in doubt, please contact the PETAL Clinical Coordinating Center.

Q. Do we have to use the materials supplied by Cenetron or can we use our own supplies?

Use of the materials supplied by Cenetron is mandatory. The materials have been specifically chosen as
they are suitable for processing and sample analysis or because they are compliant with shipping
requirements.

Protocol VIOLET Version 2 - Final - English Page 18 of 35

Massachusetts General Hospital
PETAL Network



Q. How should | dispose of expired Blood Collection Tubes?
Local trash collectors should be consulted to see what the proper method of disposal is for unused,
expired blood collection products.

Q. What are the proper numbers of inversions for the various BD Vacutainer® Blood Collection Tubes?
An inversion is one complete turn of the wrist, 180 degrees, and back. Tubes should be inverted
according to the following recommendations:

e EDTA plasma tubes — 8-10 inversions

Q. What constitutes a tube inversion?
An inversion is one complete turn of the wrist, 180 degrees, and back. The contents of the tube should
have time to touch each side of the tube.

Q. How do | obtain quality certificates and MSDS on BD Blood Collection Products?
You can access most quality certificates (certificate of quality, sterility and conformance) and Material
Safety Data Sheets (MSDS) on the BD website, at the following address - catalog.bd.com

Q. | have booked a shipment, but | do not have packaging materials for the shipment. Should Cenetron
have sent these to me?

Yes, Cenetron will provide EPS shippers for shipments of frozen samples. Sites are responsible for
providing dry ice for the shipments.

Q. | made a mistake when booking the courier, and now samples will be shipped to the wrong
laboratory. How can | correct this?

You must phone or email your local courier office to make any changes to your courier booking. You can
find their contact details in your Courier Starter pack. The driver cannot make any changes to the
shipment destination at the time of pick-up; this can only be corrected by the local courier office in their
system. You must also make sure that the samples are sent at the correct temperature.

Q. The sample issue | have is not listed here.....Help!
Please contact the PETAL Clinical Coordinating Center for further assistance.
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11.0 FORMS AND ATTACHMENTS

11.1 Force to RPM Conversion Nomograph

11.2 Time Conversion Chart

11.3 Laboratory Supply Request Form

11.4 Report Correction Request

11.5 Sample Laboratory Requisitions

11.6 Processing and Shipping Log

11.7 Accreditation and Permits

11.8 BD Vacutainer™ Evacuated Blood Collection System
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11.1 Force to RPM Conversion Nomograph

G Force to RPM Conversion Nomograph
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11.2 Time Conversion Chart

Time Conversion Chart

TIME IN HOURS 24 HOUR TIME
12:00 AM = -—----mm—- (MIDNIGHT)---------- 00:00
1:00 AM 01:00
2:00 AM 02:00
3:00 AM 03:00
4:00 AM 04:00
5:00 AM 05:00
6:00 AM 06:00
7:00 AM 07:00
8:00 AM 08:00
9:00 AM 09:00
10:00 AM 10:00
11:00 AM 11:00
12:00 PM  -------mm-mmm- (NOON)--------=---- 12:00
1:00 PM 13:00
2:00 PM 14:00
3:00 PM 15:00
4:00 PM 16:00
5:00 PM 17:00
6:00 PM 18:00
7:00 PM 19:00
8:00 PM 20:00
9:00 PM 21:00
10:00 PM 22:00
11:00 PM 23:00
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11.3 Supply Request Form
&
@? CENETRON

Massachusetts General
Protocol VIOLET — Supply Request Form

Date Supplies Needed: (exact

Today’s Date: date needed) / /

DD MMM YYYY
Site Number: Contact Name:
Investigator Name: Phone Number:

Email Address:

Collection Kits (Indicate Quantity Needed)

Please indicate quantity required

Day 0

Day 3

Co-Enroll: Day 0*

EPS Frozen Shipper

*Only for patients co-enrolled in the CLOVERS trial

Additional Supplies (Please indicate supply and quantity needed)

Other (Serum Tubes, Cryovials, Biohazard bag, etc.):

UPON COMPLETION FAX TO +1 512-439-5000

Protocol VIOLET Version 2 - Final - English Page 23 of 35
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PETAL Network



11.4 Report Correction Request Form

&
@? CENETRON

REPORT CORRECTION REQUEST

If any report is incomplete or contains incorrect information, please complete ALL of the information in Section 1 as shown on the
incorrect report. The item(s) needing a correction or completion should then be supplied in Section 2. Only record in Section 2 the
information to be changed. Fax this completed Report Correction Request to Cenetron at (512) 439-5006. A corrected report will
be faxed to you as soon as completed.

SECTION 1 - Information as shown on INCORRECT report

Site: Massachusetts General Hospital (PETAL CCC)
Protocol VIOLET

Subject Initials: Visit:

Gender: Male Female

Patient Number (PETAL ID Number):

Accession Number:

Date of Birth: 01 / Jan_ /

Date of Collection: / / Time of Collection:

Other:

SECTION 2 — Information to be CORRECTED

Site: Massachusetts General Hospital (PETAL CCC)
Protocol VIOLET

Subject Initials: Visit:

Gender: Male Female

Patient Number (PETAL ID Number):

Accession Number:

Date of Birth: 01 / Jan_ /

Date of Collection: / / Time of Collection: -
Other:
Study Coordinator Signature: Date:
Cenetron Employee Signature: Date:
Protocol VIOLET Version 2 - Final - English Page 24 of 35
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11.5 Sample Laboratory Requisition Forms

- VIOLET: Day 0
v‘! CENETRON Laboratory Requisition Form

2111 West Braker Lane Suite 300

Austin, TX USA 78758

Phone: 888.834.6632 (Toll Free) +1 512.439.2000 (Intl.)
Fax: 512.439.5008

SAMPLE INFORMATION
[ ] [ I ]-- [ | |
Hospital Mame FETAL ID
CateofBith @0 1 JAN | | I I ] Gender: [] MALE
Provide Year Only [0 FEMALE
Blood Collected on | | 11 I I il | | I ] at [ I 1:1 I ] t24 Hour Elack)
o D M mm ¥ ¥ T T H H moom

Please Complete ALL Requested Sample Information

- w
# of Aliquots:
> ) (170 O
u wilms Imiln Processing Time : [24-Hr Clock)
! - LS AL L R
iy e s T T o ED1A Piaarma 14 1
00 PO T Sl 10 Min
Freezing Time : {24-Hr Clock)

Plasma Sample

-
I g Freezing Time

oy {24.Hr Clack)

DNA Sample

COMMENTS AND SIGNATURE FOR INTERNAL USE ONLY

g'_@'l‘_!ﬁlrﬁ‘ﬂ:lr'p' Requisition Compleled BE.'

Sigmatune Dare R2812 v.2

SEND THE WHITE COPY OF THIS FORM WITH THE FROZEN SAMPLES. RETAIN THE PINK COPY FOR YOUR RECORDS




79
@? CENETRON

2111 West Braker Lane Suite 300
Austin, TX USA 78758

Phone: B88.834.6632 (Toll Free) +1 512.439.2000 (Intl.}

Fax: 512.439.5006

[

Hospital Mame

CatecfBith © 1 J AN

Blood Caollected on [

VIOLET: Day 3

Laboratory Requisition Form

[
PETAL ID

| | I Gender: [] MALE

Provide Year Only

[] FEMALE

] (24 Mour Clock)

Guniby lawer B-10 Timas
D0y KT Shiaks

Laborstony Requisition Complated By

Plasma Sample

Signature

Date

# of Aliquots:

Processing Time : [24-Hr Clock)

Freazing Time

FOR INTERNAL USE ONLY

SEND THE WHITE COPY OF THIS FORM WITH THE FROZEN SAMPLES. RETAIN THE PINK COPY FOR YOUR RECORDS




VIOLET Co-Enroliment: Day 0

G) CENETRON Laboratory Requisition Form
-

2111 West Braker Lane Suite 300

Austin, TX USA 78758

Phone: B88.834.6632 (Toll Free) +1 512.439.2000 (Intl.)
Fax: 512.439.5008

[ [ b=

Hospital Mame

DatecfBth @ 1 J AN Gender; [] MALE
[] FEMALE

Blood Collected on |

] 54 Hour Claek)

i + S *
1% i, HIEDTA Tybe Lantrifuos Sammbes
Gently Inven 8-10 Times

DO NOT Shake

FOR INTERNAL USE ONLY

Date

R2E13 v

SEND THE WHITE COPY OF THIS FORM WITH THE FROZEN SAMPLES. RETAIN THE PINK COPY FOR YOUR RECORDE




11.6 Permits & Accreditation

" JCENETRON

DIAGNOSTICS

Accreditation Documents

Enclosed accreditation documents are concurrently valid with the release date of this laboratory
manual. If any Canetron document expires within the duration of the study, pleasa directly
contact Cenetron Disgnostics or go to wens cenatron comfaccraditation biml ta view and
download the updated cadificate. Expirad documents of affiliate laboratones can be obtainad by
diracty contactng Cenatron.




Dwight B. DuBois, MD
Curriculum Vitae

Cenetron Diagnostics Form: HR-0105-F14, Veersion 01

3. B.L. Pasloske, D. DuBois, D. Brown, M. Winkler. Ribonuclease Resistant RNA Preparation and
Utilization United States Patent and Trademark Office. No. 5939262 August 17, 1999.

4. BL. Pasloske, D. DuBois, D. Brown, M. Winkler. Ribonuclease Resistant RNA Preparation and
Utilization United States Patent and Trademark Office. No. 6,214,982 April 10, 2001.

5. B.L. Pasloske, D. DuBois, D. Brown, M. Winkler. Methods of quantifying viral load in an animal with a
ribonuclease resistant RNA preparation. No. 6,399,307 June 4, 2002.

6. C.R. WalkerPeach and D.B. DuBois. Method for monitoring nucleic acid assays using synthetic internal
controls with reversed sequences. No. 6,395,470 May 28, 2002

Book Chapters and Articles

1. WalkerPeach, C.R., M. Winkler, D.B. DuBois, and B.L. Pasloske. Ribonuclease-resistant RNA controls
(Armored RNA) for reverse transcription-PCR, branched DNA, and genotyping assays for hepatitis C
virus. Clinical Chemistry 45:2079-2085 (1999).

2. DuBois, D. B. "Standards for PCR Assays" in PCR Applications, Academic Press (1999).

3. DuBois, D.B. and C. George Ray. "Viral Infections of the Lower Respiratory Tract" in Pediatric
Pulmonary Disease, Mosby (1999).

4. Pasloske, B.L., C.R. WalkerPeach, R.D. Obermoeller, M. Winkler, and D.B. DuBois. Armored RNA
Technology for Production of ribonuclease-resistant viral RNA controls and standards. J. Clinical
Microbiology 36:3590-3594 (1998)

5. DuBois, D.B., Gretch, C. dela Rosa, W. Lee, J. Fine, C.R. Blagg, and L. Corey. Quantitation of
Hepatitis C Viral RNA in Sera of Hemodialysis Patients: Gender Related Differences in Viral Load. Am. J.
Kidney Diseases 24:795-801 (1994).

6. DuBois, D.B., and D.M. Mock. A sequential, solid-phase assay for biotin in physiological fluids that
correlates with expected biotin status. Analytical Biochemistry 153:272-278 (1986).

7. Mock, D.M,, G. Langford, D.B. DuBois, N. Criscagna, and P. Horowitz. A fluorometric assay for the
biotin-avidin interaction based on displacement of the fluorescence probe 2-anilinonaphthalene-6-sulfonic
acid. Analytical Biochemistry 151:178-181 (1985).

8. DuBais, D.B., and R.D. Rossen. Use of human antibodies to identify antigens in cultured human tumor
cells: Detection of discrete antigen molecules using electroblotting and enzyme-linked antibody probes.
Journal of Immunological Methods 63:7-24 (1983).

9. Beck, D.A., R.D. Rossen, D.B. DuBois, and C.O. Felice. Synthesis of antigens, cross-reactive of bovine
serum albumin, by cultured neuroblastoma cells, Cancer Research 43:858-863 (1983).

10. Rosenthal, J., R. Katz, D.B. DuBois, A. Morrissey, A. Machicao. Chronic maxillary sinusitis associated
with the mushroom Schizophyllum commune in a patient with AIDS. Clin. Infectious Diseases 14(1):46-8
(1992).

11. Madhoun, Z.T., D.B. DuBois, J. Rosenthal, J.C. Findley, and D.C. Aron. Central diabetes insipidus: A
complication of herpes simplex type 2 encephalitis in a patient with AIDS. Am. J. Med. 90:658-9 (1991).
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CENTERS FOR MEDICARE & MEDICAID SERVICES
: CLINICAL LABORATORY IMPROVEMENT AMENDMENTS

CERTIFICATE (OF ACCREDITATION

LABORATORY NAME AND ADDRESS CLIA 1D NUMBER
CENETRON DIAGNOSTICS, LTD 4500807734
2111 WEST BRAKER LANE, BLD 5, SUITE 300
AUSTIN, TX 78758 A ——

DB/08/2016
LABORATORY IMRECTOR EXPIRATION DATE

DWIGHT B DUBOIS M.D. 08072018

Pursmant io Section 353 of the Public Health Services Act (42 UL5.C. 263a) as nevised by the Clinical Laborstory Iinprovement Amenidsmenes (CLTA),
the abuove mammied laborstury licased 21 the aldress shown heroon (and cther approved becacions) oy sccept human spedmens
j:ullﬂ'tr L c"l f: i u.‘ i J "Fm
Thes cenificase shall be valid wml dhe e mmmm:umumwmumm
&rvl.nln.ﬂn of the Aot or the regularioes promalgated therender,

4

238 Carfe? 0BOETE

If you currencly hold a Certificate of Compliance or Certificate of Accreditation, below is a list of the laboratory
specialties/subspecialties you are certified to perform and their effective date:

VIROLOGY (140) 0212018

FOR MORE INFORMATION ABOUT CLIA, VISIT OUR WEBSITE AT WWW.CMS.GOVICLIA
OR CONTACT YOUR LOCAL STATE AGENCY., PLEASE SEE THE REVERSE FOR
YOUR STATE AGENCY'S ADDRESS ANDY PHONE NUMBER.
PLEASE CONTACT YOUR STATE AGENCY FOR ANY CHANGES TO YOUR CURRENT CERTIFICATE.




COLLEGE of AMERICAN
* PATHOLOGISTS

HED CAP The College of American Pathologists
ACCREDITEDY certifies that the laboratory named below

Cenetron Diagnostics Ltd
Laboratory

Austin, Texas

Dwight DuBois, MD

CAP Number: 6704501

AU-ID: 1191130
CLIA Number: 4500907734

has met all applicable standards for accreditation and is hereby accredited by the
College of American Pathologists’ Laboratory Accreditation Frogram. Reinspection
should occur prior to Movember 21, 2018 to maintain accreditation,

Accredilation does not automatically survive a change in director, ownership,
or location and assumes that all interim requirements are met.

2 2 /% b

Chair, Commission on Laboratory Accreditation President, College of American Pathologists




DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUELIC HEALTH SERVICE

Centers for Disease Control and Prevention
Office of Health and Safety, MS A-48
Atlanta, i 3033

TEL: 404-718-2077; FAX: 404-T18-2083; Email; importpermiicde. gov

Permit to Import Infectious Biological Agents, Infectious Substances, and Vectors S4FER - HEALTHIER - F‘ED"'-E

In accordance with 42 CFR Section 71,54 of the Public Health Service Foreign Quarantine Regulators, cited on the bottom of this permit, permission is
granted the permittes to import into any port under control of the United States, or to receive by transfer within the United States, the material describad in

Barm 1 balow

PHS PERMIT NO. 2017-02-051

DATES ISSUED: Thursday, February 09, 2017 IEXPIRES: Fricay, February 09, 2018
1. DESCRIPTION OF MATERIAL HUMAN ELOOD OR BLOOD PRODUCTS WHICH MAY CONTAIN HUMAN

IMMUNODEFICIENCY VIRUS, HEPATITIS C VIRUS, OR HEPATITIS B VIRUS.

2. PERMITTEE [MAME, ORGANIZATION,
ADDRESS AND COMTACT IMFORMATION)

DWIGHT DUBDIS TEL: $42-T17-9224
CENETRON DIAGHOSTICS, LLC FAX: 512-439-50086
2111 WEST BRAKER LANE, SUITE 300

ALUSTIN, TX 78758

3, BOURCE OF MATERIAL (MAME,
QRGANIZATION, ADDRESS, COUNTRY)

WORLDWIDE

4. TYPE OF PERMIT AND MSTRUCTIONS
FOR U3SE

5. CONDITIONS OF ISSUANCE
ITEMS APPLICABLE WHEN CHECKED

| As the permittea, your facility will be subject to inspection at some tinme in the fiture 1o confirm that the
mporter's biosafely measures are commensurate with the hazard pesed by the Rems to be mported and
the level of risk given i intended use,

O Single Importation imo the US.
Multiple Impartation inta the LS.

B Single Transher Within the U5,
O Multiple Transfer Within the LS.

B

A, Record of sach mporaton shall be maintained on permanant fle by permities,

B. Enclozed label{s) must be forearded to the shippess).

'C. Onelabel shall be affixed to shipping cmtmnlr Enclosed labels may be photocopesd.
[a]

cxmzmarraa P =z

A. Subzequert distribution, within the U5, of the material described in his perrnl s
prohibited without prior authorization by the Public Health Service.

BB, Al material is for laboratory wse only - Mot for use in the production of biclogics for
humans or anirmals,

B <. Al material is free of issues, serum and plasma of domestic and wild rurninants,
swine and eguines.

OD. Addtional Requirements:
O IATA Pachaged lo preclede escape.
O USDA peemit may be required {Tebephone: 301-851-3300)

B E. Weork with the agent(s) described shall be restricted to areas and condiions meeling
requirements in the CDCMIH publication “Blosalety in Micrabiological and Bsomedical
Laboratories.”

B F. Packaging must conform to 48 CFR Sactions 171- 180

6. Signature of lzsung officer

Sarnwe] & - Eusi

Farmuel 5. Edwin, Ph.D. Director, Dwvision of Select Agants and Toxins

COC 0728 (F 13.40) REV. 413

42 CFR 71.54. Permit to Import Bickogical Agents, Infections Substances, and Vectors

A person may not import into the United States any infectious biological agent, infectious substance, or vector unless: It is accompanied by a
permil issued by the Centess for Disease Conlrel and Prevention (CDC). The possession of a permil issued by the COC does not satisfy
permitting regqurements placed on materials by the U.S. Department of Agriculture that may pose hazards to agriculture or agricultural
production in addition to hazards to human health.




BD Vacutainer™ Evacuated Blood Collection System

©BD Vacutainer® Evacuated Blood Collection System

For In Witro Diagnastic Use.

INTENDED USE

BD Vacurtzmer® Tubes, Beedles and Holdery are used iogether a5 3 sydem for the collecien
ol woysun bl B Warutamses® Tolsry ane uned bo trampact amd procev: bood for feog
wertim, | on whole Blood in e dewcal Rabwralory

PRODUCT DESCRIPTION
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BD Vacutainar* Tubes for Lead and Trace Element Tests
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BD Vacutainer® PST ™ Tubes
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BD Vacutainer® CTAD Tubes
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r o CENTRAL LABORATORIES

SHIPPING INSTRUCTIONS
SHIPPING SAMPLES TO CENETRON

Specimen containers as well as instructions for specimen collection and shipment are provided to each site. Federal
regulations [49 CFR 100-185] mandate that sites transporting or shipping hazardous materials be subject to and
comply with all provisions of the Federal Hazardous Materials Transportation Law. Additional information concerning
these regulations is available from the Department of Transportation by contacting the DOT hotline at 800-467-4922.

The International Air Transport Association (IATA) produces a manual based on the International Civil Aviation
Organization (ICAQO) Technical Instructions, which outlines the procedures that must be followed to ensure safe
transport. Training is an essential part of the process. It is necessary for all individuals involved in the preparation or
transport of dangerous goods to be properly trained and tested initially with follow-up training every 24 months. As
per the regulations, each site is responsible for ensuring that their staff is properly trained.

GENERAL SHIPPING INSTRUCTIONS (United States & Canadian Sites)

Frozen specimens should only be shipped Monday through Wednesday.

1. VERIFY DELIVERY:

If directed by Cenetron to ship specimens on Friday, check the box for Saturday Delivery on the air waybill and place
a Saturday Delivery sticker on the box. If this is not filled out, the package will be held over until Monday and the
specimens may thaw, compromising the integrity of the results. Please DO NOT collect or ship specimens on a
business day prior to a scheduled holiday to ensure delivery of frozen specimens.

2. VERIFY SPECIMAN LABELS:

Prior to placing the specimens in the shipping containers, verify that all tubes have been properly identified with the
following information: Patient's Screening and/or Patient Number, Date and Time of Specimen Collection.

3. VERIFY FORMS:

Verify that the specimens match those listed on the Laboratory Requisition Form.
4. VERIFY SHIPPING INFO:

Be sure to inspect the shipping boxes for accurate labeling information.

5. DRY ICE:

Place a layer of dry ice at the bottom of the frozen shipper.



6. CHECK TRANSPORT BAG:

Ensure that the absorbent sheet is in the transport bag and place cryovials into the transport bag. Place the lab
requisition into the outer pouch of the transport bag. It is acceptable to ship specimens from more than one patient
together in the transport bag.

7. SEAL TRANSPORT BAG:

Seal the transport bag and place it into the bottom of the shipping box.

8. FILL STYROFOAM BOX:

Fill the remainder of the box with dry ice (minimum of 5 Ibs or ~2 kg). Place the Styrofoam cover on the inner
Styrofoam container.

9. CLOSE FLAPS:

Close box flaps and seal the exterior box with tape. DO NOT TAPE THE STYROFOAM BOX.

10. COMPLETE SECTIONS:

Complete the necessary sections on the pre-printed FedEx Air Waybill.

11. DATE FORMS:

Date all forms where necessary. Retain the Sender's Copy for your files.

12. PLACE BILL:

Place completed air waybill into the clear plastic air bill pouch face up.



i
@g PETAL Studies Packaging & Shipping Tips

Review the shipping instructions noted in the relevant study lab manual. Lab )

Manuals are located on each of the Study Pages of the PETAL website under
the "Specimen Management" tab.

i » Order shipping materials in advance! Allow 3-5 days to receive shipping
materials after ordering. Except in rare circumstances there should not be a
need to order these "overnight". We have a fixed budget for shipping costs;
please plan ahead when ordering supplies.

¢ Shipper size:
o Large shippers hold approximately 200 samples + dry ice
o Medium shippers hold approximately 100 samples + dry ice
o Note the size of shipper(s) needed on your order
« Payment for sample shipments is covered by the CCC and the shipping form
with the account information is included with the shippers.

J

Packaging
Your
Shil)ln(;\nt e Package samples by SUBJECT: Using the provided biohazard bags, put all
E vials for a subject into one bag along with their lab requisition form. Vials
should ideally be separated out by visit day (if possible) within a subject bag.
e Schedule shipments for Monday-Wednesday ONLY. Avoid shipping on

Thursday or Friday.
¢ Place a minimum of 8lbs (~4kg) of dry ice in the shipper. In summer months

additional dry ice may be needed.
« Air Bill:
o Complete the necessary sections on the pre-printed FedEx Air
Wayhill.
o Date all forms where necessary and retain the “Sender’s Copy” for
your files.
Place completed air waybill into the clear plastic air bill pouch face up.

SHIP every 6 months: Plasma, Urine, DNA, & RNA (all PETAL studies)
SHIP monthly: VIOLET 250HD samples

DO NOT Ship samples from VIOLET subjects that are not randomized to the
trial. These should be destroyed on site and documented on the VIOLET
Screened Sample Destruction Log. See VIOLET PROCESS DOCUMENT:
Sample Destruction & Documentation for further info.
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