Non-Muscle-Invasive Bladder Cancer

Staging, Treatment and Assessment
Featuring SWOG Trials S1602 & S1605

Peter C.V. Black, M.D.
S1605 Study Chair
University of British Columbia — Vancouver Prostate Centre
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Estimated New Cases*

Male Female
Prostate Breast
220,800 (26%) 231,840 (29%)
Lung & bronchus Lung & bronchus
115,610 (14%) 105,590 (13%)
Colon & rectum Colon & rectum
69 090 (R%) 63,610 (8%)
Urinary bladder Uterine corpus.
56,320 (7%) 54,870 (7%)

« #5 cancer overall in Canada (8,000) and U.S (74.000)
« prevalence > 500,000

* most-expensive cancer in lifetime of patient

OTaT CavITy & PIiaryTe FaTCreT
32,670 (4%) 24,120 (3%)
Leukemia Leukemia
30,900 (4%} 23,370 (3%)
Liver & intrahepatic bile duct Kidney & renal pelvis
25,510 (3%) 23,290 (3%)
848,200 (100%) 810,170 (100%) d s
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The Gold Standard for Bladder Cancer Detection
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= Non-muscle

si=— invasive bladder

cancer:

* preserve bladder

e TURBT

¢ intravesical
chemo/BCG
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Carcinoma in situ

 non-invasive, flat, and high-grade cancerous
lesion confined to the mucosa

 primary — secondary - concurrent
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Muscle invasive

bladder cancer:

e remove bladder
(cystectomy)

* pre-operative
chemo (=neo-
adjvuant)

e rarely radiation
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Risk stratification in NMIBC

LOW RISK INTERMEDIATE RISK

single everything else:
low grade multifocal
<3cm recurrent
first occurrence >3cm
incl. PNLMP low grade
(50%) (35%)

* low risk: <6% progress, 40-50% recur
« high risk: 30% progress, 70-80% recur

SWOG 1«
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HIGH RISK

any high grade
any Tl
CIs

(15%)
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Importance of re-TURBT

> Removes residual disease
> Identifies understaging

> Improves results of intravesical therapy
o Important risk stratification

AUA Guidelines:

Re-TUR mandatory for all T1 tumors in the absence of muscle (Grade A)

Re-TUR is recommended for T1 even if benign muscle present (Grade C)

Risk adapted NMIBC Therapy

Low Risk

TURBT + single dose post-

op chemo Interme:

office fulguration

observation/follow-up TURBT + single dose post-
op chemo
consider adjuvant
chemo, or BCG with
maintenance
[€RYCED)

High Risk

+ TURBT + BCG with
maintenance (3 years)
« consider cystectomy
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Single Dose Post-operative Chemo

Treatment
= Mo Instillation
— il Instillation

s
¥x
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Adjuvant intravesical therapy

Chemo
(weekly x 6) (monthly up to 12 months)
TURBT LELLLL 1 1 1 1 11 1 1

L3 1 L1 IR D B NN BN NN B BN R | >
Induction Maintenance
o o
BCG N &é\*
(weekly x 6) »_,@ © (every 6 months up to 36 months)
LEILLLL 1 1 1 1 ]
TURBT
1010 1.1 B a— T —A >
Induction Maintenance
§i06%® oo cuaca s s =1=]
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BCG Induction + Maintenance

SWOG 8507
1008, 100 .
e ' ey ur )
o S, o .
s . e e
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Recurrence free survival

Progression free survival
SWEIG. Leading cancar tesaarch Togethar. Lamm et al., J Urol 2000 ‘E E
Avoid premature stop of BCG
e primary CIS in SWOG 8507
e maintenance vs. no maintenance
»3 month disease free 55% vs. 57%
»6 month disease free 84% vs. 68%
» conclusions:
»BCG maintenance is necessary
»delayed response common after first round of maintenance
»re-evaluate with bladder biopsy at 6 month time-point
L t al., J Urol 2000 - =
SWUG. L ancer ressarch Togethar. - E E




CLINICAL TRIAL

S1602 in BCG-naive high risk patients

SWOG 1«

wcar ressarch. Tegethar,

4/9/2018

Bacillus Calmette-Guérin Strain Differences Have an Impact on
Clinical O in Cancer Py

Crlll A, Rewiesch *M,
Asirvlle Bistans

Claire Bioe "7, Jod] R, Csponer *"
L derie!, Gilles Marehal |
Molly A. tgersofl "

* 149 pts with high risk NMIBC

» randomized to 6-week induction
of ImmuCyst (Connaught) vs
OncoTice

» median f/u 25 months

LT -

* ImmuCyst superior to Oncotice:

T
= 5-yr RFS 75% vs 48% (p=0.01) |
= 5-yr PFS 95% vs 87% (p=0.059) Teine - b
= no survival difference "
swos® . p— =0=|
Pre-existing BCG-specific immunity improves
anti-tumor response in patients
Patients with i "
hlgh'r‘lzrt\l;lradder — ——— Sugery ———» BCGtherapy ———» (00
PPD test

g
H
g
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2 + Censored
10 4 — oo
o + " - . - .  —— PPD-(n=32)
0 10 20 30 0 50 60
. Time until recurrence (months)
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SWOG 1602 (PRIME)
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A Randomized Trial to Evaluate the Influence of BCG Strain
Differences and T Cell Priming for BCG-Naive High-Grade
Non-Muscle Invasive Bladder Cancer

(50 mg/dose)

Intravesical TICE BCG induction and maintenance

B:]:iGr;rliaslxe PPD Intravesical Tokyo BCG induction and maintenance
NEII\AIB c Negative (80 mg/dose)

Prime: intradermal BCG
(Tokyo strain 100 pl at 0.5 mg /ml)
+

(80 mg/dose)

Intravesical Tokyo BCG induction and maintenance

PI: Robert Svatek, UT San Antonio
cancor essarch Togeihar.

TREATMENT FOR
RECURRENCE AFTER BCG

SWEIG. Leading cancer ressarch. Togathar

“BCG unresponsive NMIBC”

« Any high grade recurrence after induction +
1st round maintenance, or 2 rounds induction
> Exception: high grade T1 disease at 3 months (after
induction BCG only) is considered “unresponsive”
« For patients who achieve complete response on
induction/maintenance BCG:
> any high grade Ta/T1 within 6 months, or
> any CIS within 12 months of last dose of BCG

« Recurrent low grade Ta disease is not considered
unresponsive in this context

SWEIG. Leading cancer ressarch. Togathar




SWOG S0353 Phase Il trial of intravesical
gemcitabine for BCG unresponsive NMIBC
weekly X 6 and then monthly to 12 months
100% - ) 2-Yoar
At Risk Failed Estimaty
Totsl a7 40 21%
80% |
60% ) 28% RFS at 1 yr
1 20% RFS at 2 yr
40% |
20%
o%S 12 2 6 48 60
Months After Registration
(includes multifocal Ta low grade) s =
SWIJG. i i e U skineretal, JUrol, 2013 [ [

CLINICAL TRIAL

S1605 in BCG-unresponsive patients

Checkpoint Blockade

PD1

4/9/2018




Leading cancer research. Together. [Checkpoint Inhibitor]

S1605: Phase 2 trial of Atezolizumab in BCG-unresponsive NMIBC

a a
£ £
2188 Fi 2|88 Fi ‘Atezolizumab
EIE|E s E1E|E S | | maintenance q3wks for
=22 8 ENE N 3 9 cycles
g1 88 < S18|8 <
182 1L 2
|3 |< < |x|<
BCG 1 l l P l l l ‘ cysto surveillance for
unresponsive .
Ta/T1/Tis cytol biopsy 18 months
(TURBT) I—‘ cytol
q 3 weeks q 3 weeks
9 weeks* R@ RFS @ 18
L 21 weeks* months
eregistration within (=6 months post TURBT)
6 weeks of TURBT
*start therapy within * time is relative to registration
5 days of registration
Black, Singh, L = s
§i06%® oo cuaca s s ack, Singh, Lerner =1=|
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Co-Primary Endpoints

1. Complete response (CR) in patients with CIS
° negative cytology, cystoscopy, biopsy at 6 months

2. Event-free survival (EFS) at 18 months for overall study cohort
(Ta/T1/CIS)
> event = any high grade tumor or any metastasis

taocar ressarch. Tﬂahtr -E E

Diving into S1602

Joseph Sanchez
S1602 Data Coordinator
SWOG Statistics and Data Management Center

S8 g v e g =1




Write it down

» Contact us! S1602Question@swog.org

« CIS patients must have a biopsy at 180 (+/- 10) days
from registration

» Perform PPD tests at Pre-Study, Month 3, and
Month 6 until the test is positive

« If it has a date field and a source documentation
form in the folder, submit the source documentation.

We want everything!

4/9/2018
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Diving into the forms

* Onstudy:
o If patient has ever had T1 or Ta, check T1 or Ta. The
more stringent eligibility criteria applies.
> Submit all of the source documentation.
* PPD testing:
o A form of its own with great expectations
> Take a picture! But don’t send it to us.
o Time to read must be 48-72 hours

S8 g v e g =1

Even deeper into the forms

» Treatment + AE forms
> Not actually due until 30 days into the next cycle
° There is no Month 9 BCG treatment
» Disease Assessment form
> 180 day biopsy for CIS patients
> We want all of the source documentation
» Follow Up

o Off treatment at same time points as Disease
Assessments, but continuing even after HGR

S8 g v e g =1
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The bottom of the forms

» The Comments section

» Contact us! S1602Question@swog.org

05 et i HE

4/9/2018

S1605 — Protocol & Data Submission
Requirements

Sean O’Bryan
S1605 Data Coordinator
SWOG Statistics and Data Management Center

S8 g v e g =1

Training on S1605

How to get to Training materials for S1605:
> CRA Workbench - SWOG Protocols - S1605 - Required 1605 Training
Non-Muscle Invasive Bladder Cancer i

~ = Required S1603 Training
Eevsarch commitiees Freatment b iereried tp—
sl Oty Sy Materists sy e
[T HEH
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Treatment & AE Assessments on S1605

Treatment cycles are 21 days long (for a maximum of 17 cycles/51 weeks) and are
administered Intravenously on the 1st day of the cycle.

Atezolizumab tx may be administered up to three days before or after the protocol specified
dose administration date, each 21 day cycle, due to administrative reasons.

Atezolizumab is administered as an intravenous infusion over 60 minutes.

< Ifthe firstinfusion is tolerated, all subsequent infusions may be delivered over 30 minutes,

For AE Assessments, please refer to the help box feature in RAVE, next to “reporting period
end date”, which specifies:

T T e
gy FOZIY e T P i r
e Adverss Dusnts: Assassmant . Cyc

Inabsctiona; Pleass ompats B form |

Dy 1 of et eyeie H fnal cycle. duste of st wint o
Cantact ahar rasohAnn o ScAS adaTia 8uents

[ —p—

Wein dcre o
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Disease Assessments reat withatezsurnat
on S1605 [ I

* 3 * -
"""""" ¥ o+ b =
Lo WEEKIS 1| eytolomy~ eytoiogy +/- || cytology +
; ¥
Reminder to submit ALL reports for Dopsy
each assessment period. ¥ ¥
This includes: Slofsy~ epei+
Cystoscopy report, Cytology report, & | | 3 x
Biopsy OP / PATH reports (if done) treat with atezclizumab off treatment
*
““““““ 1| oyesiogy & cystossopy cptology B eysteacapy
Lo WEEK25 1| oandatoryblopuy® || Weytology (+) or eystescopy (4]
bicpey required

Patitres cystescopy is delined it suaicous for malgnancy
Positive rytology is defired as positive far malignant calls

Dasasa us 2achadie i » g . Dia
sssassmant mistt occur o1 wewks 13 & 25 (£ 7 days) regardiess of trea

SWOG 1«

Protocol Updates/Amendments

* Arecent n|1en)10 came out tl

hat specified new information regarding specimen submissions (as
shown below): Bisey o

iy e cortmreg e

s e

g T

Inclusion criteria w/ respect to timing of last BCG dose: We would like last BCG within 6
months of recurrence.

Pure squamous carcinoma in situ will be excluded

.

S8 g v e s =1

12



4/9/2018

FAQ's/Important Information for S1605

T1 Patients must undergo a re-TURBT within 60 days of registration and must submit OP & PATH

reports from both the original TURBT and re-TURBT.

< If the re-TURBT was done was done within 21 days of registration and the cystoscopy was done
during that re-TURBT, then you do not need to do a repeat cystoscopy.

Treatment can continue when awaiting test results from disease assessments (cytology,

cystoscopy, biopsy).

The specimens & reports mentioned in Section 12 are mandatory and must be submitted at the

required time-points, primarily for CIS patients.

= Please note: The Urine Cytology slide mentioned in Section 12 does not need to be submitted at
baseline, however the Cytology report done at baseline should be submitted instead.

All other specimens mentioned in Section 15 of the protocol are optional, unless the patient

consents.

Patients with positive cytology or suspicious cystoscopy at any of the scheduled time points of

assessment during the trial must have a biopsy, per standard of practice.

co esoveh Togonar, BEEH

FAQ's/Important Information for S1605

« Allowable windows for scheduled disease assessments performed every 12
weeks is +/- 7 days, every 24 weeks is +/- 7 days

The window is to be calculated from the scheduled date of the
procedure/assessment

« Carcinoma in situ is by definition high grade

« Required Follow Up Safety Assessment @ 30 & 90 days after last dose of tx:
If the patient experienced any adverse event (any grade) in the first 30 days
following completion/discontinuation of treatment that is possibly, probably
or definitely related to protocol treatment that has not been previously
reported, please report in the Late Effects Form. After the first 30 days
following completion/discontinuation of treatment, only severe (grade = 3)
adverse events that are possibly, probably or definitely related to protocol
treatment that have not been previously reported are required to be
reported here.

sncor tssuren Togoiar =H=]

SWOG

Contacts for S1605

Study Chairs SWOG Data Operations Center:
Peter C.V. Black, M.D. (Urology) Sean O'Bryan (Data Manager)
BC Cancer Agency - Vancouver Centre Cancer Research & Biostatistics
Phone: 605/875-5003 Phone: 206/652-2267
E-mail: pblack@mail.ubc.ca Email: guquestion@crab.org
Parminder Singh, M.D. (Medical Oncology) SWOG Operations Office:
Mayo Clinic Arizona Nicki Trevino, Protocol Coordinator
Phone: 480/342-4800 Elaine Armstrong, Quality Assurance/Audits Manager
Email: Singh.Parminder@mayo.edu Kari Williams, SAE Specialist

San Antonio, TX

Biostatisticians 210/614-8808
Cathy M. Tangen, Dr.P.H. (Biostatistics) Emails: org / org /
Michael C. Wu, Ph.D. (Translational Studies) kwilliams@swog.org
Melissa Plets, M.S.
SWOG Statistical Center Lab #201 SWOG ositor
Phone: 206/667-4623 Solid Tissue, Myeloma & Lymphoma Division
Email: ctangen@fredhutch.org / Nationwide Children’s Hospital

org/ itch.org Phone: 614-722-2865
® Email: bpcbank@nationwidechildrens.org S
SWOG —" ==
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SWOG FDA Registration Trials

Melissa Plets
Biostatistician
SWOG Statistics and Data Management Center

SWOB ™ Leasing cancer research. Togethar.
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What makes FDA registration trials so...

B
1) Traceability
2) Data Quality

S8 ot v s g =0=]
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Outline

» Database
> Title 21 CFR Part 11
» Data Collection
> CDISC
» Changes to SWOG standard CRFs
* New CRFs
« Increasing data quality
o Risk-based monitoring
> Reports

SWCIG. Leading tancer research.Togethar.

4/9/2018

Database

Title 21 of the Code of Federal Regulations,
Part 11:

The Food and Drug Administration (FDA)
guidelines ...considers electronic records,
electronic signatures, and handwritten signatures
executed to electronic records to be trustworthy,
reliable, and generally equivalent to paper
records and handwritten signatures executed on
paper.

SWCIG. Leading cancer ressarch. Togathar

Database

» Access to data is limited
» Any changes are carefully documented and
approved, no matter how minor the change may
be.
o Structural changes documented via a Change Control
document.

> Data changes documented by the DC using a Data
Change Request.

SWCIG. Leading cancer ressarch. Togathar
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Data collection

« Traceability of all data in analyses back to specific CRFs
< Last Contact Date from CRFs (pts on multiple studies)

Must be UNIQUE patient ID: 7**+**

Non-reg study = FDA reg study

FDA reg study = Non-reg study

FDA reg study = FDA reg study

« Cross-form consistency
o SAE and AE data

= Patient is off due to progression (off Treament Form), but does not have
documentation of progressive disease

« CDASH forms prospectively

SWEIG. Leasding cancer ressarch. Topethar,
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Clinical Data Interchange Standards
Consortium (CDISC)

-| Clinical Data Acquisition Standards Harmonization T
«Study Data Tabulation ModeT
+ Analysis Data Model

SWEIG. Leading cancer ressarch. Togathar

NCI vs FDA

SWOG — 1

ancer ressarch Togethar.
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Changing SWOG CRF standards:

Ask once
[[vma svarus

[ Dead submt Notce of Deat)  Datte of Last :umxl:I:D’D:l‘Dj:D

mrrrr

\rnalﬂ:luryw O
L
. SWOG .
NOTICE OF DEATH
Faent tgenaiter | | | | | | | study iowrine [T [ [ ]|

4/9/2018

[ Date of Death: L1 L0 ¢ L] tmeein. gay - yoas

Swuﬁ. Leadting cancer ressarch. Togeihar,

Changing SWOG CRF standards:
Missing disease assessment data

SWIJG. Leading cancer ressarch. Togethar.

Changing SWOG CRF standards:
Missing disease assessment data

DISEASE ASSESSMENT
Clves Clno Cylm:owd:iu:l I ! i I I

Was acy v
11 Mo, Specity why:
T vos, Suspicious indings7: LIves L1
If Yo, check ail thas appey
ClLow grade pagitary tumor

[l Hsgh grade papitary fumoe
Was cytology done? [ves [no mu:l I I !

Deis
Clothes, pleass specty. _

I I o, Specify why:

SWIJG. Leading cancer ressarch. Togethar.
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Collection of Scan Images (CT/MRI)

» Upload the images (AG Mednet, IROC/TRIAD)
» Submitting scan reports as source docs in Rave

51605 IMAGE 5L N FORM

rerscan |1 | | ] sworimene[S[i]6[0]5] revememsee ]

Pasen Inasis LEM

swuﬁ. Leadting cancer ressarch. Togeihar,
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New forms: End of Study Form

51605 END OF STUDY FORM

rasntemste | | | | | | susrsswite S| 1] 6] 0] 5] reguomson sun] ]

pate patient et s | | | [ |

OFF saudy remson: [IProsocol -efned fobow o complensd

F ot 15 Tl o

$\N'IJG. Leading cancer ressarch. Togethar.

New forms: Eligibility Criteria Form

51605 ELIGIBILITY CRITERIA

— U - E3 01 ) I3 [

18



Investigator’s Signature

» S1605 Registration Worksheet
» S1605 Eligibility Criteria Form

4/9/2018

[Pt Engibinty]
Has the SWOG Registration Worksheet been completed entirely and is the patient Olves Owe
wligibie according 1o the current version of protocal Section 3,07
| Lattisen Fgibibty criteria outlined in Section 5.0 of this study have been met
< PRIOR TO REGISTRATION >
Date

SWOB ™ Leaing cancer ressarch. Tegethar -E Ei

Increasing Data Quality
With FDA, Not Documented=Not Done

e Increased data monitoring

- eligibility, treatment, disease assessments or scans
o CTSU Central Monitoring Portal

* Automatic reports for study-specific information
- Monitors, Data Coordinators, Statisticians, Sites ¢ (?‘f.,‘;%“\a

@ { ;“\"37;’?_ ‘-‘,_K

S8 g v e g =1

Increasing Data Quality

51605 : Reminder of Upcoming Protocol-Spectfled Mandatory Blopsy for Patlent ID 703087
seano@craborg
Mo 1262018 300 M

s Bt ey et Bk g

Ta Wheen 1t miy concern,

Based on our necords, patient sumber 793687 ks due for their protocokspecied, mandatory bopsy on 03/09/ 2014, The
aro 8.

aboueakle v

Planse ae
questions
Phets |

windr, If
an CBryan
lEh o)

i bl 1 Sehedule this By of hie
Scrab.org, Backup contacts: Melssa

1 0w e 1oL the pevson responsible for scheduling thes patient for this procedure, pledse forwand the message to the
appropriate persan,

Thassik yon for your contimued suppont of $16051

S8 g v e g =1
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Here to help
S1602

Study Chai
Robert S. Svatek, M.D. (Urology)
Cancer Therapy Research Center
University of Texas Health Science Center San
Antonio
Phone: 210/567-5676
E-mail: S1602question@swog.org

Biostatisticians.
Cathy M. Tangen, Dr.P.H. (Biostatistics)
Michael C. Wu, Ph.D. (Translational Studies)
Joseph Unger, Ph.D. (Patient Reported Outcome)
Melissa Plets, M.S.
SWOG Statistical Center
Phone: 206/667-4623
Email: ctangen@fredhutch.org /
org/ org/

mplets@fredhutch.org

SWOG Data Operations Center.
Joseph Sanchez (Data Manager)
Cancer Research & Biostatistics
Phone: 206/652-2267
Email: S1602question@swog.org

SWOG Operations Office:
Nicki Trevino, Protocol Coordinator
Elaine Armstrong, Quality Assurance/Audits Manager
Kari Williams, SAE Specialist
San Antonio, TX
210/614-8808
Emails: org / org /
kwilliams@swog.org

Lab #201 SWOG ositor
Solid Tissue, Myeloma & Lymphoma Division
Nationwide Children's Hospital
Phone: 614-722-2865
Email: bpcbank@nationwidechildrens.org

4/9/2018

Here to help
S1605

Study Chairs
Peter C.V. Black, M.D. (Urology)
BC Cancer Agency - Vancouver Centre
Phone: 605/875-5003
E-mail: pblack@mail.ubc.ca

Parminder Singh, M.D. (Medical Oncology)
Mayo Clinic Arizona

Phone: 480/342-4800

Email: Singh.Parminder@mayo.edu

Biostatisticians.
Cathy M. Tangen, Dr.P.H. (Biostatistics)
Michael C. Wu, Ph.D. (Translational Studies)
Melissa Plets, M.S.
SWOG Statistical Center
Phone: 206/667-4623
Email: ctangen@fredhutch.org /
org/ itch.org

SWOG Data Operations Center.
Sean O'Bryan (Data Manager)
Cancer Research & Biostatistics
Phone: 206/652-2267
Email: guquestion@crab.org

SWOG Operations Office:
Nicki Trevino, Protocol Coordinator
Elaine Armstrong, Quality Assurance/Audits Manager
Kari Williams, SAE Specialist
San Antonio, TX
210/614-8808
Emails: org / org /
kwilliams@swog.org

Lab #201 SWOG ositor
Solid Tissue, Myeloma & Lymphoma Division
Nationwide Children's Hospital
Phone: 614-722-2865
Email: bpcbank@nationwidechildrens.org

THANK YOU

SWOG sncer sessaich Tegethar.
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